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Abstract

Objectives Since 2017, the Public health Agency of Sweden recommend that pre-exposure
prophylaxis for HIV (PrEP) should be offered to high-risk individuals, in particular to men who
have sex with men (MSM). The objective of this study is to develop a mathematical model

investigating the effect of introducing PrEP to MSM in Sweden.

Design A pair-formation model, including steady and casual sex partners, is developed to
study the impact of introducing PrEP. Two groups are included in the model: sexually high-
active MSM and sexually low-active MSM. Three mixing assumptions between the groups are

considered.

Setting A gay-friendly MSM HIV/STI-testing clinic in Stockholm, Sweden. This clinic started

offering PrEP to MSM in October 2018.

Participants The model is calibrated according to detailed sexual behaviour data gathered in

2015 among 403 MSM.

Results By targeting sexually high-active MSM, a PrEP coverage of 3.5% of the MSM
population (10% of all high-actives) would result in the long-term prevalence to drop
considerably (close to 0%). While targeting only low-actives would require a PrEP coverage of
35% for a similar reduction. The main effect of PrEP is the reduced susceptibility, whereas the

increased HIV-testing rate (every 3rd month) among PrEP users plays a lesser role.
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Conclusions To create a multifaceted picture of the effects of interventions against HIV, we
need models that include the different stages of HIV infection and real-world data on detailed
sexual behaviour to calibrate the mathematical models. Our findings conclude that targeting
HIV high-risk individuals, within HIV risk populations such as MSM, with PrEP programmes
could greatly decrease the long-term HIV prevalence in Sweden. Therefore, risk stratification
of individuals is of importance in PrEP implementation programmes, to ensure optimising the

effect and cost-effectiveness of such programmes.

Strengths and limitations of this study

e Using a mathematical pair-formation model we study the effect of introducing PrEP
among MSM in Sweden, a group at high risk of HIV acquisition.

e The model divides the population into sexually high-active MSM and low-active MSM,
where high-actives are offered to use PrEP.

e The modelis calibrated to detailed sexual behavioural data gathered among the MSM
population now being offered PrEP in Sweden.

e Limitations of this study include that the data only makes it possible to include two
activity-groups, and that we do not allow for more than one steady sex partner at a

time.
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INTRODUCTION

In Sweden, the HIV prevalence was estimated to 0.07% in the general population in 2015,[1]
whereas the self-reported HIV prevalence among men who have sex with men (MSM) has
been estimated between 2% to 6%.[2] Sweden was the first country to report having achieved
the UNAIDS/WHO 90-90-90 goal in 2016,[1] with at least 90% of people living with HIV being
aware of their HIV status, 90% of HIV diagnosed individuals being on antiretroviral therapy
(ART), and with 90% of those on ART being under viral suppression.[3] Viral suppression
means achieving continuously undetectable HIV viral load that diminishes onward

transmission to close to zero.[4,5]

As a result of ART’s effectiveness in viral suppression it can be viewed as an effective
preventive measure for further HIV transmission. However, on its own it does not seem to
reduce HIV prevalence enough in risk-groups, such as the MSM population, but needs to be
combined with additional preventive strategies.[6—8] One such preventive intervention is oral
pre-exposure prophylaxis for HIV (PrEP), i.e. that the antiviral drugs tenofovir-emtricitabine
are taken by individuals with negative HIV serostatus to prevent HIV acquisition.[9,10] PrEP
effectiveness is dependent on adherence to PrEP to ensure that protective concentrations of
the drugs are present at exposure to prevent transmission.[11] Two different studies report
that PrEP reduces the HIV incidence by 86% among MSM (95% Cl 40—98 and 90% Cl 64-96
respectively).[9,10] Due to the effectiveness of PrEP, the World Health Organisation (WHO)
recommend PrEP to be offered to individuals at substantial risk of HIV acquisition, defined as

an HIV incidence of 3 or above per 100 person-years.[12]

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

The use of PrEP in Sweden was approved in 2016 by the Swedish Medical Products
Agency.[13] Since 2017, the Public health Agency of Sweden recommend that PrEP should be
offered to high-risk MSM. However, very few clinics started offering PrEP at this time due to
logistical and funding concerns. Since June 2018, the New Therapies Council recommend
Swedish counties to implement PrEP programmes for MSM and offer subsidised PrEP.[14]
The larger gay-friendly sexual health clinics in the major three urban areas of Sweden have
since then started to implement PrEP. As of July 2019, approximately 315 individuals have
initiated PrEP in Stockholm (personal communication with Dr. FinnFilén responsible for PrEP

at Venhalsan, Sédersjukhuset).

The objective of this study is to investigate the effect of introducing PrEP to MSM in Sweden.
First, we incorporate the use of PrEP into pair-formation models developed to study HIV
transmission.[15] This model separates individuals depending on sexual activity-degree, high-
active or low-active. The model is then fitted to sexual behaviour data from a gay-friendly
HIV/STI-testing clinic in Stockholm, Sweden. Finally, the effect of PrEP on HIV transmission is
studied by risk-stratifying MSM for PrEP, to explore the level of PrEP coverage needed to

substantially reduce the long-term HIV prevalence.

METHODS

To study the introduction of PrEP, we develop a pair-formation model that includes steady
(long-term) partnerships and casual (one-off/occasional) sex partners. We categorise
individuals as sexually high-active or low-active, with different sex partner mixing patterns,
different HIV-diagnosis rates, and allowing for high-actives to use PrEP. We incorporate two

stages of HIV infectiousness: the early acute (primary) stage and the subsequent chronic
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(asymptomatic) stage.[16] The model is then calibrated to detailed sexual behaviour data and
the observed HIV prevalence. We earlier developed a model to disentangle the roles of casual
and steady partnerships on HIV transmission, which we further elaborate in this work.[15] We
begin by describing the model for sexual contacts and continue with how transmission of HIV-
infection is modelled. Then we apply sexual behaviour data gathered among MSM. The full

description of the model can be found in the Supplementary material S1.

Dynamic pair-formation model

Consider a sexually active same-sex population where new individuals enter the sexually
active population without having a steady sex partner. Individuals can have at most one
steady partner at a time, which can end by separation or death of either partner. Individuals
can also have casual sex partners during steady partnerships as well as during periods without
steady partnerships; the rate at which this occurs depends on the steady partnership status
of the individuals under consideration. Based on data, we allow singles to have a higher rate
of casual sex than individuals in a steady partnership. Not only partnership status affects the
rate of finding new casual sex partners, we additionally allow for individuals to be either high-

active or low-active regarding the frequency of having casual sex partners.

Letting the rate of finding a new casual sex partner depend on the partnership status and the
activity-degree of both potential members in the sexual act, yields 16 different casual sex
partnership combinations. We let alrﬁ denote the rate at which an individual with activity-

degree r and i steady partners try to find a casual sex partner with activity-degree g and j

steady partners, where r,q € {h =high, [=low} and ij € {0,1}. These rates play an
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important role in our modelling and are described in detail in the Supplementary material S1

and S2.

Casual sex and mixing patterns

Creating the groups high-active and low-active makes it necessary to formulate mixing
between the groups. Three activity-degree mixing assumptions are considered: proportionate
mixing, complete assortativity, and mixing fitted to responses of a proxy question. Common
to all three models is that high-actives have casual contacts at a fixed rate being larger than
that of low-actives. Proportionate mixing implies that an individual chooses a casual partner
at random among the potential casual sex attempts in the population, i.e. the probability of
having a high-active casual partner is the same for low-active and high-active individuals.
Complete assortativity means that high-actives only have high-active casual partners and low-

actives only have low-active casual partners.

We estimate the assortativity according to the testing-clinic participants answer to one
guestion on partners’ sexual activity, as described in Supplementary material S3.5. This
guestion is referred to as a proxy question for partners activity-degree. The proxy for partners
activity-degree and knowing whether an individual is high-active or low-active, specifies the
amount of assortativity in the data. The estimated assortativity can take values between 0

and 1, where 0 corresponds to proportionate mixing and 1 to complete assortativity.

Since we do not know whether or not participants’ casual sex partners are in steady
partnerships, the mixing between singles and individuals in a partnership is assumed to be

random (proportionate mixing).
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Model of infection

To model the spread of infection we use a compartmental model, much like the SIR model
(Susceptible = Infectious - Recovered),[17] but with two stages of infectiousness: acute
followed by chronic. The probability of transmission of HIV depends on the stage of infection
when no antiretroviral treatment is used.[18] In the early acute stage the probability of
transmission is much higher due to higher viral load than in the chronic stage. The probability
of transmission in one unprotected sex act (in our case anal intercourse) is denoted p, when
in the acute stage and p¢; when in the chronic stage. The model allows for different levels of
condom use with steady and casual sex partners, and it is incorporated by reducing the
transmission probability accordingly. The time until diagnosis and the beginning of ART
depends on the degree of sexual activity. Further, individuals on ART are assumed to be virally
suppressed and thereby to no longer transmit infection. The compartmental model therefore
divides the population into susceptible, infectious in the acute stage, infectious in the chronic

stage, and being on ART-treatment.

The aim with defining this model is to introduce the possibility for high-actives to take PrEP,
which, when taken correctly, decreases the probability of getting infected with HIV by
approximately 86%.[9,10] Moreover, individuals accepting PrEP need to test themselves

every third month. The model is illustrated in Supplementary material Figure S1.1.
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Data and calibration

The data was gathered at a gay-friendly HIV/STI-testing clinic (Venhalsan) in Stockholm,
Sweden, during 2015.[19] MSM visiting testing-clinics might be more sexually active than
other MSM, e.g. sexually inactive or MSM with one sex partner might not visit testing-clinics
as often. 403 MSM participants answered a structured timeline follow-back questionnaire
and reported their total number of sex partners during the last 12 months. Detailed sexual
behaviour data was collected on participants’ last ten sex partners during the last 12 months,
including: type of sex partner (casual or steady); frequency of sex acts; condom use with each
partner; the duration of each sexual relationship; and the answer to the proxy question on
partners’ sexual activity-degree. All 403 participants were included in the study by Hansson
et al.[15] However, inclusion in this study requires that participants have reported their total
number of sex partners during a year to determine their activity-degree. Moreover, for a
partner to be included, the proxy question regarding the partner’s sexual activity-degree must
be answered. Of the 403 participants, four participants reported having zero sex partners the
previous 12 months and 28 participants did not answer that particular question. Of the
remaining 371 participants, detailed information on 1991 different sex partners (510 steady
and 1481 casual) were given. We have an answer to the proxy question for 1424 of the 1481
casual sex partners. When removing the 57 casual sex partners with no answer to the proxy
guestion, 368 participants (and 1903 partners) remain and was included in the analysis

presented here.

The participants demonstrate a considerable difference in yearly number of sexual partners,

with a range from 1 to 250 sexual partners. We choose the mean (15) as our cut-off for
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defining high-active individuals, resulting in that 33.7% are high-actives. The mean number of

sex partners for high-actives is 33.2 (sd=32) and for low-actives it is 6.0 (sd=3.2).

Partnership and epidemic parameters

The parameters and their values used in the analysis are given in Table 1. Some parameters
are estimated from the testing-clinic data (part 1 - 4 in Table 1), some parameters are varied
(part 2 in Table 1), and some are taken from the available literature (part 5 in Table 1). In the
analysis, the standard errors of all estimates from the testing-clinic data can be included to
obtain a 95% credibility interval (using Monte Carlo simulation) of the prevalence estimated

from the model (see Table S3.2).

The mean times to ART, denoted y, for a high-active and y, for a low-active, are calibrated to
fit the observed prevalence. From the data we estimate that y;, = 2.35y,; (Supplementary
material S3.3), this relationship will be kept throughout the analysis, such that only one of the

parameters need to vary.

Estimated rates of meeting a new casual sex partner

Table 1 shows the estimated rates of meeting a new casual sex partner. In the third part of
Table 1 we have not utilised the proxy question on partners activity-degree, these estimates
are enough when assuming proportionate mixing or complete assortativity. The proxy
guestion is used to get the estimates in the fourth part of Table 1. From this table and a given
choice of mixing pattern, one can estimate the rates of looking for a new casual sex partner

a;l. The final values of a;f can be found in the Supplementary material Table S3.5.
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receptive anal intercourse, UIAI - unprotected insertive anal intercourse.

1. Partnership parameters
Parameter Value Definition Source
1/(g +2u) | 271.5 days Mean duration steady partnership MSM data
1/pPy 152.8 days Mean time being single MSM data
1/A 12.3 days Mean time between Al within steady partnership MSM data
Py 0.360 Fraction without a steady partner MSM data
Pq 0.640 Fraction with a steady partner MSM data
1193 0.337 Fraction high-actives MSM data
T 0.663 Fraction low-actives MSM data
2. Parameters for condom use, PrEP, and time to treatment Source
qs 54.1% Mean condom use steady partner MSM data
qc 62.9% Mean condom use casual partner MSM data
& Rate for a high-active to start taking PrEP Varied
(calibrated to achieve different % PrEP coverage)
Mean time from infection to successful
antiretroviral treatment for a
1/yp 0.25 years high-active on PrEP [20]
1/vn 1.5-3years | high-active not on PrEP Varied
1/y 3.5-7years | low-active 1/y;=2.35 /yn
3. Casual sex partner parameters from data not using proxy Source
Mean time until new casual sex partner for a
1/0:83 10.7 days high-active when single MSM data
1/0/1‘1 12.5 days high-active when in partnership MSM data
1/0(6'. 66.5 days low-active when single MSM data
1/0(’1‘3 97.9 days low-active when in partnership MSM data
4. Casual sex partner parameters from data using proxy Source
Mean time until new casual partner
for a high-active with a
1/0:6”.l 14.1 days high-active when single MSM data
1/0(6”. 43.7 days low-active when single MSM data
1/0(’1”? 15.4 days high-active when in partnership MSM data
1/a 66.4 days low-active when in partnership MSM data
Mean time until new casual partner
for a low-active with a
1/a6h. 109.3 days high-active when single MSM data
1/0(61. 169.6 days low-active when single MSM data
1/a11h. 136.1 days high-active when in partnership MSM data
1/alll. 348.9 days low-active when in partnership MSM data
5. Parameters from the literature
Parameter Value Definition Source
70% Condom efficiency [21]
1/6, 0.24 years Mean time in acute infection stage [18]
1/u 60 years Sexually active life-span [22,23]
Per-act transmission probability
0.1835 Acute stage URAI [16]
0.0138 Chronic stage URAI [16]
1.48% Overall URAI [24]
0.62% Overall UIAI [24]
2.39 Of URAI in comparison to UIAI [24]
pa 0.1301 Acute stage combined URAI-UIAI [16,24]
Pc 0.0098 Chronic stage combined URAI-UIAI [16,24]
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Patient and public involvement

There was no patient and/or public involvement in the planning of this study.

ANALYSIS AND RESULTS

The assortativity regarding activity-degree is measured to 0.14, meaning that the studied
population choose casual partners with a moderate assortativity. The HIV prevalence among
the 368 participants is 5%, which is in line with national levels among MSM,[2] and this
prevalence will be used as a baseline when studying the effect of PrEP. Specifically, the
baseline model is the model where no one uses PrEP (¢ = 0) and that is calibrated to achieve
a 5% equilibrium prevalence. The only parameter not being able to be estimated from the
HIV/STI-testing clinic data, or that can be taken from the literature, is the mean time to
successful ART-treatment. Hence, to calibrate the model to the observed 5% prevalence, we
find the mean time to treatment that corresponds to this prevalence. To study the effect of
PrEP, we use the same parameter set-ups as for the baseline model but additionally allow for
sexually high-actives to use PrEP (¢ > 0), and then find the new equilibrium prevalence. We
use ‘long-term prevalence’ and ‘equilibrium prevalence’ interchangeably. We begin by
presenting the results of the model where PrEP has not yet been introduced, then we move

to the model where high-actives are offered PrEP.

Prior to the introduction of PrEP
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In dividing the population into two activity-degrees and using fitted assortativity, we find that
the prevalence of 5% (95% CRI 2.3-7.6%) is obtained when the mean time to ART is y;; ! =
1.77 years for high-actives, (4.15 years for low-actives). In doing this calibration to the
observed 5% prevalence, the estimated percent of individuals with positive HIV serostatus

that are on ART-treatment is 95.8%.

Disregarding the proxy question, we would not know how the population mix regarding
activity-degree. We could then use the other two mixing patterns. Assuming proportionate
mixing, the prevalence of 5% (95% CRI 2.1-7.8%) is obtained when y; ! = 1.79 years. This set-
up vields that the estimated percent of individuals with HIV that are on ART-treatment is
95.7%. For complete assortativity, the prevalence of 5% (95% CRI 2.7-7.0%) is obtained when
¥i ! = 1.63 years, and then the estimated percent of individuals with HIV that are on ART-
treatment is 96.4%. Figure 1a) depicts the prevalence for varied values of the mean time to

ART-treatment and Figure 1b) shows the 95% credibility intervals.

[INSERT FIGURE 1 HERE]

Using the fitted assortativity, a prevalence of 5% was found when the mean time to ART was
1.77 years for high-actives, while the same time to ART for the proportionate mixing
assumption yields a prevalence of 4.6% (95% CRI 1.7-7.3%), and complete assortativity yields
a prevalence of 6.9% (95% CRI 4.6-8.8%). This shows that higher assortativity regarding
activity-degree leads to higher prevalence and easier allows for HIV being endemic. With
increased assortativity, the allocation of the infected individuals becomes different, as seen
in Table 2, with more high-actives being infected. Interesting to note, from Figure 1a, is that

the difference between the mixing assumption decreases with an increased time to ART.
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Additionally, from Table 2 we note that approximately 35% of HIV transmissions occur within

a steady partnership.

Table 2: For the three mixing assumptions, we show the estimated mean time to ART corresponding to a prevalence of 5%.
For this prevalence and for each of the three mixing assumptions, we also show the route of transmissions and HIV prevalence
for the two respective activity-degree groups. The shown values for the time to ART-treatment are for high-active individuals,
the time to ART-treatment for low-actives is 2.35 times larger. For the allocation of the 5% infected we show the percentage

BMJ Open

of high-actives and low-actives, respectively, that are HIV-positive.

Overall HIV prevalence of 5%

Prop. mixing | Fitted Assort. | Compl. Assort.

Time to ART (years) 1.79 1.77 1.63
Route of transmission

Steady partner 35% 35% 32%

Casual sex when in partnership | 38% 39% 41%

Casual sex when single 26% 26% 27%
HIV prevalence in the group

High-actives 9.05% 9.23% 10.79%

Low-actives 2.94% 2.85% 2.06%

Effect of introducing PrEP

We now present the effect of introducing PrEP. This is done by starting at a prevalence of 5%
and then increasing the PrEP coverage. That is, we use the parameter values from the model
without PrEP that achieved a 5% equilibrium prevalence, but now allow high-actives to take
PrEP and find the new equilibrium prevalence. We stress that the results are the long-term

effect of certain levels of PrEP coverages, even with no more infections it will naturally take a

long time for the HIV prevalence to reach 0%.
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If the population is not divided according to activity-degree, the PrEP coverage would need
to be 5.2% of the total population to reduce the long-term prevalence from the observed 5%
to close to 0%. Dividing the population according to activity-degree and only targeting high-
actives for PrEP, Figure 2a shows the combined effect of PrEP and an increased testing rate:
reaching a coverage of 1% of the population (3.0% of high-actives) will reduce the long-term
prevalence from 5% to 3.6%; reaching a coverage of 3.5% of the population (10.4% of high-

actives) will reduce the long-term prevalence to 0%.

[INSERT FIGURE 2 HERE]

Being able to target risk groups for PrEP makes a big difference: targeting low-actives instead
would result in a needed PrEP coverage of 34.4% of the population to reach an equilibrium

prevalence close to 0% (Figure S4.1).

To ascertain the respective effects of PrEP, the decreased susceptibility by 86% and the more
frequent HIV-testing rate (every third month), we do two additional analyses. If being on PrEP
is not combined with an increased testing rate, but only a reduced susceptibility, reaching a
coverage of 3.5% of the population will reduce the prevalence to 0.5% (Figure 2b). If being on
PrEP does not give any reduced susceptibility, but only an increased testing rate, reaching a

coverage of 3.5% of the population will reduce the prevalence to 1.9%.

For results concerning the more short-term effect of PrEP, see Supplementary material S4.7.

DISCUSSION

Our results suggest that a PrEP coverage of at least 3.5% of the MSM population, when

sexually high-actives are targeted, is needed for the long-term prevalence of HIV to drop to
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close to 0% among MSM in Sweden. This can be compared to a 34.4% PrEP coverage needed
if only low-active MSM were targeted for PrEP. These results emphasise the need for risk
stratification among MSM, to ensure that those in need of PrEP receive the intervention. To
reach high-risk MSM, out-reach programmes and peer education programmes have been
found to be effective, scale up of these may increase the effect of PrEP implementation on

the HIV epidemic among MSM in Sweden.[25]

We find that the greatest effect of the combined PrEP intervention follows from the
decreased susceptibility to HIV, not the increased HIV-testing rate. This result would be
hidden in a model not taking the different stages of infection into account (Supplementary
material S4.2). Hence, to make a correct assessment of a PrEP programme's effect, the

complexities of HIV transmission, the different stages of infection, need to be accounted for.

The benefit of targeting high-risk individuals for PrEP has been found by other studies.[8,26—
29] Our analyses adds to these findings by including additional parameters. Punyacharoensin
et al.[8] investigate the effect of different HIV interventions, including PrEP, among MSM in
the UK. They define low-actives as MSM with one or fewer new sexual partners a year, while
our definition of high-active MSM (at least 15 partners a year) is to address a group with very
high HIV risk. Secondly, they address mixing through a different method using an odds ratio
among male heterosexuals, while we use data from the MSM population under study.
Rozhnova et al.[29] use four risk-groups, however, they do not estimate mixing between the

groups but assume intermediate mixing.

Our model has four strengths worth mentioning. First, our model design is strengthened by
that it is calibrated to fit detailed data of MSM who visited an STI/HIV-testing clinic in Sweden.

For example, when the model is calibrated to data and the observed 5% HIV prevalence, the
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estimated percentage of individuals with HIV that are on ART-treatment, 95.8%, are very close
to the observed value of 95.1%.[1] In addition, the very same clinic where the data was
gathered is the largest implementer of PrEP in Sweden, prescribing PrEP to 315 MSM since
October 2018. Secondly, we can measure the assortativity with respect to activity-degree of
the study participants. The mixing between high-actives and low-actives is estimated to be
more assortative than proportionate mixing (0.14 vs 0), and by using the estimated
assortativity we get more reliable results with narrower 95% CRIs than for proportionate
mixing (Figure S4.3). For realistic mean times to ART, the mixing assumption has an impact on
the estimated prevalence, making it an important factor to include. Thirdly, an important
model choice is to include steady partnerships, not only casual contacts, since HIV
transmission occurs to a large extent within a steady partnership (Table 2). Finally, the result
concerning PrEP coverage is robust to variations in the parameter set-ups (Supplementary

material 54.6).

Our model includes limitations. First, the proxy question used to fit the assortativity can only
define two activity-degree groups and not more. The real-life scenario is probably more
heterogeneous than accounted for in our model; even with a high PrEP coverage, the
prevalence would likely stay above 0% due to some sub-groups of MSM taking larger HIV risks
than the high-actives within our model. Additionally, some individuals are probably even
more low-active (such as MSM in monogamous steady partnerships) than we allow for.
Secondly, many possible changes in sexual behaviour are not included. Our model assumes
no change in sexual behaviour when being on ART and we do not assume any increased HIV-
testing rate for a sex partner to someone living with HIV. Individuals on PrEP are assumed to
stay on PrEP, except if they get diagnosed with HIV and are put on ART-treatment. Moreover,

individuals are assumed to belong to one of the sexual activity-groups during their whole life.
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Thirdly, the data is collected among a convenience sample of MSM visiting an HIV/STI-testing
clinic, thereby it is not representative of all MSM in Sweden. Fourthly, the model does not
consider imperfect PrEP adherence. However, in Supplementary material S4.4 we consider
different values of PrEP effectiveness. Finally, our model does not incorporate concurrent
steady partnerships. This is a common assumption for compartmental models,[8,15,30] and
inclusion would possibly strengthen the model. However, our model does consider casual sex

partners concurrent to steady partners.

In future work, risk compensation could be studied more thoroughly, e.g. changed behaviour
of individuals on PrEP. Other risk behaviours for HIV than sexual activity-degree could be
considered to define the risk-group offered PrEP, such as taking part in group sex, consistent
drug use, and transactional sex. Another possible extension is to stratify our model by age,
letting also activity-degree vary between the age groups to capture that certain age groups

could be more sexually active.

We conclude by stating the result emerged from the heterogeneous activity-degrees:
heterogeneity in sexual activity does increase the prevalence, however, it also makes targeted

interventions much more effective.
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FIGURE TITLES

Figure 1: (a) Estimated prevalence of HIV (y-axis) for the three mixing assumptions and
different mean time to ART-treatment (x-axis). The presented time to ART-treatment is for
high-active individuals, for low-actives it is a factor 2.35 higher. (b) The same estimated
prevalence as in (a), but now showing the prevalence separately and including the 95%
credibility interval for the three mixing assumptions. In one simulation, each partnership
parameter (estimated from data) was drawn from its distribution. With that set-up of drawn
parameters, we calculated the prevalence. This was repeated 1000 times to obtain the

credibility interval.

Figure 2: The effect of introducing PrEP to sexually high-actives. In (a) the x-axis shows
different PrEP coverage levels and the y-axis the corresponding HIV prevalence. The three
lines show: the HIV prevalence in the total population (black solid line), the HIV prevalence
among high-actives (lighter short-dashed line), and the HIV prevalence among low-actives
(darker long-dashed line). (b) depicts the effect of PrEP by looking at: (i) solely the reduction
of susceptibility and no increased testing rate; and (ii) solely the increased testing rate and no

reduced susceptibility.
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S1 Formulation of the model

S1.1 Pair-formation model

We consider a sexually active same-sex population where new individuals enter the sexually active popula-
tion according to an exponential distribution with rate un, and each individual leaves the sexually active
population at rate p. The size of the sexually active population will therefore fluctuate around the value n,
which is assumed to be large. Individuals enter the sexually active population without a steady partner. The
rate at which an individual who is single enters into a partnership is pFPy, where P is the fraction of single
individuals in the population. This means that the higher the fraction of single individuals, the higher the
pair-formation rate. Individuals can have at most one steady partner at a time and the separation rate for
each partnership is denoted o. Therefore, a partnership lasts for an exponential time with mean duration
1/(o +2p).

The partnership network is assumed to be stable, i.e. the proportion of singles remains at P, for all .
We can then express Py (and the proportion P; = 1 — Py of individuals with a partner) in terms of model
parameters [S1]:

p, = YO T2t o2 — (0 +2) (S1.1)

2p

The rate of sexual acts within a partnership is denoted A. Beside steady partners, individuals may have
casual sex partners during steady partnerships as well as during single periods; the rate at which this occurs
depends on the partnership status of the individual under consideration.

Up to this point, the pair-formation model described is the same as in [S2]. The first extension of the
model from [S2] is to allow for individuals to be either low-active or high-active with regards to the number
of casual sex partners. In our application, an individual is assumed to be sexually high-active if they have 15
or more sex partners per year. The fractions of sexually high-active and sexually low-active in the population
are denoted 7, and m, respectively (7, +m = 1).

Let ;! be the rate an individual with activity degree r € {I = low,h = high} and i € {0,1} steady
partners tries to find a casual sex partner with activity degree g € {I = low, h = high} and j € {0, 1} steady
partners. For this attempt to succeed the individual must actually meet an individual with activity degree
q and j steady partners, and therefore, the rate of actual casual sex is a:]q Pjmy. For example, a single who

is low-active has casual sex with another low-active single at rate o}, Pym;, and with a high-active individual
in a steady partnership at rate ot Py7y,.

S1.2 Model of infection

As explained in the main text, to model an infection on the network we use a so-called STR compartmental
model (for a survey on stochastic STR models see [S3]). Individuals can either be susceptible (.S), infectious
in the acute stage (A), infectious in the chronic stage (C), or on ART-treatment (7). The second extension
of the model in [S2] is to allow for these two infectious stages. Once an individual becomes aware of their
infection and starts ART-treatment they are interpreted as immune and can no longer transmit infection.
The average duration of the acute infection stage is 2.9 months (= 0.24 years) [S4]. Hence, an individual
goes from A to C at rate §, = 1/0.24 years™!.

Given an unprotected sexual contact (in our case anal intercourse) between an infectious and susceptible
individual, there is a probability of transmission depending on stage of infection: p4 when in the acute stage
and pc when in the chronic stage. Therefore, the transmission rate for an infectious individual in the acute
stage in a steady partnership with a susceptible individual is paA, and the transmission rate in a casual
sexual encounter is p Aa;‘? . Note that the probabilities p4 and pc of transmission are for the unprotected
case, in reality some of the intercourses are with condom. Condom use may also differ with steady and
casual sex partners.

The third extension to [S2] is that the time until diagnosis and the beginning of successful ART-treatment
may depend on the degree of sexual activity. A sexually high-active individual is put on ART-treatment at
rate v, and a sexually low-active at rate ;.

2
For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 30 of 63

yBuAdod Ag paloaloid 1senb Ag 20z ‘0T Mdy uo /wod* g uadolwq//:dny woij papeojumoq 0Z0Z Areniga- G Uo ZG8ee0-6T0Z-uadolwa/9eTT 0T st paysiignd 1sui :uado CINg


http://bmjopen.bmj.com/

Page 31 of 63

oNOYTULT D WN =

Table S1.1: Summary of model parameters. The partnership formation model parameters are given in
the first part of the table and the parameters connected to the epidemic in the second part.

BMJ Open

Partnership parameters

n
I3
p
o
A

Th
™

§

rq
i

average population size

rate of leaving the sexually active population
partnership formation rate

separation rate

rate of sex acts within a steady partnership
fraction of high-active individuals

fraction of low-active individuals

rate for high-actives to start taking PrEP

rate for a r-active individual with i steady partners
to try to have casual sex with a g-active with j steady
partners

Epidemic parameters

pa

bc

Yh
M
P
5(1

probability of infection in one unprotected anal in-
tercourse during the acute infectious stage

probability of infection in one unprotected anal in-
tercourse during the chronic infectious stage

ART-treatment rate for high-actives
ART-treatment rate for low-actives
ART-treatment rate for high-actives on PrEP

rate of going from acute infection stage to the chronic
stage

The fourth and main extension is to introduce the possibility for a high-active to take PrEP which
dramatically decreases the probability of getting infected with HIV. The rate a high-active initiate PrEP is
denoted &, and in our model the use of PrEP reduces the per-act probability of infection by 86% [S5]. A
high-active on PrEP is tested and, if HIV-positive, put on ART-treatment at a rate yp = 1/0.24 years™!.

To summarise, the model is captured by 30 parameters (20 free parameters): n, u, p, o, A, pa, Pc, da,
&; the fraction high-actives 7 and the fraction and low-actives m; = 1 — 7y; the 16 parameters a:;-] (8 free),
where r,q¢ € {I,h} and i,j € {0,1}; and the three yp, 7, and ~;, where v, = 2.349y; as described later
in Section We provide an overview of the notation in Table and an illustration of the model in
Figure [S1.1] Note that, we could instead allow for low-actives, instead of high-actives, to be offered PrEP.
This possibility will be briefly explored to be compared to the effect of targeting HIV high-risk individuals

for a PrEP intervention programme.
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Figure S1.1: Representation of possible states a low-active (a) and a high-active (b) can be in. Individuals
enter the MSM population as singles into the S compartment. High-actives move to Sp,.gp at a rate &
whereas low-actives can never start to use PrEP. Susceptible individuals who acquire infection move to the
A compartment (acute infection). Individuals in the A compartment can move to the C' (chronic infection)
at rate o, or to the T (ART-treatment) compartment. The rate an individual moves to the T compartment
is vp for a high-active on PrEP, ~,, for a high-active not on PrEP, and ~; for a low-active. Individuals in the
T compartment stays there until they leave the sexually active population. The rate of leaving the sexually
active population is denoted pu.
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S2 Rate of new casual sex partners

From our egocentric data on the sexual behaviour, we can determine if a participant is low-active or high-
active and if he was single or in a steady partnership while having casual sex. It is therefore possible to obtain
an estimate of the rate that an r—active individual with ¢ steady partners finds new casual sex partners, let
us denote this by of’, where r € {h = high,l =low} and ¢ € {0,1}. These rates (a}’) can be used to express
the different o} for different mixing assumptions.

Before we give the equations of the observable ] in terms of the sought aw, we will present some
symmetry arguments which reduces the number of free parameters. To begin with, we have 16 different
parameters airj{l_ For symmetry reasons, when disregarding the activity degrees, the total rate in the pop-
ulation at which singles have casual sex with individuals in a partnership needs to equal the rate at which
individuals in partnership have casual sex with singles. Assume that we have a population of size n = ng+ny,
where ng = nP, is the number of individuals without a steady partner and n; = nPj; is the number with a
steady partner. A similar consistency criterion as for the rate of casual contacts disregarding heterogeneity
in activity degree must also hold for the model with two activity degrees: the rate low-active singles (nom
in the population) have casual sex with high-active singles must equal the rate high-active singles (ngmy, in
the population) have casual sex with low-active singles, i.e.

lh hl
nom gy Pomn = nomrogy o,

which simplifies to

ih hl
Qpp = Qpp-
Consistency hence require that
lh hl lh hi lh hl

Qpp = 011, &9 = Qpp, &gy = Qg

and

1 1 hh _ _hh
Qig = Qpp, Qg = Qs

or in one equation:

ol = af]. (S2.1)
This reduces the number of free parameters to 10.

Let us now express the rate that an r—active individual with i steady partners finds new casual sex
partners, o, in terms of a J

h-
Q.

I
Qg =

alb Py + ol 7+ (ahh Py + ol P )7y,
aOOPo + O£01P1)7Th
Ozlgpo + a P1)7Th

OélOPQ + Oé P1)7Th.

P)
aOOPO + C¥01P ))7'(1 (822)
P)

=( +
( +
0/1’ (aléPo + a T+
( +

all v

(
(
(
ally Py + ol (

This system of equations can later together with a proportionate mixing or complete assortativity assumption
be solved, the solutions can be found in Section and section respectively.

For the case of an assortativity between the proportionate mixing and complete assortativity, we need
further information than the o] provides. With the help of a proxy question on participants’ partners sexual
behaviour (explained in Section , we can additionally estimate more detailed rates than «f : the rate

5
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that an r—active individual with ¢ steady partners finds new casual sex partners that are g—active, o, 7. The
following hold for these rates

aph = (afg Po + g Pr)m
agh = (agyPo + agi Pr)m
ay = (afyPo + afl Pr)m,
af. = (o Po + afy Pr)m
ot = (4§ Py + o Pr)my,
ot = (alfPo + afi Pr)m
ol = (afly Py + i Pr)m,
ol = (dyPy + ol Pr)my.

(52.3)

This gives us 8 equations with 10 unknowns. The data does not provide information on whether a casual
sex partner is single or in a steady partnership. Therefore, we need to make further assumptions concerning
the relation (ratio) between the rate of finding a casual sex partner that are single and the rate of finding a
casual sex partner that are in a steady partnership. Let us consider one high-active individual, we assume
that the rate of casual contact with a high-active in a partnership compared to the rate with a high-active
single, is the same regardless if the considered individual is in a partnership or not, i.e.

hh hh

Qoo _ Qg (S2.4)
alh = ghh” :
01 11

and similarly, for a low-active individual (finding another low-active)
1 u

200 _ 2o, (S2.5)

Qo1 A1
However, it turns out that the two equations are linearly dependent, we therefore need one more equation to
be able to solve the system of equations . We make the same kind of assumption but for the case when
a high-active meets a low-active: for a high-active individual, the rate of casual contact with a low-active in
a partnership compared to the rate with a low-active being single is the same regardless if the high-active
individual is in a partnership or not

hl hl

Qoo _ Ao (S2.6)
nl . Rl :
Qo1 any
. . . Oélh alh
which further implies that =% = =2,
Qo1 a1y

From the consistency criteria given in Equation (S2.1]), Equation (S2.4)-(S2.6) the system of Equations
(S2.3)) can therefore be solved. Let D, = mg(ad Py + af P1), then we can express the rate for a g—active

to try to find a r-active as:

al"al?
afl = =2 (52.7)
J Dyr
Note that, by consistency
Dy = ﬁh(ag,lpo + Ollll,lpl) = TZ((X%)I:LPQ + Oélli,lpl) = Dy, (828)

To conclude, the consistency criteria given in Equation (S2.1)), that Dy, = Dy, together with the as-
sumption given in Equation (S2.4)-(S2.6) implies that we can write aff as a product:

qr _  qr, rq
aij = w;, wj R (829)
where
qr
al
wl = —=
Dy,
6
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S2.1 Proportionate Mixing with respect to activity degree

Proportionate mixing with respect to activity degree means that an individual has no preference regarding
which type, high or low-active, it has casual sex with. An individual chooses at random of the potential casual
sex attempts in the population. The fraction of potential high-active and low-active casual sex partners will
not only depend on the sizes of the two groups, but also the rates at which they try to find new casual sex
partners. If the sizes of the groups would be equal, someone trying to find a new casual sex partner would by
chance meet a high-active more often since the high-active try to find a new casual sex partner more often
than the low-active. Proportionate mixing then implies that the rate a low-active single has casual sex with
a high-active single will be

Oég_'Poﬂh

Ih I
agoPomh = ag. X

00 0Th 0- ; . : .
Oéé_Poﬂ'l + ozg_ Pymy, + aﬁ.le + Oé?_ Pymy,
i.e. the rate a low-active single has casual sex, times the proportion of all casual sex partners that are from
high-active singles. In terms of o we have that

”
qr _ Q- Q5.
ij = Qo X T h- I -
oy Pom + of Pomry, + o Pymy + o Prmy,

The expressmn for a7 can also be found by using that proportionate mixing implies that w!* = w!! and

w
with = wh! By dropping the second superscript and simply write w! and w’, yields that

T
all = w!

ij w.

]

This together with the system of equations (S2.2)) gives the above solution for a;.

S2.2 Complete assortativity

Complete assortativity in whom you choose to have casual sex with regarding activity-degree implies that
no casual sex occurs between high and low active: o = 0. With Equation 1) the system of Equations

ij
in can be written as

ag = (afs Po + agy Pr)m al = w(’{h( hh Py + w{LhPl)wh
O‘S (%OPO + ao1P1)7Tl @ afj, = wo (wo Py + i P)m
O‘? ( (élp0+allpl)7rh 04}11..: Wy ( ghp(]‘FW{LhPl)ﬂ'h
af. = (ol Py + ol Pr)m ol = Wi (Wl Py + Wl Py)m
with the solution
w'f"l" a:

\/CYE:P()’JTT + a{jPﬂrT

For example, the rate a high-active single finds new casual sex partners that also are high-active, but in a
partnership, becomes

h- h-
at. Pymy, . at Py
a(’;{leh = wghw{‘hleh = ozg X o L " = ag. X L -
ag. Pory, + o Pimy, of Py + of Py
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S2.3 Mixing determined by the proxy question

To obtain the different a?jr for the case of an assortativity between the proportionate mixing case and
complete assortativity, we use the 8 different " estimated from data via the proxy question (see Table

S3.2) and Equation [S2.9[to get the 16 o', i.e.
a 8 i

S3 Data and parameter estimates

We will here describe the data gathering, calibration of the model and the parameter estimates obtained
from the STI-clinic.

S3.1 Data description

The data used in this study was gathered at a gay-friendly STI-testing clinic in Stockholm, Sweden. Collec-
tion of data took place between February 2 and December 15, 2015. Participants first reported demographic
information and the total number of sex partners during the last 12 months, then the participants were asked
to fill in an app-based timeline follow-back (TLFB) questionnaire.

In the TLFB questionnaire participants were asked to mark up to 10 of their most recent sex partners
on a 12-month timeline. Participants did themselves label their partners into one of four partnership types:
1) casual unknown sex partner, 2) casual known sex partner, 3) regular sex partner (regular sex partner
but not a ’love’ relationship), and 4) main sex partner (a loving relationship, e.g. boyfriend/husband). For
casual sex partners, a partner was represented by a single point on the interactive timeline, and a steady sex
partner was represented by marking the start and end date of the relationship. For each sex partner on the
timeline the participants could report: the partnership type 1) to 4); age of partner; frequency of each sex
type (oral/anal; receptive/insertive); frequency of condom use; if the sex took place in Sweden or abroad;
drug use and transactions in connection to sex with each partner; and if the participant believed the sex
partner had other sex partners concurrently. This last question on concurrency is by us here referred to as
the proxy question (for activity-degree assortativity).

In total 403 participants completed the TLFB questionnaire, giving detailed information on 2112 different
sex partners. However, for a participant to be included in this study the total number of sex partners and
the proxy question need to be answered, as explained in the main manuscript, yielding the data-set of this
study consisting of 368 participants and 1903 partners.

S3.2 Scaling of the rate of finding a new casual sex partner

Participants reported their total number of sex partners during a year. The maximum number of sex partners
of a participant was 250. When dividing the population into a category of high-active (> 15 sex partners
a year) and one category low-active (< 15 sex partners a year), 124 (33.7%) participants are defined as
high-active and 244 (66.3%) are defined as low-active. The mean number of sex partners of high-actives is
33.21 (median 25, sd 32), and the mean number of low-actives is 5.96 (median 5, sd 3.2). The assumption
that only the number of casual sex partners is affected by activity-degree is supported by our data: the mean
number of steady partners for high-actives and low-actives is 1.37 and 1.39 respectively.

Additionally, the participants gave detailed information on their (up to) 10 most recent of these sex
partners. Participants reported what type of partner these 10 most recent sex partners were, either casual
or steady, and the timings of these partners on a timeline. As mentioned, a casual sex partner was reported
as a cross on the timeline representing the date of sex and a steady sex partner was given by the start date
and end date of the relationship. This timeline data is used to estimate, for example, the time until a new
casual sex partner. However, the timeline data only considers data on up to 10 casual sex partners, when
we in fact know that many participants have more than this. We therefore need to scale the rates of finding
a new casual sex partner according to the total number of partners reported by the participants.

8
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Figure S3.1: Distribution of steady sex partners of high-actives and low-actives, respectively.

The distribution of the number of steady sex partners of high-actives and low-actives are shown in Figure
as seen the distributions are similar. The mean number of steady sex partners per year of a high-active
is 1.37 (sd 1.38), from which we estimate that the mean number of casual sex partners is puj, = 31.84 (total
number - number of steady). The mean number of steady sex partners of a low-active is 1.39 (sd 1.15) and
the mean number of casual sex partners is therefore p; = 4.57. We use up, and p; to scale the rates of finding
casual sex partners, since the detailed data from where timings of casual sex partners was given only include
(up to) the 10 most recent sexual partners. In the detailed data, the mean number of casual sex partners is
5.35 for high-active individuals and 3.12 for low-active individuals. Hence the scaling factor will be u/5.35
for high-active individuals and p;/3.12 for low-active individuals.

Finally, participants reported to have (a mean value of) 1.4 sex acts with each casual sex partner.

S3.3 Time since last HI'V-test

In Table the time since the last HIV-test are shown, indicating that sexually high-active participants
test themselves more often than sexually low-active participants. The rate to successful ART-treatment is
denoted 7y and ~; for high-actives and low-actives, respectively. Calculating ML-estimates of the time since
the last HIV-test, assuming an exponential distribution, we find that the testing rate of a high-active is 2.349
higher than the testing rate of a low-active. We will further assume that the same relationship holds for the
time to successful ART-treatment, i.e. the rate of initiating successful ART-treatment for an infected high-
active is 2.349 times higher than the rate of initiating ART-treatment for an infected low-active. Therefore,
we fix 7, = 2.3497; such that we only need to vary one of the parameters.

S3.4 Distribution of parameters

The time durations in the model, such as the time until finding a new steady sex partner, are assumed to be
exponential and are hence specified by their rates. With this assumption we calculate a point estimate and
its standard error. In general, if we are looking at something occurring at an exponential rate, o say, then

9
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Table S3.1: Time since last HIV-test separated by degree of activity.

High (%) Low (%) by
< 6 mths ago 85 (68.5) | 121 (49.6) | 206
6 to 12 mths ago 20 (16.1) 54 (22.1) | T4
1 to 5 yrs ago 9 (7.3) 35 (14.3) | 44
> 5 yrs ago 0 (0) 11 (4.5) 11
No answer 10 (8.1) 14 (5.7) 24
Do not remember 0 (0) 2 (0.1) 2
> 124 (100) | 244 (100) | 368

the number of events N occurring during a time interval of length ¢ is Poisson distributed with parameter
at (N ~ Poisson(at)). Observing n events during a time ¢ leads to the ML-estimate & = n/t. The variance
of the estimate equal Var (&) = Var (N/t) = Var(N)/t> = «/t, which leads to a standard error of the
estimate of \/a/t.

For example, in calculating the estimate of the rate for a high-active in a steady partnership to find a
high-active casual sex partner, we do as follows: find the total time high-active individuals are in a steady
partnership (T}'), then find the number of casual sex partners that occur during that time that is with
someone that also is high-active (N") and multiply it with the scaling factor from Section (NP x e,

5.35
The point estimate is given by &t = (NJ" x £} /T{ and its standard error by s.e.(a}") = \/a" /T}.

For the number of occurrences of anal intercourses (Als) in a steady partnership, the participants reported
the number of acts during a 1-month period. Let m be the number of steady partners among all participants

and let a; denote the number of occurrences of Al with partner ¢ = 1,...,m. The estimated rate of Al, in
units of months, is
A= 2%1 @i _ D i i
Yol m
and the standard error is
“ A
s.e(N) = pg

In the data for casual sex partuners, it is recorded if a condom was used (1) or not used (0) during
receptive anal intercourse (RAI) and during insertive anal intercourse (IAI). To estimate the condom use
in casual contacts we use a Bernoulli assumption and calculate the mean condom use during RAI and IAI,
respectively. With a Bernoulli assumption we mean that, in each new casual sex act a condom is used with
a probability, p. say, independently of previous sex acts. Then the estimate p. is given by the mean number
times a condom was used. The standard error is given by

se(pe) = 2]
n

where n here is the number of observations, i.e. the number of casual sex partners where a binary response
on condom use was given.

For condom use with a steady sex partner, participants could choose from a five-degree scale on how often
a condom was used during RAI and during IAT: always (100%), often (75%), half of the times (50%), seldom
(25%), and never (0%). Here, the participants did themselves, in a sense, give the mean number of times
they used condom with a partner. Assume the data consist of m such steady partners with corresponding
responses (Y1, --.,Ym). The estimated condom use in steady partnerships, ps, is then the mean of the m
reported values on the five-degree scale, and the distribution of ps is approximated by the normal distribution

m

1
bs = — Z;yz- ~ N(ps, 7 /m).
=
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Table S3.2: Estimates of partnership and epidemic parameters.

Partnership parameters from data
Parameter Estimate S.E. Definition

o+2u | 1.344/year 0.070  Rate of ending steady partnership
pPo | 2.389/year 0.164 Rate of acquiring new steady partner
A* | 29.793/year 0.837 Rate of sex acts (Al) within steady partnership

ak. | 34.169/year 0.722
ah | 29.227/year  0.707
ab. | 5.490/year  0.221
&l | 3.729/year  0.168

aph | 25.809/year 0.628
apl | 8.360/year  0.357
ahh | 23.728/year  0.637
all | 5.499/year  0.307
afr | 3.338/year  0.172
all | 2.152/year  0.138
&t | 2.682/year  0.143
&t | 1.046/year  0.089

g4l | 51.9% 2.4%  Condom use steady partner RAI
g7 | 56.2% 2.3%  Condom use steady partner TAI
%RAIs | 49% - Percentage of steady RAI and IAI acts that are RAI
gl | 62.8% 2.5%  Condom use casual partner RAI
AT | 63.1% 2.6%  Condom use casual partner TAI
%RAI. | 52% - Percentage of casual RAI and IAI partners that are RAI

Note Al: anal intercourse; RAI: receptive anal intercourse; TAI: insertive anal intercourse

Where p; is the true expected value of the condom use in steady partnerships and 7 is the standard deviation
of the condom use. The estimate of 72 is ﬁ S (yi — ps)?. The standard error of the estimated condom
use with steady sex partners is then given by

LS (4 — H.)2
S.e.(f)s) = %/\/E — \/m—l Zz::n(yz ps) .

With the estimated condom use during RATI and during TAI, we calculated the overall mean condom use
by taking the weighted average of these two estimates. See Table for condom use estimates and the
proportion (weights) of sex acts that are RAT and IAI from these values we can calculate the overall condom
use for steady partners

qs = (" X BRAI, + ¢! M x %I AL, = 0.519 - 0.49 + 0.562 - 0.51 = 0.541,
and for casual sex partners

ge = ¢FM X BRAI. + ¢! M x BIAI, = 0.628 - 0.52 + 0.631 - 0.48 = 0.629.
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S3.5 Proxy of partners’ activity degree

For the 10 most recent sex partners the participants responded to detailed questions. One of the detailed
questions was what we referred to as the proxy question: 'Do you think that your sex partner had other sex
partners than you during the same time frame that he/she met you?’, with the possible answers

1. T know this person had sex with others
2. I think this person had sex with others
3. No, this person only had sex with me
4. T don’t know

The percentages of the answers to the proxy question are given in Table

Table S3.3: Distribution of proxy variable on partners’ activity degree. One of the questions
participants answered concerning their 10 most recent sex partners was whether they believed their partners
had other concurrent sex partners. We use this as a proxy for partners activity-degree, as shown in the
fourth and last column. With the help of a consistency criterion, Equation , we assigned the partners
of answer 4 as low-active.

Answer Of all partners | Of all casual part- | Proxy for part-
(n = 1903) ners (n = 1424) ner being

1. Yes 33.58% 32.65% High-active

2. Think so 33.63% 38.76% High-active

3. No 9.98% 3.30% Low-active

4. Don’t know | 22.81% 25.28% Low-active

If a participant answered either 1 or 2 for a partner, we will take this as a proxy for that the partner is
high-active. If a participant answered 3, we will use this as a proxy for that the partner is low-active. We
now need to decide what to do with the 25% of the partners that participants labelled as No. 4 on the proxy
question, the partners that participants did not know whether they had other sex partners.

In the total population, consistency requires that the the number of casual sex acts high-actives have with
low-actives needs to equal the number of casual sex acts low-actives have with high-actives. This criterion
can be written, in terms of rates, as (Equation (52.8))

Dy = Dyy,.

With this consistency we get help in determining how to assign the partners labelled as No. 4 on the proxy
question. If we simply remove these partners entirely, the left-hand side of Equation becomes 0.18 and
the right-hand side 1.93, very far from each other. Hence, to remove the partners of which the participants
do not know (No. 4) yields a too big inconsistency. If we instead assign all these partners as low-active,
we get that the left-hand side of Equation becomes 2.19 the right-hand side 1.93. This suggests that
many of the partners participants labelled as No. 4 should be categorised as low-active.

In Table we show (for the two choices of actions of answer No. 4 7T don’t know” ), the proportion of
high-active individuals’ casual sex partners that will be with low-actives and with high-actives, respectively;
and the proportion of low-active individuals’ casual sex partners that will be with low-actives and with
high-actives, respectively. For example, if we assign all partners that participants labelled as No. 4 on the
proxy question as low-active, we find that 34.3% of low-active individuals’ casual sex partners will be with
low-actives, and 65.7% will be with high-actives.
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Table S3.4: Consequence of the two assignments of the partners of which participants do not
know if the partner did have other partners. The column named Removed means that the partners
of participants of which we do not know (answer 4 on the proxy question) were removed, and the column
As low-active means we assigned those partners as low-active. First, for the two assignments, we show the
proportion of low-active and high-active partners of participants who are low-active, then the same kind of
proportion but for participants who are high-active. Then we show the values of the right-hand side (Dyy,)
and left-hand side Dy, of the consistency criterion Equation

Action on ”Don’t know”
Proportion | Removed As low-active
low-low 0.067 0.343
low-high 0.933 0.657
high-low 0.021 0.220
high-high 0.979 0.780
Consistency
Dy, 1.9345 1.9345
Dy, 0.1825 2.19

S3.6 Final estimates of the rates of acquiring new casual sex partners

We will now show the final estimates of the rates of finding new casual sex partners, using the three different
mixing assumptions with respect to activity degree.

We found that the estimates for ozg; that utilises the proxy question could be written as Equation

qr _rq qr rq

0l — irre — Y% i %
17 7 1 - > qr qr )
J J l)qr ﬂd((yo.}%)ﬁ‘(ll.fﬁ)

where consistency requires that Dy; = Dy, (Equation ) needs to be fulfilled. Utilising Table
we found that assigning all partners that participants answered "I don’t know” (answer No. 4) as low-
active on the proxy question yielded a value of 2.19 for the left-hand side and a value of 1.93 of the right-
hand side of Equation 7 i.e. similar but not equal. We choose to work with the left-hand side,
setting Dy; = Dy, = 2.19 when estimating the different ag; , which can be seen in Table To make
the comparison between the different mixing assumptions, we also use that Dp; = D, = 2.19 for all
mixing assumptions. In Table [S3.5] we show the estimates for proportionate and complete mixing under the
assumption that Dy; = Dy, where the values in parenthesis are the ones not requiring that Dy; = Dyy,.

To quantify the degree of assortativity (with respect to activity degree) as a value 6 between 0 and 1,
where § = 0 means proportionate mixing and 8 = 1 means complete assortativity, we write

adory = (1= 0)at +0ad.

Where o} is the rate, disregarding partnership status, a g-active tries to find an r-active under proportionate
mixing and o under complete assortativity. These o, af, and af can be found by calculating the

proxy?
following quantity where 043; , 1,7 € 0,1 is taken from the corresponding mixing assumption,

qr __ qr p2 qr qr qr p2
oy = a1 P + (g + afg) PoPr + agy -

Where P, is the proportion of the population without a steady sex partner and P; the proportion with a
steady sex partner. As examples, using table and the estimated value for Py = 0.36 and P, = 0.64, we
get

bl = 62.20 - P? + (72.44 + 72.44) Py P, + 84.10 - P¢ = 69.8,
afl = 80.13 - P? + (93.02 + 93.02) Py P, + 108.00 - P? = 89.7,
alh = 68.26- P} + (74.25 4 74.25) Py P, + 80.76 - PZ = 72.6.

proxy
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Table S3.5: Estimates of rate parameters of finding new casual sex partner (years). For the two
extreme cases, proportionate mixing and complete assortativity, we give in parenthesis the casual sex rate

~qT ~ATq

estimates not requiring that Dp; = Dj;,. Note that &j; = &3 and is therefore not explicitly presented.

Parameter | Proxy Prop Complete
akh | 68.26  62.20 (64.03)  80.13 (81.76)
ARt | 6.70 815 (8.17) -

Alh | 6.70 815 (8.17) -

At 114 1.06 (1.04) 4.81 (4.81)
ahlh | 74.25  72.44 (74.85)  93.02 (95.58)
ahl 1 834  11.99 (12.03) -

alh | 10.19  9.46 (9.55) -

ally | 235 1.57 (1.53) 7.08 (7.08)
ahlh | 80.76  84.10 (87.52) 108.00 (111.75)
apb 1 12.69  13.92 (14.06) -

&l | 12.69  13.92 (14.06) -

aly | 4.83  2.30 (2.26) 10.42 (10.42)

The value of § that corresponds to these values is 0.141. Doing the same kind of calculations but for o!

and o' yields the same 6.

h

Note that, there could exist disassortative with respect to activity-degree, however, we disregard from

this since it seems unlikely in our application.
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S4 Additional results

We will in this Section go through some additional results mentioned in the main manuscript.

S4.1 Not distinguishing individuals according to activity degree

Here we examine what happens if we do not divide the population according to active-degree but assume
that everyone behaves in the same way regarding the number of casual sex partners and regarding the rate
to ART-treatment. For the case when no one yet is on PrEP, we find that Ry = 1 when the mean time to
successful ART-treatment is 3.28 years. A prevalence of 5% is obtained for a mean time to ART-treatment
of 3.57 years. In Figure we show the effect of introducing PrEP in this model without high-actives
and low-actives. We see that the PrEP coverage in such a population would need to exceed 5% to reach a
prevalence close to 0 (in contrast to 3.5% as in the model where we have two activity degrees).

[T9)
O_,
o
<
O_,
o
)
o 3
i‘,.C)
g
N
Q2 o
n o
-
O‘—
o
o
O_,
o

T T T T T I
0% 1% 2% 3% 4% 5%

Percentage of population on PrEP

Figure S4.1: Effect of introducing PrEP in a population that is not separated according to activity degree,
but where everyone is assumed to behave the same with regards of finding new casual sex partners.

S4.2 Not including the different infectious stages acute and chronic

In Figure 2b) in the main text, we saw that the reduction in susceptibility due to PrEP had a larger effect
in reducing the prevalence than the increased testing rate of those on PrEP. The transmission probability of
HIV is much higher in the acute infectious phase, the first 3 months following infection, than in the chronic
phase. The reason for the lesser effect of an increased testing rate could be that it misses a large proportion
of the acute stage.

To help verify that this is the case, we modified the model to not make a distinction between the acute
and chronic stage; to only include one transmission probability during the whole infectious lifetime of an
infected individual. We calibrate this transmission probability so that when no one is on PrEP, and the
mean time to successful ART-treatment is 1.77 years for high-actives, the prevalence is equal to 5%. This is
done to match the set-up of the analysis in Figure 2b). The transmission probability is then 0.0208 for the
whole infectious time, instead of 0.1301 for the acute stage and 0.0098 for the chronic stage.

In Figure[S4:2)it is seen that when only one infectious stage is included, the increased testing and diagnosis
rate has as equally big impact on the reduction of the prevalence as the reduced susceptibility of PrEP. This
implies that the lesser effect of the increased testing rate, that we found in Figure 2b) in the main manuscript,
can be assigned to it missing the 3 month long acute stage. Because, when we in this analysis distributed
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the increased transmission probability of the acute stage over an infected individual’s lifetime, an increased
testing rate got a bigger effect in reducing the prevalence than when we separated the infectious stages.

8 - — Baseline
o
o. Only protective
7 effect of PrEP
Only increased
o 8 !
o 9 testing rate
c o
o)
g |
g
o o
Q —
o
o
O_ -
o

T T T T T T T I
0% 05% 1% 15% 2% 25% 3% 3.5%

Percentage of population on PrEP

Figure S4.2: Same set up as corresponding figure in main text, Figure 2b), but with no distinction between
the acute and chronic stage but only one infectious stage with one transmission probability.

S4.3 Range of 95% CRI

In Figure 1b) in the main manuscript we show the 95% credibility intervals of the estimated prevalence for all
three mixing assumptions. This was done for different mean times to ART-treatment to obtain the credibility
bands as in Figure Since it can be somewhat hard to compare the widths of said intervals in Figure 1b)
and Figure we additionally calculated the range of each credibility intervals and show the boxplot of
these values in Figure From Figure it is seen that using the complete assortativity assumption
regarding activity-degree has most narrow 95% credibility intervals. Moreover, the fitted assortativity has
more narrow credibility intervals than the proportionate mixing assumption.

S4.4 Effect of different PrEP effectiveness in reducing susceptibility

In the introduction of the main manuscript we gave the estimated reduction of susceptibility of PrEP: 86%
with a 95% confidence interval of 40 - 98% [S5]. To investigate the effect of this variability, we analysed the
effect of introducing PrEP among high-active individuals with a 40% PrEP effectiveness, and then with a
98% PrEP effectiveness. The results can be seen in Figure We see that, using the much less effective
value of 40% instead of 86%, to reach an endemic prevalence close to 0 increases the needed PrEP coverage
from 3.5% of the population (10.4% of all high-actives) to 4.4% of the population (13.1% of all high-actives).

S4.5 Effect of giving PrEP to low-actives instead of high-actives

In our analysis we mainly focus on the effect of high-active individuals accepting PrEP. If we instead want to
determine the effect of targeting low-actives for PrEP, we could just reverse which activity-group is allowed
to start taking PrEP. Here, we also show the results for when only low-actives are offered PrEP. As we
can see from Figure a much higher coverage (35%) is needed to reach the same long-term prevalence
reduction compared to if high-actives were offered PrEP (3.5%) (Figure 2a in the main manuscript).
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33 Figure S4.3: The width of the estimated 95% credibility intervals. (a) depicts the credibility bands from
34 which we calculated the range of the credibility intervals, summarised as boxplots in (b).
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56 Figure S4.4: Endemic prevalence for different PrEP coverages and effectiveness.
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Figure S4.5: Effect of giving PrEP to low-actives instead of high-actives.
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S4.6 PrEP coverage for alternative transmission probabilities

The transmission probabilities for unprotected receptive anal intercourse (URAI) during the acute and
chronic stage are taken from the literature [S6] (0.1835 and 0.0138, respectively). To get the transmission
probabilities during unprotected insertive anal intercourse (UIAI), we use an estimate of the relationship
between the transmission probability between URAT and UTAI The transmission probability for URAI is 2.39
times larger than the transmission probability for UTATI [S7]. Assuming equally many insertive as receptive
acts, the transmission probability during the acute stage was set to

pa = 0.1835 x 0.5 + 0.1835 x 0.5/2.39 = 0.1301,
and during the chronic stage
pc = 0.0138 x 0.5 4 0.0138 x 0.5/2.39 = 0.0098.

We now want to study how robust our conclusion concerning PrEP coverage, to achieve an endemic
prevalence close to 0%, is. We do this by altering the two transmission probabilities by setting them to
50% — 150% of their estimated values. For example: with 50% of the transmission probabilities, we have
that pa = 0.0651 and pc = 0.0049; with 150% of the transmission probabilities, we have that p4 = 0.1952 and
po = 0.0147. With given transmission probabilities p4 and pc, we find the mean time to ART-treatment
corresponding to a prevalence of 5%. With the different set-ups generating a prevalence of 5%, PrEP is
introduced to high-active individuals. In Table we show the different set-ups and the PrEP coverage
needed to get an endemic prevalence close to 0. Additionally, we alter the two transmission probabilities one
at a time in Table [S4:2) and Table [S4.3] In Table [S4.2] we vary pa but let po stay fixed at 0.0098. In Table
[S4.3] we vary pc but let pa stay fixed at 0.1301. We conclude by noting that the results are almost invariant
to which set-up is used.

Table S4.1: Robustness of the PrEP coverage to obtain a long-term prevalence close to O:
alteration of p4 and pc. Assuming no one is on PrEP, we first find other combinations than the one used
in the main manuscript of the transmission probabilities and mean time to ART-treatment that generates
a prevalence of 5%. With these different scenarios that generates a prevalence of 5%, we then study the
needed PrEP coverage to obtain a long-term prevalence close to 0.

% of transmission probabilities p, = 0.1301 and pc = 0.0098
50% 60% 70% 80% 90% 100% 110% 120% 130% 140% 150%

Time to ART-

5.38 4.10 3.23 2.60 2.13 1.77 1.48 1.25 1.07 0.92 0.80
treatment

PrEP coverage for

3.42% 3.43% 3.44% 3.47% 3.49% 3.52% 3.55% 3.58% 3.61% 3.65% 3.68%
0 prevalence

Table S4.2: Robustness of the PrEP coverage to obtain a long-term prevalence close to O:
alteration of p4. Same procedure as in Table[S4.1] but only the transmission probability in the acute stage
is altered. The transmission probability in the chronic stage is remained fixed at pc = 0.0098.

% of transmission probabilities p4 = 0.1301.
50% 60% 70% 80% 90% 100% 110% 120% 130% 140% 150%

Time to ART-

treatment

2.76 2.55 2.35 2.15 1.96 1.77 1.59 1.42 1.26 1.12 0.98

PrEP coverage for

3.44% 3.45% 3.46% 3.48% 3.50% 3.52% 3.55% 3.58% 3.61% 3.64% 3.67%
0 prevalence
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Table S4.3: Robustness of the PrEP coverage to obtain a long-term prevalence close to O:
alteration of pc. Same procedure as in Table but only the transmission probability in the chronic
stage is altered. The transmission probability in the acute stage is remained fixed at p4 = 0.1301.

% of transmission probabilities pc = 0.0098.
50% 60% 70% 80% 90% 100% 110% 120% 130% 140% 150%

Time to ART-

3.14 2.68 2.36 2.11 1.92 1.77 1.64 1.54 1.45 1.37 1.30
treatment

PrEP coverage for
0 prevalence

3.5% 3.5% 351% 3.51% 3.52% 3.52% 3.53% 3.53% 3.53% 3.54% 3.54%

S4.7 Short-term effect of different PrEP strategies

In our model, we assume that a sexually high-active start using PrEP at rate £&. We then determine the
lowest possible rate £ that yields an equilibrium prevalence of 0% and calculate which PrEP coverage this
corresponds to. The lowest PrEP coverage that eventually results in a 0% HIV prevalence is 3.5% of the
population. This ’eventually’ could be a very long time in the future. If no new HIV cases would occur,
it would still take many years before the prevalence reaches 0%; the HIV prevalence would not reach 0%
until the last person with HIV dies. However, HIV will effectively disappear when no new infections occur.
Remember that, in our model we assume that diagnosis and the beginning of ART-treatment is the same
as being uninfectious, and consequently, only individuals with undiagnosed HIV can transmit the infection.
Hence, we will here study not only the prevalence but also the percentage undiagnosed HIV cases for different
PrEP initiation rates, €.

In what follows, we will look at different rates &, where all rates result in an HIV prevalence of 0% in
the equilibrium steady state. The lowest £ we look at will therefore corresponds to an equilibrium PrEP
coverage of 3.5% of the population (= 10% of high-actives). As a starting point, before any high-active
accepts PrEP, the prevalence is set to 5% and the percentage undiagnosed HIV cases to 0.21% (the model
with £ = 0 calibrated to data). In the left panel of Figure we show the HIV prevalence (%) at different
PrEP initiation rates, £, for 50 years after the beginning of a PrEP implementation programme. In the
middle panel of Figure we show the percentage of individuals that are infectious and undiagnosed. In
the right panel of we show the corresponding percentages of the population that are on PrEP for 50
years after the beginning of the PrEP programme. For the lowest rate £ that results in an equilibrium HIV
prevalence of 0%, we see that after 50 years the PrEP coverage has only had time to reach 2%, but the
percentage undiagnosed has more than halved, and the prevalence has dropped from 5% to almost 4%. This
can be compared to the scenario with a ¢ that results in an equilibrium PrEP coverage of 11%. Then the
PrEP coverage has reached a bit over 7% after 50 years, and the percentage undiagnosed HIV cases is only
1/20 of its value before the initiation of a PrEP programme (from 0.21% to 0.01%).

In Figure [S4.7 we study, in more detail, the effects of different PrEP scenarios 10 and 20 years after their
initiation. We look at both the prevalence and the percentage undiagnosed HIV cases. After 10 years, if the
PrEP coverage has reached 5% (15% of all high-actives), the percentage undiagnosed HIV cases is reduced
from 0.21% to 0.14%. Looking at 20 years after a PrEP programmes initiation and where the PrEP coverage
has reached 5%, the percentage undiagnosed HIV cases is reduced to the low level of 0.04%. If the PrEP
coverage on the other hand has reached almost all high-actives after 10 years, that is 30% of the population,
then the percentage undiagnosed HIV cases is reduced to 0.03%. The same percentage of coverage after
20 years yields a percentage of 0.004% infectious and undiagnosed HIV cases; that is, almost no new HIV
infections occur.

20
For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 48 of 63

yBuAdod Ag paloaloid 1senb Ag 20z ‘0T Mdy uo /wod* g uadolwq//:dny woij papeojumoq 0Z0Z Areniga- G Uo ZG8ee0-6T0Z-uadolwa/9eTT 0T st paysiignd 1sui :uado CINg


http://bmjopen.bmj.com/

Page 49 of 63

oNOYTULT D WN =

HIV prevalence (%)

5.0

35 4.0 4.5

3.0

HIV prevalence

BMJ Open

Undiagnosed HIV cases

PrEP coverage

Figure S4.6: Effect of different PrEP scenarios on the HIV prevalence and

undiagnosed).

Figure S4.7: Effect of different PrEP scenarios 10 and 20 years after their initiation.

30

Prevalence (%)

Prevalence (%)

n

N ©
S ©
g

o
°
o N+ —
80 o\o ©
5 @
L 4 =
g © g
E S < o
5 © <]
c o ©
g o o
9 i

[Te) o N H
.% 8_
Q2
£ o

Q o

T T o T T T T T T T
40 50 0 10 20 30 40 50 0 10

Years since beginning of PrEP implementation

Effect of different PrEP scenarios 10 years after their initiation

% g &4
2 o
oo}
< 7 § < 4
2 1 c/.
c’m
< S g
b T o
S5
R T 3
o g ©
< 7 a2 4
3 o
o | 2 S
gl O
(3}
5 - £ 5.
T T T T T T T © T T T T T T T
0 5 10 15 20 25 30 0 5 10 15 20 25 30

PrEP coverage after 10 years (%) PrEP coverage after 10 years (%)

Effect of different PrEP scenarios 20 years after their initiation

o —~
w7 E’\Clg_
o _| °
N 2 |4
2 - c c
2
<
< L <
< 2 o
=]
S s g
S o
o ©
< 7 [N
2 o
o | 2 o
0 3]
< | € 3.
@ 4 T T T T T T - ° T T T T T T T
0 5 10 15 20 25 30 0 5 10 15 20 25 30

PrEP coverage after 20 years (%) PrEP coverage after 20 years (%)

21

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Equilibrium
PrEP coverage
— 35%
— 5%
—_— %
9%
11%

new HIV cases (infectious and

yBuAdod Ag paloaloid 1senb Ag 20z ‘0T Mdy uo /wod* g uadolwq//:dny woij papeojumoq 0Z0Z Areniga- G Uo ZG8ee0-6T0Z-uadolwa/9eTT 0T st paysiignd 1sui :uado CINg


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

S5 Finding the endemic prevalence, a deterministic approxima-
tion

Both the basic reproduction number and the endemic level can be obtained by using a deterministic ap-
proximation of the stochastic model. Assuming that the population is large, it is then enough to consider
expected values of the fraction of individuals that are susceptible, infectious, or recovered to obtain these
quantities. In the following section, we explain how we construct the compartments and give the differential
equations governed by the possible transitions within the network model. To find the endemic (or equilib-
rium) prevalence one needs to find the non-trivial steady state of the system of differential equations. The
trivial solution is that everyone is susceptible.

In Figure[S1.1lwe showed the different infectious states an individual can be in; the four different infectious
states are susceptible S, acute infectious A, chronic infectious C, and treated (on ART-treatment) 7. We
further divide the population into different types, these types specify: if an individual is single or in a
partnership, if the individual is low-active or high-active in having casual sex partners, the infectious state
of the individual, and the partner’s infectious state. We will study the fraction of the population belonging
to each type, each individual will therefore contribute with 1/n to the type it belongs to.

The fraction of all individuals that are susceptible, single and r-active is denoted by Sj; the fraction of
all individuals that are single, r-active, and infectious in the acute stage is denoted by Ag; the fraction of
all individuals that are single, r-active, and infectious in the chronic stage is denoted by C{; and recovered
singles (on ART-treatment) that are r-active is denoted by T{.

Let X = {S,A,C,T} be the set of possible states not including PrEP, let Xp = {SP, AP, CP} be the
possible states when being on PrEP, and let D = {l, h} be the set of possible activity degrees with regards
to the casual contacts. Furthermore, let X{? denote the fraction of individuals that are r-active of type
X € X U Xp, with a g-active partner of type Y € X U Xp. Note that, this counts each individual in the
fraction X7, not each pair. E.g. Sg is the fraction of all individuals that are susceptible r-active and in a
partnership with a g-active susceptible. The reason for taking this individual-based perspective is that the
data is individual based. Moreover, the individual-based perspective makes it simpler to extend the model
by allowing for more than one steady partner at a time in future work.

Disregarding the use of PrEP, there are in total 8 different single types and 64 types of partnerships
(hence 72 equations). Some of these types’ fraction must by consistency be equal, namely

e the 4 equations X% = X? where X € X

e the 12 equations X" = S where X € {A4,C,T} and ¢,r € D,
e the 8 equations X4 = A" where X € {C,T} and ¢,7 € D,

e the 4 equations T2" = C}! where ¢,7 € D,

which reduces the number of equations to 44.

Including the use of PrEP for high-actives creates: 3 more single types (denoted SPY, AP, and CP});
48 partnership types between one participant on PrEP and one not on PrEP; and 9 partnership types where
both participants in the steady partnership are on PrEP. Hence, introducing PrEP increases the number of
types by 60; however, some of the PrEP types’ fraction must also by consistency be equal

e the 8 equations ng}) = SP)}?I where X € X and q € D,

e the 8 equations X%, = AP;q where X € X and g € D,

the 8 equations X&', = C P! where X € X and ¢ € D,

SPll = APL,

SPl, = CPIb,

APlh, = CPhb,
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Introducing PrEP increases the number of equations needed to be specified by 33, from 44 to 77.

There are some additional facts that will reduce the number of equations. Recall that the fraction without
a steady partner is denoted Py, the fraction with a steady partner is denoted P, and the fraction high-active
individuals and low-active individuals in the population are denoted 7, and m;, respectively. The following
two constrains concerning singles must hold:

mPy = Sh+ AL + CL + T,
TPy = St + SPl + Al + APY + Cl + CP} + T} (S5.1)

The following three constrains for individuals in steady partnerships must hold. (I) The fraction of the
population that is low-active in a steady partnership with a low-active is

TPy = 5§ + i + S& + SF
+ AL A% - AL AY
+ 08+l 4 ol
+ T8¢+ T + TE 4 T
P
XeXyex

That is, we sum over all possible states X € X, the first low-active individual in the relationship can have,
and over all possible states that Y € X, the second low-active individual in the relationship can have. (II)
The fraction of the population that is low-active in a steady partnership with a high-active is

mmnPL = S+ 5% + S¢& + 97 + S¢p + SU'p + S¢ip
+ A + A+ AL+ AP+ Al + Al + Al
+ 08+ Cf + CZ + CF' + Cdp + Clfp + Clip
+ T +TH + T8 + T + T8 + Thp + Top
-y (x W)
XeX \Yexuxp

here we sum over all possible states X € X, the first low-active individual in the relationship can have, and
over all possible states that Y € X U Xp, the second high-active individual in the relationship can have.
The difference from the previous sum is that a high-active individual can be on PrEP. The fraction of the
population that is high-active in a steady partnership with a low-active (which is the same as fraction low
with high above) is

TP = Z (Z X{il>.

XeXUXp \Yex

(IIT) The fraction of the population that is high-active in a steady partnership with a high-active is

mPi= > ( > X{;h).

XeXuXp YeXxXuXp

This leads to that we can reduce the number of equations further, from 77 to 72.

Before we show the system of differential equations that describe our model, we define some quantities
that will improve readability. Let us write the fraction of the population that is r-active susceptible in a
partnership as S7 (where 1 refer to having a steady partner),

ST = S 4+ ST + Sghs + ST 4+ ST+ SEh 4 S5+ ST 4 ST+ SE + ST
= SEb + Silp + Stp + Y S5 + S+ S¢ + 57

qeD
=) S¥+ YD SE

XeXp XeX qeD
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Similarly, we write the fraction r-active acute infectious individuals in a partnership as A7,
G- Y A Y YAy
XeXp X€X qeD
the fraction r-active chronic infectious individuals in a partnership as C7,
G- Y e Y Yoy
XeXp XeX qgeD
and the fraction r-active diagnosed and on ART-treatment in a partnership as 77,
ZED LT ) 32
XeXp XeX qeD

For the PrEP states we have

SPh= 3" sPih+ 3" N spy,

XEXp XeX qgeD

AP = 3T AR Y ARy
XeXp XeX qgeD

CPl= > CPY+ Y > cpry.
XeXp XeX qeD

Remember that the transmission probability in one sex act in the acute stage is denoted by p4 and in the
chronic stage by pc. An r-active individual who is single, susceptible, and not on PrEP acquire infection at
rate

B5 = ags (pa(A§ + ARY) + po(Cy + CPY))
+agt (pa(A} + APP) + po(CY + CP))
+afh(padh + pcCP)
+agi (paAL + pcCh).

Similarly, an r-active susceptible not on PrEP with a steady partner acquire infection via casual sex at rate

Br = aig (pa(4g + AP) +pe(Cy + CFy))
+ai (pa(A} + APl + po(CY + CP))
+aih(pady + poCy)
+aft (padl + poCh).
Introducing PrEP will make some susceptible less likely to acquire infection, let us denote the reduction by
¢. Assuming a susceptible is protected by 86% by PrEP yields a value of ( =1 —0.86 = 0.14. A high-active
susceptible that is single and on PrEP will acquire infection via casual sex at rate ¢35.
The model can now be described by a set of 72 differential equations. We will begin by specifying all

single state equations, followed by the different partnership state equations. We remind the reader of the
parameter definitions that can be found in Table

S5.1 Single states

For high-active susceptible singles not on PrEP we have that

High-active single starts PrEP,

Birth of dies or enter partnership
dSh high-active
0 _ h h h gh
@ M (0 + 1) S - (E+p+pR)Sy -  BySo
—_————
Separation of high-active High-active single
from a partner acquire infection
24
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For the other single states, we have

dif& — €S+ (0 + W)SPE — (1 + pPy)SPY — CAhSPE,
% = (0 + AT — (i + 9 + 00 + pPo) Aj + By Sy,

dﬁfgl = (0 + p)AP! — (n+vp + 04 + pPy) AP + ¢BLSPL,
% = (0 + WO + 8 AG — ( + 7 + pPo)Cy,

dc;fél = (0 + p)CP + 6,AP} — (u+vp + pPo)CP}.

Due to constrain (S5.1)), the fraction of the population that is high-active on ART-treatment is equal to
T¢ = mpPy — (Si + SP + Al + AP} + Cf + CP}) .

In a similar way we get the equations for a low-active single. Note that a low-active never starts to use
PrEP; however, we could switch which activity-group is targeted for the intervention.

dsS}

0 — i+ (0 + 1SS — (u+ pPo)Sh — LSS,
dAé 1 l L gl
— = (o w1 = (p+ 70+ Ga + pPo) Ay + BoSo,
dC} l l !
== (0 + u)Ci + 8a Ay — (1 +vh + pPo)Cy.

And the fraction low-active on ART-treatment is equal to Ty = m Py — (S + Ah + C}).

S5.2 Partnership states

We will specify the partnership state equations in the following order: first all possible combinations of
a susceptible not on PrEP, Sg, Sa, Sc, St, Ssp, Sap, Scp; then all possible combinations of an acute
infectious individual not on PrEP that has not previously been specified, As, Ac, A1, Asp, Aap, Acp;
then all possible combinations of a chronic infectious individual not on PrEP that has not previously been
specified, Cq, Cr, Csp, Cap, Ccp; then the treated individuals not previously specified, T, Tsp, Tap,
Top. Then we specify the partnership type equations of individuals on PrEP: for a susceptible on PrEP,
SPsp, SPap, SPcp; for an acute infectious on PrEP, AP4p, APcp; and finally for a chronic infectious on
PrEP, CP¢cp.

S5.2.1 Susceptible not on PrEP

For susceptible individuals not on PrEP in a partnership with another susceptible not on PrEP we have that

dsgh h)2 hh h ohh
at =p(Sp)” — (26 + 0 +2u)Sg" — 267 S5",
sy hal hi h 1\ ohl
7t = pSy Sy — (€ + 0 +2u)Ss — (B + B1)Ss,
d 1

s = p(s)” — (o 20)5% — 28},

where SU = Sh!.
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For susceptible individuals not on PrEP in a partnership with an acute infectious individual not on PrEP

dShh

d? = pSHAY + BISE" — (€4 A\pa + 0+ + 0 +2u)SHY — BESHE,
dsy! h gl 1 qhl hi h qhl
= pSy Ay + B1S8 — (€4 Apa +0q + 7+ 0 +2u)Sh — BLSY,
sy 1 Ah h Glh 1h I glh

5 = pSoAG + 1SS — (Apa + dg +yn + 0+ 2u) Sy — 1S4,

S} 14l 1 qll u ! qll

W = pSOAO + ﬁlSS - ()\pA + 6& + ’Yl + o + 2/’[’)514 - ﬂ15A~

Note that Ag' = ST

For susceptible individuals not on PrEP in a partnership with a chronic infectious individual not on PrEP

ds¢t

7~ = pSECo +0a54" — (€ + Ao+ + o +21) S - By S
ds¢! h hl hl _ ghghl
% = pSeCH+6aS% — (E4+ Mpe + v+ 0 +2u)SE — BESY,
ds¢t 1 ~h Ih h _ plqlh
= = pSCy + 0aSA" — (Apc +vn + 0 +20)Sc" — B1S¢,

dSg 1l 1l U _ gl qll

- = pSeCo + 0S4 — (Apc + v+ 0 +2u)Sc — B1S¢.

And additionally, C'g? = SE.
For susceptible individuals not on PrEP in a partnership with an individual on ART-treatment

dShh
o = P9 To + (9" + S&") + vp(Shp + Sp) — (€4 0+ 2) S - B ST,
dsy! el hl hl hi h ahl
T pSo Ty +7(Sy +S&) — (§+ 0 +2p)Sy — By ST,
dslh
— = PSOT5 + n(SE + SE) +p(Sip + SCp) — (0 +2)S7 — BIST,
dsy 1l 1 1 1 1 all
i pSoTo +7(Sx + S¢) — (0 +2u) Sy — 157

We also have that Tg? = ST
For susceptible individuals not on PrEP with a steady susceptible partner on PrEP we have

dShh
= = pSPYSG +€85" — (€+ 0 +21) S5k — (Bl +CBL) S5,
dSgp hal Ih ih ! hy alh
P PSPy Sy +&Sg" — (0 +2u)Sgp — (81 + CB1)Ssp-

Note that SPI = Sih and SPh = Sl
For susceptible individuals not on PrEP in a partnership with an acute infectious individual on PrEP

dShh
AL — pSYARY + (B Sk — (§+ Apa+ 0+ p + 0+ 21) S — B S,
dSlh

d’:P = pSHAPY + CB1SHYy — (A\pa + 64 +vp + 0 +2u) S — BLST.

Note that APA = Sk and APE = S',..
For susceptible individuals not on PrEP in a partnership with a chronic infectious individual on PrEP

dshh

" = PSaCRY + Sk — (€4 Apo + 9P + 0 + 21)S¢lp — BT S

dS¢'p L1 ph Ih Ih ! qlh
o pSoCPy + 0aSap — (Apc +vp + 0 +21)Sc'p — B1SCp-
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Note that C P = SA and CPA = SUp.

S5.2.2 Acute infectious individuals not on PrEP

For acute infectious individuals not on PrEP in a partnership with another acute infectious not on PrEP we
have

dAhh
A —p (AD)? = (0 + 2+ 29 + 26.) AR + 2 (\pa + BL) S,
dAl b4l hl hy ohl I\ Akl
pT pAGAg — (0 + 2+ vn + v+ 20a) A% + (Apa + B1)S4 + (Apa + B1)As,
dAfﬁ 1)2 1 1\ qll
= p (AL)" = (04 2u + 29 +20,) A% + 2 (Apa + B1) S4.

where additionally A% = ARl
For acute infectious individuals in a partnership with a chronic infectious individual

hh
dgtc = PALCE + 6, AN — (0 + 20 + 2, + 62) A" + (Ape + B1) SE,
dA’Cl’l h ol hl hl h hl
S = PAGCH + G Al — (0 + 2+ + 1+ 8a)AY + (pe + B7) SE,
dAg’L L ~h lh lh l Lh
pT pAGCY + 0o AN — (0 + 2p +yn + Y+ 6a) A + ()\pc + 51) S¢,
1]
d% = pALCH + 6, A% — (0 + 20+ 2y + 0a) AL + (Apc + BL) SE.

Note that C77 = AL
For acute infectious individuals in a partnership with an individual on ART-treatment

d AL
T = PACTY + (A" + ARY) + e (Al + Alp) = (v + 0 + 2+ 02) A7 + By S7"
dAhl
U AT + (A + ) — o+ -+ 20+ 54+ LS
dA% ! h Ih Ih Ih Ih Ih ! alh
T pATY +n(Ag + AY) +vp(Acp + AWp) — (M + 0 + 2u + 0a) AT + B1ST,
dA”
A pAYTS (Al AL) = (o + 2+ ) A+ LS

Also, T = AT
For acute infectious individuals not on PrEP in a partnership with a susceptible individual on PrEP

dAhh

0= PAGSE] + €AY + BSEp — (CApa + 0+ + 0 + 2) Al — (B ALY,
dAlh
— 3 = pAGSPY + €AY + B1SEp — ((Wpa + 8o+ + 0+ 2pu) Al — (BT AL

Note that SPih = Al and SPh = Al
For acute infectious individuals not on PrEP in a partnership with an acute infectious individual on PrEP

dAhh

= pAGAR] = (0 + 25+ + 7P + 202) Al + (\pa + B1)SHp + (Cpa + (BT A,
dAlh

T = pAGARY — (o + 2+ 0+ vp + 260) Alp + (Apa+ B1)SHp + (Chpa + (B1) Ay
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Note that AP} = AL, and APH = Al
For acute infectious individuals not on PrEP in a partnership with a chronic infectious individual on
PrEP

dAhh

—F = pAGOPY + 8u Alfp — (0 + 20+ 0 + 7P + 0a) ALl + (e + B1)SEp,

dAlC"lP l h lh Lh I\ Qlh
dt = pAOCPO + (SG«AAP — (U + 2,LL + Yi + e + 6a)ACP + ()\pC + ﬁI)SCP

Note that CPhh = Akl and CPY = A,

S5.2.3 Chronic infectious not on PrEP

For an individual with a chronic infection not on PrEP in a steady partnership with another individual with
a chronic infection

ngh h 2 hh hh hh
dt =p(C5)" +0a(AL + CK") — (04 2u + 27,)CH,
dcy hil hl hl Rl
at = pCyCy + da(Ag + CF) — (0 +2p+yn +1)CE
dclcl‘ 1\2 1 i 1
a P (Co)” +0a(AC + C4) — (0 + 2 + 2m)Co

where C' = O}
For an individual with a chronic infection not on PrEP in a steady partnership with an individual under
ART-treatment

dchh
at = pCyTy + 0 AP +(CR" + CE) +vp(CHp + C8b) — (0 + 20+ 1) CFY,
dChl
—F = PCo Ty + 8 AY +(CH + C&) = (o + 2u+3m)CF
dcy! L Ih th lh lh lh
= PGl + 8a AT + W (C + CE) +vp(Clh'p + Clip) = (0 + 21 + 1) CFf
dC} 1l u u u 1
el pCoTy + 6o A + y(C4 + C&) — (0 + 2u + 1) Cr.

where T? = C.
For an individual with a chronic infection not on PrEP in a partnership with a susceptible individual on
PrEP

dChh

2B = pCy 8Py +£CE" + 3 ALp — (Chpo +  + 0+ 21)Cel — (BT
dClh
— 5 = pCOSFY + £CF + 8aAGp — (Owe + 7 + 0 + 2u)C8p — (B CEp

And additionally SPA" = Ci and SPA = CU..
For an individual with a chronic infection not on PrEP in a partnership with an acute infectious individual
on PrEP

dchh
8 = pCYAPY + 0, AR — (0 + 25+ + 7P + 0)Chp + (Chpe + (BT O,
dclh

d?P = pCLAPY + 6, A — (0 + 2u+ 71 + vp + 6)C4p + ((Ape + CBT)CHy

Note that APA = OB and APE = CY,
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For an individual with a chronic infection not on PrEP in a partnership with a chronic infectious individual
on PrEP

dchh,
df = pChCPl 4 5,(AM + CHL) — (0 + 21 + i + vp)CEL,
dcglP l h lh Lh Lh
it pCoCFy +0a(Acp + Calp) — (0 + 21+ v+ vp)CCp.

where C’Pgh = C’gf}g and CPM = C'ZC{IP

S5.2.4 Treated individual

For an individual under ART-treatment in a steady partnership with another individual under ART-treatment
we have

dThh

o = P9 + (A7 + Cp" + TR + TE") + yp(APE" + CPp" + Tip + T2p) — (0 + 2u)T7",
dThl

S = T+ (A + CF) + (TR + TE) + 1p(APE + CPY) = (o + 20) T

dTll

— = P + (A7 + Cp) + (T4 + T¢) — (0 + 2T

where TH = T,
For treated individuals in a partnership with a susceptible individual on PrEP

dTin

5 = pTy S + €T5" + y(Ap + Csp) + 7p(APsp + CPgp) — (0 + 21)Tsp — (B Tsp,
dTgp Lo ph Lh lh Ih hp

7 PTRSPy + ETS + m(Adp + Cdp) — (0 + 2u)T8p — (AT

We also have that SP" = Th and SPR = Tl
For treated individuals in a partnership with an acute infectious individual on PrEP

dThh

b _ T ARY 4 Cll + AY) 4 2 (APY + CPLR) = (o -+ o+ 2+ 5,4 + CATED
dTls ! s ph Ih Ih hep

a = pT{AP} +vi(Cp + Allp) — (vp + 0 + 2p + 0)THp + (BITY

Also, APE® — T and APAL — Tih, .
For treated individuals in a partnership with a chronic infectious individual on PrEP

dThh

- = PTECRY + 8aThp + (A + CEp) + 1p(APER + CPEp) = (0 4 21+ 7p) TEp,
ATy L ph Ih Ih Ih Ih

T PToCFy 4 0aTap +(Acp + Cc'p) — (0 + 21+ vpP)TEp.

where C Pt = TEh, and CPR = TU,.

S5.2.5 Individuals on PrEP

For susceptible individuals on PrEP with a steady partner on PrEP we have

dSPgp hy2 hh hh
Ta p(SPy)? + 26SPE" — (0 + 2u)SPLp — 2041 PR,
dSPhh, hh
T:PSP APY + ESHp + CBISPEE — (CApa + 60 + P + 0 + 2u)SPLB — (BT SPLD,
dSPlp hh h ¢ phh
—CE — pSPLCPY +ESHy + 6. SPhb — (Cpo +p + 0 + 2)SPED — CBIS P}
29

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

yBuAdod Ag paloaloid 1senb Ag 20z ‘0T Mdy uo /wod* g uadolwq//:dny woij papeojumoq 0Z0Z Areniga- G Uo ZG8ee0-6T0Z-uadolwa/9eTT 0T st paysiignd 1sui :uado CINg


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

Note that AP = SPhY and that CPL = SPLL.

For acute infectious individuals on PrEP in a steady partnership with an individual on PrEP

dAPh
= p(AP))? = (0 + 2+ 2yp + 20a) AP + 2(CApa + CBY) APS,

dAPYp ht ph hh hh hy g phh
o pAPYCFy + 0o APjp — (0 + 21+ 29p + 64) APGP + (CApc + (BY)SPGp.

Note that CPhh = APkR,.

And very much finally, for an individual with a chronic infection on PrEP in a partnership with a chronic

infectious individual on PrEP we have

dCPkh
dtCP = p(CP)? 4 6,(APML + CPhY)Y — (0 + 21 + 2vp)CPLL.
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Timeline follow-back tool

The TLFB tool was in Swedish and included one module concerning (1) sociodemographics, sexual
identity, previous STI/HIV testing and diagnosis, and (2) a TLFB sexual behaviour module.

The TLFB tool was answered on an interactive tablet device. Here we will give the translated
questions (from Swedish to English) and describe the tool. Descriptions of the tool is given in italics.

Sociodemographics, sexual identity, previous STI/HIV testing and diagnosis
module

First the participant enters a page where they can answer a set of questions concerning themselves.

1. What year were you born?

2. Were you born in Sweden?
Yes (If yes, go to 2b-c)
No

2b. What country were you born in?
List of countries
Don't want to answer

2c. How many years have you been living in Sweden?
Box for number
Don't want to answer

3. What is your highest level of completed education?
No education

Elementary Grades 1-6

Elementary Grades 7-9

High school or equivalent

Non-university-post-high school education

Higher education/University

Doctorate

Other (Box for text)

Don't want to answer

4. What is your main occupation?
Full/Part time employment
Student

Self-employed

Job-seeking

Long-term sick leave
Sickness/activity leave

Retired

Other

Don't want to answer
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5. What is your average income per month?
Less than 15000SEK

15000-25000SEK

25000-35000SEK

35000-45000SEK

More than 45000SEK

Don't want to answer

6. | identify myself as
Male

Female

Other

Don't want to answer

7. Are you or have you been a transperson?
Yes (Goto 7b & ¢)

No (If no, go to 8)

Don't want to answer

7b. Do you identify yourself as one or several of (you can answer several of the alternatives)?

Transperson
Transsexual

Former Transsexual
Transvestite
Transgender
Intergender
Intersexual

Other (box for text)
Don't want to answer

7c. Have you done a gender reassignment surgery?
Yes; Hormonal and Surgical

Yes; Hormonal

Yes; Surgical (partly or fully)

No

Don't want to answer

8. Do you identify yourself as one or several of (you can answer several of the alternatives)

Homosexual

Bisexual
Heterosexual

Other (Box for text)
Don't want to answer

9. What is your HIV status?
Negative

Positive (Go to question 9b, not 10)
Unsure/ | do not know

Don't want to answer
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9b. When did you find out that you have HIV?
Year (Box for number)
Don't want to answer

10. When did you last get an HIV test
Less than 6 months

6 to 12 months

1to 5years

More than 5 years

Never

Don't remember

Don't want to answer

11. Have you had any of the following sexually transmitted infections the last 12 months?
No

Chlamydia

Gonorrhoea

Syphilis

Herpes

Condyloma/HPV/genital warts
Lymfogranuloma venerum (LGV)
Mycoplasma

Chancroid

Hepatitis A

Hepatitis B

Other

Don't want to answer

12. How many sex partners have you had the last 12 months?

Then the participants enter the TLFB module.

TLFB sexual behaviour module

Per partner (12 months)
Here we ask of you to report information on your 10 most recent sex partners during the last 12
months on a timeline. Begin with your latest sex partner and choose the alternative that best match
your relationship.
Type of sex partner: which relationship do you have to your sex partner?

1. Main sex partner: A loving (emotional) relationship (e.g. boyfriend/girlfriend).

2. Regular sex partner (e.g. ‘friends with benefits’).

3. Casual known sex partner

4. Casual unknown sex partner

Upon answering this question the participant is brought to the timeline (represented by a green line).

Begin with marking the length of the relationship with an approximate starting and ending date within
the green area. Then continue with the questions.
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symbol X represented the casual sexual contact.

1. Question concerning all types of sex partners (sex partner of type 1-4)
e Gender of sex partner

Question:

Person is:

Male

Female

Trans

Other: (box for text)

2a. Questions concerning casual sex partner (that was marked with an X)
Question:

What type of sex did you have?

Anal sex — gave

Anal sex — received

Vaginal sex

Gave oral sex

Received oral sex

Other:

Condom use was given by ticking in one of the boxes ‘condom’ or ‘no condom’
2b. Questions concerning steady sex partner (marked with a line)

Anal sex — gave — Approximately how many times a month? Box for number
Anal sex — received — Approximately how many times a month? Box for number
Vaginal sex — Approximately how many times a month? Box for number

Gave oral sex — Approximately how many times a month? Box for number
Received oral sex — Approximately how many times a month? Box for number

For each of the sex types the following was asked
How often did you use condom?

Always (100%)

Often (75%)

Half of the times (50%)

Seldom (25%)

Never (0%)
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10 what was done and what was found
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15 Objectives 3 State specific objectives, including any prespecified hypotheses 5
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19 Setting Describe the setting, locations, and relevant dates, including periods 9
20 of recruitment, exposure, follow-up, and data collection
21 Participants 6 (a) Give the eligibility criteria, and the sources and methods of 9
;; selection of participants
24 Variables 7 Clearly define all outcomes, exposures, predictors, potential Supplementary
25 confounders, and effect modifiers. Give diagnostic criteria, if material S3
26 applicable
;; Data sources/ 8* For each variable of interest, give sources of data and details of
29 measurement methods of assessment (measurement). Describe comparability of
30 assessment methods if there is more than one group
31 Bias 9 Describe any efforts to address potential sources of bias
gg Study size 10 Explain how the study size was arrived at
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35 variables applicable, describe which groupings were chosen and why material S3
g? Statistical methods 12 (a) Describe all statistical methods, including those used to control for
38 confounding
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40 (c) Explain how missing data were addressed
2; (d) If applicable, describe analytical methods taking account of
43 sampling strategy
44 (e) Describe any sensitivity analyses
22 Results
47 Participants 13*  (a) Report numbers of individuals at each stage of study—eg numbers 9
48 potentially eligible, examined for eligibility, confirmed eligible,
49 included in the study, completing follow-up, and analysed
?1) (b) Give reasons for non-participation at each stage
[¥) (c) Consider use of a flow diagram
53 Descriptive data 14*  (a) Give characteristics of study participants (eg demographic, Separate paper
>4 clinical, social) and information on exposures and potential
22 confounders
57 (b) Indicate number of participants with missing data for each variable 9
58 of interest
Zg Outcome data 15*  Report numbers of outcome events or summary measures 11
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(b) Report category boundaries when continuous variables were

categorized

(c) If relevant, consider translating estimates of relative risk into

absolute risk for a meaningful time period

Other analyses 17 Report other analyses done—eg analyses of subgroups and Supplemental
interactions, and sensitivity analyses material S4

Discussion

Key results 18  Summarise key results with reference to study objectives 15-16

Limitations 19  Discuss limitations of the study, taking into account sources of 17
potential bias or imprecision. Discuss both direction and magnitude of
any potential bias

Interpretation 20 Give a cautious overall interpretation of results considering 16
objectives, limitations, multiplicity of analyses, results from similar
studies, and other relevant evidence

Generalisability 21  Discuss the generalisability (external validity) of the study results 17

Other information

Funding 22 Give the source of funding and the role of the funders for the present 18

study and, if applicable, for the original study on which the present

article is based

*@Give information separately for exposed and unexposed groups.

Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and

published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely

available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at

http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is

available at www.strobe-statement.org.
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Abstract

Objectives Since 2017, the Public health Agency of Sweden recommend that pre-exposure
prophylaxis for HIV (PrEP) should be offered to high-risk individuals, in particular to men who
have sex with men (MSM). The objective of this study is to develop a mathematical model

investigating the effect of introducing PrEP to MSM in Sweden.

Design A pair-formation model, including steady and casual sex partners, is developed to
study the impact of introducing PrEP. Two groups are included in the model: sexually high-
active MSM and sexually low-active MSM. Three mixing assumptions between the groups are

considered.

Setting A gay-friendly MSM HIV/STI-testing clinic in Stockholm, Sweden. This clinic started

offering PrEP to MSM in October 2018.

Participants The model is calibrated according to detailed sexual behaviour data gathered in

2015 among 403 MSM.

Results By targeting sexually high-active MSM, a PrEP coverage of 3.5% of the MSM
population (10% of all high-actives) would result in the long-term HIV prevalence to drop
considerably (close to 0%). While targeting only low-actives would require a PrEP coverage of
35% for a similar reduction. The main effect of PrEP is the reduced susceptibility, whereas the

increased HIV-testing rate (every 3rd month) among PrEP users plays a lesser role.
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Conclusions To create a multifaceted picture of the effects of interventions against HIV, we
need models that include the different stages of HIV infection and real-world data on detailed
sexual behaviour to calibrate the mathematical models. Our findings conclude that targeting
HIV high-risk individuals, within HIV risk populations such as MSM, with PrEP programmes
could greatly decrease the long-term HIV prevalence in Sweden. Therefore, risk stratification
of individuals is of importance in PrEP implementation programmes, to ensure optimising the

effect and cost-effectiveness of such programmes.

Strengths and limitations of this study

e Using a mathematical pair-formation model we study the effect of introducing PrEP
among MSM in Sweden, a group at high risk of HIV acquisition.

e The model divides the population into sexually high-active MSM and low-active MSM,
where high-actives are offered to use PrEP.

e The modelis calibrated to detailed sexual behavioural data gathered among the MSM
population now being offered PrEP in Sweden.

e Limitations of this study include that the data only makes it possible to include two
activity-groups, and that we do not allow for more than one steady sex partner at a

time.
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INTRODUCTION

In Sweden, the HIV prevalence was estimated to 0.07% in the general population in 2015,[1]
whereas the self-reported HIV prevalence among men who have sex with men (MSM) has
been estimated between 2% to 6%.[2] Sweden was the first country to report having achieved
the UNAIDS/WHO 90-90-90 goal in 2016,[1] with at least 90% of people living with HIV being
aware of their HIV status, 90% of HIV diagnosed individuals being on antiretroviral therapy
(ART), and with 90% of those on ART being under viral suppression.[3] Viral suppression
means achieving continuously undetectable HIV viral load that diminishes onward

transmission to close to zero.[4,5]

As a result of ART’s effectiveness in viral suppression it can be viewed as an effective
preventive measure for further HIV transmission. However, on its own it does not seem to
reduce HIV prevalence enough in risk-groups, such as the MSM population, but needs to be
combined with additional preventive strategies.[6—8] One such preventive intervention is oral
pre-exposure prophylaxis for HIV (PrEP), i.e. that the antiviral drugs tenofovir-emtricitabine
are taken by individuals with negative HIV serostatus to prevent HIV acquisition.[9,10] PrEP
effectiveness is dependent on adherence to PrEP to ensure that protective concentrations of
the drugs are present at exposure to prevent transmission.[11] Two different studies report
that PrEP reduces the HIV incidence by 86% among MSM (95% Cl 40—98 and 90% Cl 64—96
respectively).[9,10] Due to the effectiveness of PrEP, the World Health Organisation (WHO)
recommend PrEP to be offered to individuals at substantial risk of HIV acquisition, defined as

an HIV incidence of 3 or above per 100 person-years.[12]
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The use of PrEP in Sweden was approved in 2016 by the Swedish Medical Products
Agency.[13] Since 2017, the Public health Agency of Sweden recommend that PrEP should be
offered to high-risk MSM. However, very few clinics started offering PrEP at this time due to
logistical and funding concerns. Since June 2018, the New Therapies Council recommend
Swedish counties to implement PrEP programmes for MSM and offer subsidised PrEP.[14]
The larger gay-friendly sexual health clinics in the major three urban areas of Sweden have
since then started to implement PrEP. As of July 2019, approximately 315 individuals have
initiated PrEP in Stockholm (personal communication with Dr. FinnFilén responsible for PrEP

at Venhalsan, Sédersjukhuset).

The objective of this study is to investigate the effect of introducing PrEP to MSM in Sweden.
First, we incorporate the use of PrEP into pair-formation models developed to study HIV
transmission.[15] This model separates individuals depending on sexual activity-degree, high-
active or low-active. The model is then fitted to sexual behaviour data from a gay-friendly
HIV/STI-testing clinic in Stockholm, Sweden. Finally, the effect of PrEP on HIV transmission is
studied by risk-stratifying MSM for PrEP, to explore the level of PrEP coverage needed to

substantially reduce the long-term HIV prevalence.

METHODS

To study the introduction of PrEP, we develop a pair-formation model that includes steady
(long-term) partnerships and casual (one-off/occasional) sex partners. We categorise
individuals as sexually high-active or low-active, with different sex partner mixing patterns,
different HIV-diagnosis rates, and allowing for high-actives to use PrEP. We incorporate two

stages of HIV infectiousness: the early acute (primary) stage and the subsequent chronic
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(asymptomatic) stage.[16] The model is then calibrated to detailed sexual behaviour data and
the observed HIV prevalence. We earlier developed a model to disentangle the roles of casual
and steady partnerships on HIV transmission, which we further elaborate in this work.[15] We
begin by describing the model for sexual contacts and continue with how transmission of HIV-
infection is modelled. Then we apply sexual behaviour data gathered among MSM. The full

description of the model can be found in the Supplementary material S1.

Dynamic pair-formation model

Consider a sexually active same-sex population where new individuals enter the sexually
active population without having a steady sex partner. Individuals can have at most one
steady partner at a time, which can end by separation or death of either partner. Individuals
can also have casual sex partners during steady partnerships as well as during periods without
steady partnerships; the rate at which this occurs depends on the steady partnership status
of the individuals under consideration. Based on data, we allow singles to have a higher rate
of casual sex than individuals in a steady partnership. Not only partnership status affects the
rate of finding new casual sex partners, we additionally allow for individuals to be either high-

active or low-active regarding the frequency of having casual sex partners.

Letting the rate of finding a new casual sex partner depend on the partnership status and the
activity-degree of both potential members in the sexual act, yields 16 different casual sex
partnership combinations. We let alrﬁ denote the rate at which an individual with activity-

degree r and i steady partners try to find a casual sex partner with activity-degree g and j

steady partners, where r,q € {h =high, [=1low} and i;j € {0,1}. These rates play an
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important role in our modelling and are described in detail in Supplementary material S1 and

Supplementary material S2.

Casual sex and mixing patterns

Creating the groups high-active and low-active makes it necessary to formulate mixing
between the groups. Three activity-degree mixing assumptions are considered: proportionate
mixing, complete assortativity, and mixing fitted to responses of a proxy question. Common
to all three models is that high-actives have casual contacts at a fixed rate being larger than
that of low-actives. Proportionate mixing implies that an individual chooses a casual partner
at random among the potential casual sex attempts in the population, i.e. the probability of
having a high-active casual partner is the same for low-active and high-active individuals.
Complete assortativity means that high-actives only have high-active casual partners and low-

actives only have low-active casual partners.

We estimate the assortativity according to the testing-clinic participants answer to one
guestion on partners’ sexual activity, as described in Supplementary material S3. This
guestion is referred to as a proxy question for partners activity-degree. The proxy for partners
activity-degree and knowing whether an individual is high-active or low-active, specifies the
amount of assortativity in the data. The estimated assortativity can take values between 0

and 1, where 0 corresponds to proportionate mixing and 1 to complete assortativity.

Since we do not know whether or not participants’ casual sex partners are in steady
partnerships, the mixing between singles and individuals in a partnership is assumed to be

random (proportionate mixing).
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Model of infection

To model the spread of infection we use a compartmental model, much like the SIR model
(Susceptible - Infectious - Recovered),[17] but with two stages of infectiousness: acute
followed by chronic. The probability of transmission of HIV depends on the stage of infection
when no antiretroviral treatment is used.[18] In the early acute stage the probability of
transmission is much higher due to higher viral load than in the chronic stage. The probability
of transmission in one unprotected sex act (in our case anal intercourse) is denoted p, when
in the acute stage and p¢; when in the chronic stage. The model allows for different levels of
condom use with steady and casual sex partners, and it is incorporated by reducing the
transmission probability accordingly. The time until diagnosis and the beginning of ART
depends on the degree of sexual activity. Further, individuals on ART are assumed to be virally
suppressed and thereby to no longer transmit infection. The compartmental model therefore
divides the population into susceptible, infectious in the acute stage, infectious in the chronic

stage, and being on ART-treatment.

The aim with defining this model is to introduce the possibility for high-actives to take PrEP,
which, when taken correctly, decreases the probability of getting infected with HIV by
approximately 86%.[9,10] Moreover, individuals accepting PrEP need to test themselves

every third month. The model is illustrated in Supplementary material S1.
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Data and calibration

The data was gathered at a gay-friendly HIV/STI-testing clinic (Venhalsan) in Stockholm,
Sweden, during 2015.[19] MSM visiting testing-clinics might be more sexually active than
other MSM, e.g. sexually inactive or MSM with one sex partner might not visit testing-clinics
as often. 403 MSM participants answered a structured timeline follow-back questionnaire
and reported their total number of sex partners during the last 12 months. Detailed sexual
behaviour data was collected on participants’ last ten sex partners during the last 12 months,
including: type of sex partner (casual or steady); frequency of sex acts; condom use with each
partner; the duration of each sexual relationship; and the answer to the proxy question on
partners’ sexual activity-degree. All 403 participants were included in the study by Hansson
et al.[15] However, inclusion in this study requires that participants have reported their total
number of sex partners during a year to determine their activity-degree. Moreover, for a
partner to be included, the proxy question regarding the partner’s sexual activity-degree must
be answered. Of the 403 participants, four participants reported having zero sex partners the
previous 12 months and 28 participants did not answer that particular question. Of the
remaining 371 participants, detailed information on 1991 different sex partners (510 steady
and 1481 casual) were given. We have an answer to the proxy question for 1424 of the 1481
casual sex partners. When removing the 57 casual sex partners with no answer to the proxy
guestion, 368 participants (and 1903 partners) remain and was included in the analysis

presented here.

The participants demonstrate a considerable difference in yearly number of sexual partners,

with a range from 1 to 250 sexual partners. We choose the mean (15) as our cut-off for
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defining high-active individuals, resulting in that 33.7% are high-actives. The mean number of

sex partners for high-actives is 33.2 (sd=32) and for low-actives it is 6.0 (sd=3.2).

Partnership and epidemic parameters

The parameters and their values used in the analysis are given in Table 1. Some parameters
are estimated from the testing-clinic data (part 1 - 4 in Table 1), some parameters are varied
(part 2 in Table 1), and some are taken from the available literature (part 5 in Table 1). In the
analysis, the standard errors of all estimates from the testing-clinic data can be included to
obtain a 95% credibility interval (using Monte Carlo simulation) of the prevalence estimated

from the model (see Supplementary material S3).

The mean times to ART, denoted y, for a high-active and y, for a low-active, are calibrated to
fit the observed prevalence. From the data we estimate that y;, = 2.35y; (Supplementary
material S3), this relationship will be kept throughout the analysis, such that only one of the

parameters need to vary.

Estimated rates of meeting a new casual sex partner

Table 1 shows the estimated rates of meeting a new casual sex partner. In the third part of
Table 1 we have not utilised the proxy question on partners activity-degree, these estimates
are enough when assuming proportionate mixing or complete assortativity. The proxy
guestion is used to get the estimates in the fourth part of Table 1. From this table and a given
choice of mixing pattern, one can estimate the rates of looking for a new casual sex partner

a;l. The final values of a;f can be found in Supplementary material S3.
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receptive anal intercourse, UIAI - unprotected insertive anal intercourse.

1. Partnership parameters
Parameter Value Definition Source
1/(g +2u) | 271.5 days Mean duration steady partnership MSM data
1/pPy 152.8 days Mean time being single MSM data
1/A 12.3 days Mean time between Al within steady partnership MSM data
Py 0.360 Fraction without a steady partner MSM data
Pq 0.640 Fraction with a steady partner MSM data
1193 0.337 Fraction high-actives MSM data
T 0.663 Fraction low-actives MSM data
2. Parameters for condom use, PrEP, and time to treatment Source
qs 54.1% Mean condom use steady partner MSM data
qc 62.9% Mean condom use casual partner MSM data
& Rate for a high-active to start taking PrEP Varied
(calibrated to achieve different % PrEP coverage)
Mean time from infection to successful
antiretroviral treatment for a
1/yp 0.25 years high-active on PrEP [20]
1/vn 1.5-3years | high-active not on PrEP Varied
1/y 3.5-7years | low-active 1/y;=2.35 /yn
3. Casual sex partner parameters from data not using proxy Source
Mean time until new casual sex partner for a
1/0:83 10.7 days high-active when single MSM data
1/0/1‘1 12.5 days high-active when in partnership MSM data
1/0(6'. 66.5 days low-active when single MSM data
1/0(’1‘3 97.9 days low-active when in partnership MSM data
4. Casual sex partner parameters from data using proxy Source
Mean time until new casual partner
for a high-active with a
1/0:6”.l 14.1 days high-active when single MSM data
1/0(6”. 43.7 days low-active when single MSM data
1/0(’1”? 15.4 days high-active when in partnership MSM data
1/a 66.4 days low-active when in partnership MSM data
Mean time until new casual partner
for a low-active with a
1/a6h. 109.3 days high-active when single MSM data
1/0(61. 169.6 days low-active when single MSM data
1/a11h. 136.1 days high-active when in partnership MSM data
1/alll. 348.9 days low-active when in partnership MSM data
5. Parameters from the literature
Parameter Value Definition Source
70% Condom efficiency [21]
1/6, 0.24 years Mean time in acute infection stage [18]
1/u 60 years Sexually active life-span [22,23]
Per-act transmission probability
0.1835 Acute stage URAI [16]
0.0138 Chronic stage URAI [16]
1.48% Overall URAI [24]
0.62% Overall UIAI [24]
2.39 Of URAI in comparison to UIAI [24]
pa 0.1301 Acute stage combined URAI-UIAI [16,24]
Pc 0.0098 Chronic stage combined URAI-UIAI [16,24]
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Patient and public involvement

There was no patient and/or public involvement in the planning of this study.

ANALYSIS AND RESULTS

The assortativity regarding activity-degree is measured to 0.14, meaning that the studied
population choose casual partners with a moderate assortativity. The HIV prevalence among
the 368 participants is 5%, which is in line with national levels among MSM,[2] and this
prevalence will be used as a baseline when studying the effect of PrEP. Specifically, the
baseline model is the model where no one uses PrEP (¢ = 0) and that is calibrated to achieve
a 5% equilibrium prevalence. The only parameter not being able to be estimated from the
HIV/STI-testing clinic data, or that can be taken from the literature, is the mean time to
successful ART-treatment. Hence, to calibrate the model to the observed 5% prevalence, we
find the mean time to treatment that corresponds to this prevalence. To study the effect of
PrEP, we use the same parameter set-ups as for the baseline model but additionally allow for
sexually high-actives to use PrEP (¢ > 0), and then find the new equilibrium prevalence. We
use ‘long-term prevalence’ and ‘equilibrium prevalence’ interchangeably. The set of
equations used to find the equilibrium prevalence can be found in Supplementary material
S4. We begin by presenting the results of the model where PrEP has not yet been introduced,

then we move to the model where high-actives are offered PrEP.

Prior to the introduction of PrEP
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In dividing the population into two activity-degrees and using fitted assortativity, we find that
the prevalence of 5% (95% CRI 2.3-7.6%) is obtained when the mean time to ART is yj
= 1.77 years for high-actives, (4.15 years for low-actives). In doing this calibration to the
observed 5% prevalence, the estimated percent of individuals with positive HIV serostatus

that are on ART-treatment is 95.8%.

Disregarding the proxy question, we would not know how the population mix regarding
activity-degree. We could then use the other two mixing patterns. Assuming proportionate
mixing, the prevalence of 5% (95% CRI 2.1-7.8%) is obtained when y; ! = 1.79 years. This set-
up vields that the estimated percent of individuals with HIV that are on ART-treatment is
95.7%. For complete assortativity, the prevalence of 5% (95% CRI 2.7-7.0%) is obtained when
¥i ' = 1.63 years, and then the estimated percent of individuals with HIV that are on ART-
treatment is 96.4%. Figure 1a) depicts the prevalence for varied values of the mean time to

ART-treatment and Figure 1b) shows the 95% credibility intervals.

[INSERT FIGURE 1 HERE]

Using the fitted assortativity, a prevalence of 5% was found when the mean time to ART was
1.77 years for high-actives, while the same time to ART for the proportionate mixing
assumption yields a prevalence of 4.6% (95% CRI 1.7-7.3%), and complete assortativity yields
a prevalence of 6.9% (95% CRI 4.6-8.8%). This shows that higher assortativity regarding
activity-degree leads to higher prevalence and easier allows for HIV being endemic. With
increased assortativity, the allocation of the infected individuals becomes different, as seen
in Table 2, with more high-actives being infected. Interesting to note, from Figure 1a, is that

the difference between the mixing assumption decreases with an increased time to ART.
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Additionally, from Table 2 we note that approximately 35% of HIV transmissions occur within

a steady partnership.

Table 2: For the three mixing assumptions, we show the estimated mean time to ART corresponding to a prevalence of 5%.
For this prevalence and for each of the three mixing assumptions, we also show the route of transmissions and HIV prevalence
for the two respective activity-degree groups. The shown values for the time to ART-treatment are for high-active individuals,
the time to ART-treatment for low-actives is 2.35 times larger. For the allocation of the 5% infected we show the percentage
of high-actives and low-actives, respectively, that are HIV-positive.

Overall HIV prevalence of 5%
Prop. mixing | Fitted Assort. | Compl. Assort.

Time to ART (years) 1.79 1.77 1.63
Route of transmission

Steady partner 35% 35% 32%

Casual sex when in partnership | 38% 39% 41%

Casual sex when single 26% 26% 27%
HIV prevalence in the group

High-actives 9.05% 9.23% 10.79%

Low-actives 2.94% 2.85% 2.06%

Effect of introducing PrEP

We now present the effect of introducing PrEP. This is done by starting at a prevalence of 5%
and then increasing the PrEP coverage. That is, we use the parameter values from the model
without PrEP that achieved a 5% equilibrium prevalence, but now allow high-actives to take
PrEP and find the new equilibrium prevalence. We stress that the results are the long-term
effect of certain levels of PrEP coverages, even with no more infections it will naturally take a
long time to eliminate HIV completely from the MSM community, i.e. for the HIV prevalence

to reach 0%.
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If the population is not divided according to activity-degree, the PrEP coverage would need
to be 5.2% of the total population to reduce the long-term prevalence from the observed 5%
to close to 0% (Supplementary material S5). Dividing the population according to activity-
degree and only targeting high-actives for PrEP, Figure 2a shows the combined effect of PrEP
and an increased testing rate: reaching a coverage of 1% of the population (3.0% of high-
actives) will reduce the long-term prevalence from 5% to 3.6%; reaching a coverage of 3.5%

of the population (10.4% of high-actives) will reduce the long-term prevalence to 0%.

[INSERT FIGURE 2 HERE]

Being able to target risk groups for PrEP makes a big difference: targeting low-actives instead
would result in a needed PrEP coverage of 34.4% of the population to eventually eliminate

HIV from the community (Supplementary material S5).

To ascertain the respective effects of PrEP, the decreased susceptibility by 86% and the more
frequent HIV-testing rate (every third month), we do two additional analyses. If being on PrEP
is not combined with an increased testing rate, but only a reduced susceptibility, reaching a
coverage of 3.5% of the population will reduce the prevalence to 0.5% (Figure 2b). If being on
PrEP does not give any reduced susceptibility, but only an increased testing rate, reaching a

coverage of 3.5% of the population will reduce the prevalence to 1.9%.

For results concerning the more short-term effect of PrEP, see Supplementary material S5.
We can for example note that using the lowest PrEP-initiation rate that corresponds to HIV
elimination (the 3.5% PrEP coverage) would after 50 years have reduced the prevalence from
5% to 4% and the percentage infectious and undiagnosed HIV cases by half (from 0.21% to

0.09%). Using a higher PrEP-initiation rate would speed up the decrease in new HIV cases, for
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example by reaching a PrEP coverage of 7% after 50 years would result in that the percentage

of infectious undiagnosed HIV cases would be as low as 0.01%.

DISCUSSION

Our results suggest that a PrEP coverage of at least 3.5% of the MSM population, when
sexually high-actives are targeted, is needed to eventually eliminate HIV from the MSM
population in Sweden. This can be compared to a 34.4% PrEP coverage needed if only low-
active MSM were targeted for PrEP. These results emphasise the need for risk stratification
among MSM, to ensure that those in need of PrEP receive the intervention. To reach high-risk
MSM, out-reach programmes and peer education programmes have been found to be
effective, scale up of these may increase the effect of PrEP implementation on the HIV

epidemic among MSM in Sweden.[25]

We find that the greatest effect of the combined PrEP intervention follows from the
decreased susceptibility to HIV, not the increased HIV-testing rate. This result would be
hidden in a model not taking the different stages of infection into account (Supplementary
material S5). Hence, to make a correct assessment of a PrEP programme's effect, the

complexities of HIV transmission, the different stages of infection, need to be accounted for.

The benefit of targeting high-risk individuals for PrEP has been found by other studies.[8,26—
29] Our analyses adds to these findings by including additional parameters. Punyacharoensin

et al.[8] investigate the effect of different HIV interventions, including PrEP, among MSM in
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the UK. They define low-actives as MSM with one or fewer new sexual partners a year, while
our definition of high-active MSM (at least 15 partners a year) is to address a group with very
high HIV risk. Secondly, they address mixing through a different method using an odds ratio
among male heterosexuals, while we use data from the MSM population under study.
Rozhnova et al.[29] use four risk-groups, however, they do not estimate mixing between the

groups but assume intermediate mixing.

Our model has four strengths worth mentioning. First, our model design is strengthened by
that it is calibrated to fit detailed data of MSM who visited an STI/HIV-testing clinic in Sweden.
For example, when the model is calibrated to data and the observed 5% HIV prevalence, the
estimated percentage of individuals with HIV that are on ART-treatment, 95.8%, are very close
to the observed value of 95.1%.[1] In addition, the very same clinic where the data was
gathered is the largest implementer of PrEP in Sweden, prescribing PrEP to 315 MSM since
October 2018. Secondly, we can measure the assortativity with respect to activity-degree of
the study participants. The mixing between high-actives and low-actives is estimated to be
more assortative than proportionate mixing (0.14 vs 0), and by using the estimated
assortativity we get more reliable results with narrower 95% CRIs than for proportionate
mixing (Supplementary material S5). For realistic mean times to ART, the mixing assumption
has an impact on the estimated prevalence, making it an important factor to include. Thirdly,
an important model choice is to include steady partnerships, not only casual contacts, since
HIV transmission occurs to a large extent within a steady partnership (Table 2). Finally, the
result concerning PrEP coverage is robust to variations in the parameter set-ups

(Supplementary material S5).
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Our model includes limitations. First, the proxy question used to fit the assortativity can only
define two activity-degree groups and not more. The real-life scenario is probably more
heterogeneous than accounted for in our model; even with a high PrEP coverage, the
prevalence would likely stay above 0% due to some sub-groups of MSM taking larger HIV risks
than the high-actives within our model. Additionally, some individuals are probably even
more low-active (such as MSM in monogamous steady partnerships) than we allow for.
Secondly, many possible changes in sexual behaviour are not included. Our model assumes
no change in sexual behaviour when being on ART and we do not assume any increased HIV-
testing rate for a sex partner to someone living with HIV. Individuals on PrEP are assumed to
stay on PrEP, except if they get diagnosed with HIV and are put on ART-treatment. Moreover,
individuals are assumed to belong to one of the sexual activity-groups during their whole life.
For the studied MSM population we do not have data on how individuals change between
the two activity-groups, due to that the timeline data was restricted to 12 months. To study
the potential effect of behavioural changes of activity-degree we allowed low-active MSM to
become high-active and for high-active MSM to become low-active. We looked at several
different magnitudes of switching between low-active and high-active and these analyses can
be found in Supplementary material S5. In this extension of the model we also allowed for
PrEP-users to stop taking PrEP. We find the same tendency as Rozhnova et al.[30]—that a
slightly less PrEP coverage is needed to reach a long-term HIV prevalence of 0% when allowing
individuals to change activity degree group. When individuals are fixed to one group the PrEP
coverage needed to eliminate HIV was 3.5% while when allowing for switching the PrEP
coverage needed varies between 2.5% - 3%. Thirdly, the data is collected among a
convenience sample of MSM visiting an HIV/STI-testing clinic, thereby it is not representative

of all MSM in Sweden. Fourthly, the model does not consider imperfect PrEP adherence which
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could overestimate PrEP’s potential effect in reducing the HIV prevalence. However, in
Supplementary material S5 we consider different values of PrEP effectiveness. Finally, our
model does not incorporate concurrent steady partnerships. This is a common assumption
for compartmental models,[8,15,31] and inclusion would possibly strengthen the model.

However, our model does consider casual sex partners concurrent to steady partners.

In future work, risk compensation could be studied more thoroughly, e.g. changed behaviour
of individuals on PreP. Other risk behaviours for HIV than sexual activity-degree could be
considered to define the risk-group offered PrEP, such as taking part in group sex, consistent
drug use, and transactional sex. Another possible extension is to stratify our model by age,
letting also activity-degree vary between the age groups to capture that certain age groups

could be more sexually active.

We conclude by stating the result emerged from the heterogeneous activity-degrees:
heterogeneity in sexual activity does increase the prevalence, however, it also makes targeted

interventions much more effective.
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FIGURE TITLES

Figure 1: (a) Estimated prevalence of HIV (y-axis) for the three mixing assumptions and
different mean time to ART-treatment (x-axis). The presented time to ART-treatment is for
high-active individuals, for low-actives it is a factor 2.35 higher. (b) The same estimated
prevalence as in (a), but now showing the prevalence separately and including the 95%
credibility interval for the three mixing assumptions. In one simulation, each partnership
parameter (estimated from data) was drawn from its distribution. With that set-up of drawn
parameters, we calculated the prevalence. This was repeated 1000 times to obtain the

credibility interval.

Figure 2: The effect of introducing PrEP to sexually high-actives. In (a) the x-axis shows
different PrEP coverage levels and the y-axis the corresponding HIV prevalence. The three
lines show: the HIV prevalence in the total population (black solid line), the HIV prevalence
among high-actives (lighter short-dashed line), and the HIV prevalence among low-actives
(darker long-dashed line). (b) depicts the effect of PrEP by looking at: (i) solely the reduction
of susceptibility and no increased testing rate; and (ii) solely the increased testing rate and no

reduced susceptibility.
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S1 Formulation of the model

S1.1 Pair-formation model

We consider a sexually active same-sex population, where new individuals enter the sexually active popu-
lation according to an exponential distribution with rate un and each individual leaves the sexually active
population at rate p. The size of the sexually active population will therefore fluctuate around the value n,
which is assumed to be large. Individuals enter the sexually active population without a steady partner. The
rate at which an individual who is single enters into a partnership is pPy, where P is the fraction of single
individuals in the population. This means that the higher the fraction of single individuals, the higher the
pair-formation rate. Individuals can have at most one steady partner at a time and the separation rate for
each partnership is denoted o. Therefore, a partnership lasts for an exponential time with mean duration
1/(o +2p).

The partnership network is assumed to be stable, i.e. the proportion of singles remains at P, for all .
We can then express Py (and the proportion P; = 1 — Py of individuals with a partner) in terms of model
parameters [S1]:

p, = YO T2t o2 — (0 +2) (S1.1)

2p

The rate of sexual acts within a partnership is denoted A. Beside steady partners, individuals may have
casual sex partners during steady partnerships as well as during single periods; the rate at which this occurs
depends on the partnership status of the individual under consideration.

Up to this point, the pair-formation model described is the same as in [S2]. The first extension of the
model from [S2] is to allow for individuals to be either low-active or high-active with regards to the number
of casual sex partners. In our application, an individual is assumed to be sexually high-active if they have 15
or more sex partners per year. The fractions of sexually high-active and sexually low-active in the population
are denoted 7, and m, respectively (7, +m = 1).

Let ;! be the rate an individual with activity degree r € {I = low,h = high} and i € {0,1} steady
partners tries to find a casual sex partner with activity degree g € {I = low, h = high} and j € {0, 1} steady
partners. For this attempt to succeed the individual must actually meet an individual with activity degree
q and j steady partners, and therefore, the rate of actual casual sex is a:]q Pjmy. For example, a single who

is low-active has casual sex with another low-active single at rate o}, Pym;, and with a high-active individual
in a steady partnership at rate ot Py7y,.

S1.2 Model of infection

As explained in the main text, to model an infection on the network we use a so-called STR compartmental
model (for a survey on stochastic STR models see [S3]). Individuals can either be susceptible (.S), infectious
in the acute stage (A), infectious in the chronic stage (C), or on ART-treatment (7). The second extension
of the model in [S2] is to allow for these two infectious stages. Once an individual becomes aware of their
infection and starts ART-treatment they are interpreted as immune and can no longer transmit infection.
The average duration of the acute infection stage is 2.9 months (= 0.24 years) [S4]. Hence, an individual
goes from A to C at rate §, = 1/0.24 years™!.

Given an unprotected sexual contact (in our case anal intercourse) between an infectious and susceptible
individual, there is a probability of transmission depending on stage of infection: p4 when in the acute stage
and pc when in the chronic stage. Therefore, the transmission rate for an infectious individual in the acute
stage in a steady partnership with a susceptible individual is paA, and the transmission rate in a casual
sexual encounter is p Aa;‘? . Note that the probabilities p4 and pc of transmission are for the unprotected
case, in reality some of the intercourses are with condom. Condom use may also differ with steady and
casual sex partners.

The third extension to [S2] is that the time until diagnosis and the beginning of successful ART-treatment
may depend on the degree of sexual activity. A sexually high-active individual is put on ART-treatment at
rate v, and a sexually low-active at rate ;.
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Table S1: Summary of model parameters. The partnership formation model parameters are given in
the first part of the table and the parameters connected to the epidemic in the second part.

Partnership parameters

n average population size
I rate of leaving the sexually active population
p partnership formation rate

o separation rate

A rate of sex acts within a steady partnership
mp,  fraction of high-active individuals

M fraction of low-active individuals

& rate for high-actives to start taking PrEP

i rate for a r-active individual with i steady partners
to try to have casual sex with a g-active with j steady

partners

Epidemic parameters

pa  probability of infection in one unprotected anal in-
tercourse during the acute infectious stage

pc  probability of infection in one unprotected anal in-
tercourse during the chronic infectious stage

vn  ART-treatment rate for high-actives
i ART-treatment rate for low-actives
vp  ART-treatment rate for high-actives on PrEP

O rate of going from acute infection stage to the chronic
stage

The fourth and main extension is to introduce the possibility for a high-active to take PrEP, which
dramatically decreases the probability of getting infected with HIV. The rate a high-active initiate PrEP is
denoted ¢, and in our model the use of PrEP reduces the per-act probability of infection by 86% [S5]. Note
that the rate £ does not include imperfect PrEP adherence; £ is the rate for high-actives to initiate PrEP and
to achieve its protective effect. A high-active on PrEP is tested and, if HIV-positive, put on ART-treatment
at a rate yp = 1/0.24 years™!.

To summarise, the model is captured by 30 parameters (20 free parameters): n, u, p, o, A, pa, Pc, Oas
&; the fraction high-actives 7, and the fraction and low-actives m; = 1 — 7; the 16 parameters a:]q (8 free),
where r,q € {l,h} and i,5 € {0,1}; and the three vp, v, and ~;, where v;, = 2.349v; as described later
in Section We provide an overview of the notation in Table and an illustration of the model in
Figure Note that, we could instead allow for low-actives, instead of high-actives, to be offered PrEP.
This possibility will be briefly explored to be compared to the effect of targeting HIV high-risk individuals
for a PrEP intervention programme.
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Figure S1: Representation of possible states a low-active (a) and a high-active (b) can be in. Individuals
enter the MSM population as singles into the S compartment. High-actives move to Sp,.gp at a rate &
whereas low-actives can never start to use PrEP. Susceptible individuals who acquire infection move to
the A compartment (acute infection). Individuals in the A compartment can move to the C' compartment
(chronic infection) at rate d, or to the T' compartment (ART-treatment). The rate an individual moves to
the T' compartment is yp for a high-active on PrEP, ~;, for a high-active not on PrEP, and ~; for a low-active.
Individuals in the T compartment stay there until they leave the sexually active population. The rate of
leaving the sexually active population is denoted p.

(b)
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S2 Rate of new casual sex partners

From our egocentric data on the sexual behaviour, we can determine if a participant is low-active or high-
active and if he was single or in a steady partnership while having casual sex. It is therefore possible to obtain
an estimate of the rate that an r—active individual with ¢ steady partners finds new casual sex partners, let
us denote this by of’, where r € {h = high,l =low} and ¢ € {0,1}. These rates (a}’) can be used to express
the different o} for different mixing assumptions.

Before we give the equations of the observable ] in terms of the sought aw, we will present some
symmetry arguments which reduces the number of free parameters. To begin with, we have 16 different
parameters airj{l_ For symmetry reasons, when disregarding the activity degrees, the total rate in the pop-
ulation at which singles have casual sex with individuals in a partnership needs to equal the rate at which
individuals in partnership have casual sex with singles. Assume that we have a population of size n = ng+ny,
where ng = nP, is the number of individuals without a steady partner and n; = nPj; is the number with a
steady partner. A similar consistency criterion as for the rate of casual contacts disregarding heterogeneity
in activity degree must also hold for the model with two activity degrees: the rate low-active singles (nom
in the population) have casual sex with high-active singles must equal the rate high-active singles (ngmy, in
the population) have casual sex with low-active singles, i.e.

lh hl
nom gy Pomn = nomrogy o,

which simplifies to

ih hl
Qpp = Qpp-
Consistency hence require that
lh hl lh hi lh hl

Qpp = 011, &9 = Qpp, &gy = Qg

and

1 1 hh _ _hh
Qig = Qpp, Qg = Qs

or in one equation:

ol = af]. (S2.1)
This reduces the number of free parameters to 10.

Let us now express the rate that an r—active individual with i steady partners finds new casual sex
partners, o, in terms of a J

h-
Q.

I
Qg =

alb Py + ol 7+ (ahh Py + ol P )7y,
aOOPo + O£01P1)7Th
Ozlgpo + a P1)7Th

OélOPQ + Oé P1)7Th.

P)
aOOPO + C¥01P ))7'(1 (822)
P)

=( +
( +
0/1’ (aléPo + a T+
( +

all v

(
(
(
ally Py + ol (

This system of equations can later together with a proportionate mixing or complete assortativity assumption
be solved, the solutions can be found in Section and section respectively.

For the case of an assortativity between the proportionate mixing and complete assortativity, we need
further information than the o] provides. With the help of a proxy question on participants’ partners sexual
behaviour (explained in Section , we can additionally estimate more detailed rates than «f : the rate
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that an r—active individual with ¢ steady partners finds new casual sex partners that are g—active, o, 7. The
following hold for these rates

aph = (afg Po + g Pr)m
agh = (agyPo + agi Pr)m
ay = (afyPo + afl Pr)m,
af. = (o Po + afy Pr)m
ot = (4§ Py + o Pr)my,
ot = (alfPo + afi Pr)m
ol = (afly Py + i Pr)m,
ol = (dyPy + ol Pr)my.

(52.3)

This gives us 8 equations with 10 unknowns. The data does not provide information on whether a casual
sex partner is single or in a steady partnership. Therefore, we need to make further assumptions concerning
the relation (ratio) between the rate of finding a casual sex partner that are single and the rate of finding a
casual sex partner that are in a steady partnership. Let us consider one high-active individual, we assume
that the rate of casual contact with a high-active in a partnership compared to the rate with a high-active
single, is the same regardless if the considered individual is in a partnership or not, i.e.

hh hh

Qoo _ Qg (S2.4)
alh = ghh” :
01 11

and similarly, for a low-active individual (finding another low-active)
1 u

200 _ 2o, (S2.5)

Qo1 A1
However, it turns out that the two equations are linearly dependent, we therefore need one more equation to
be able to solve the system of equations . We make the same kind of assumption but for the case when
a high-active meets a low-active: for a high-active individual, the rate of casual contact with a low-active in
a partnership compared to the rate with a low-active being single is the same regardless if the high-active
individual is in a partnership or not

hl hl

Qoo _ Ao (S2.6)
nl . Rl :
Qo1 any
. . . Oélh alh
which further implies that =% = =2,
Qo1 a1y

From the consistency criteria given in Equation (S2.1]), Equation (S2.4)-(S2.6) the system of Equations
(S2.3)) can therefore be solved. Let D, = mg(ad Py + af P1), then we can express the rate for a g—active

to try to find a r-active as:

al"al?
afl = =2 (52.7)
J Dyr
Note that, by consistency
Dy = ﬁh(ag,lpo + Ollll,lpl) = TZ((X%)I:LPQ + Oélli,lpl) = Dy, (828)

To conclude, the consistency criteria given in Equation (S2.1)), that Dy, = Dy, together with the as-
sumption given in Equation (S2.4)-(S2.6) implies that we can write aff as a product:

qr _  qr, rq
aij = w;, wj R (829)
where
qr
al
wl = —=
Dy,
6
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S2.1 Proportionate Mixing with respect to activity degree

Proportionate mixing with respect to activity degree means that an individual has no preference regarding
which type, high or low-active, it has casual sex with. An individual chooses at random of the potential casual
sex attempts in the population. The fraction of potential high-active and low-active casual sex partners will
not only depend on the sizes of the two groups, but also the rates at which they try to find new casual sex
partners. If the sizes of the groups would be equal, someone trying to find a new casual sex partner would by
chance meet a high-active more often since the high-active try to find a new casual sex partner more often
than the low-active. Proportionate mixing then implies that the rate a low-active single has casual sex with
a high-active single will be

Oég_'Poﬂh

Ih I
agoPomh = ag. X

00 0Th 0- ; . : .
Oéé_Poﬂ'l + ozg_ Pymy, + aﬁ.le + Oé?_ Pymy,
i.e. the rate a low-active single has casual sex, times the proportion of all casual sex partners that are from
high-active singles. In terms of o we have that

”
qr _ Q- Q5.
ij = Qo X T h- I -
oy Pom + of Pomry, + o Pymy + o Prmy,

The expressmn for a7 can also be found by using that proportionate mixing implies that w!* = w!! and

w
with = wh! By dropping the second superscript and simply write w! and w’, yields that

T
all = w!

ij w.

]

This together with the system of equations (S2.2)) gives the above solution for a;.

S2.2 Complete assortativity

Complete assortativity in whom you choose to have casual sex with regarding activity-degree implies that
no casual sex occurs between high and low active: o = 0. With Equation 1) the system of Equations

ij
in can be written as

ag = (afs Po + agy Pr)m al = w(’{h( hh Py + w{LhPl)wh
O‘S (%OPO + ao1P1)7Tl @ afj, = wo (wo Py + i P)m
O‘? ( (élp0+allpl)7rh 04}11..: Wy ( ghp(]‘FW{LhPl)ﬂ'h
af. = (ol Py + ol Pr)m ol = Wi (Wl Py + Wl Py)m
with the solution
w'f"l" a:

\/CYE:P()’JTT + a{jPﬂrT

For example, the rate a high-active single finds new casual sex partners that also are high-active, but in a
partnership, becomes

h- h-
at. Pymy, . at Py
a(’;{leh = wghw{‘hleh = ozg X o L " = ag. X L -
ag. Pory, + o Pimy, of Py + of Py
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S2.3 Mixing determined by the proxy question

To obtain the different a?jr for the case of an assortativity between the proportionate mixing case and
complete assortativity, we use the 8 different " estimated from data via the proxy question (see Table
and Equation to get the 16 o}, i.e.

S3 Data and parameter estimates

We will here describe the data gathering, calibration of the model and the parameter estimates obtained
from the STI-clinic.

S3.1 Data description

The data used in this study was gathered at a gay-friendly STI-testing clinic in Stockholm, Sweden. Collec-
tion of data took place between February 2 and December 15, 2015. Participants first reported demographic
information and the total number of sex partners during the last 12 months, then the participants were asked
to fill in an app-based timeline follow-back (TLFB) questionnaire.

In the TLFB questionnaire participants were asked to mark up to 10 of their most recent sex partners
on a 12-month timeline. Participants did themselves label their partners into one of four partnership types:
1) casual unknown sex partner, 2) casual known sex partner, 3) regular sex partner (regular sex partner
but not a ’love’ relationship), and 4) main sex partner (a loving relationship, e.g. boyfriend/husband). For
casual sex partners, a partner was represented by a single point on the interactive timeline, and a steady sex
partner was represented by marking the start and end date of the relationship. For each sex partner on the
timeline the participants could report: the partnership type 1) to 4); age of partner; frequency of each sex
type (oral/anal; receptive/insertive); frequency of condom use; if the sex took place in Sweden or abroad;
drug use and transactions in connection to sex with each partner; and if the participant believed the sex
partner had other sex partners concurrently. This last question on concurrency is by us here referred to as
the proxy question (for activity-degree assortativity).

In total 403 participants completed the TLFB questionnaire, giving detailed information on 2112 different
sex partners. However, for a participant to be included in this study the total number of sex partners and
the proxy question need to be answered, as explained in the main manuscript, yielding the data-set of this
study consisting of 368 participants and 1903 partners.

S3.2 Scaling of the rate of finding a new casual sex partner

Participants reported their total number of sex partners during a year. The maximum number of sex partners
of a participant was 250. When dividing the population into a category of high-active (> 15 sex partners
a year) and one category low-active (< 15 sex partners a year), 124 (33.7%) participants are defined as
high-active and 244 (66.3%) are defined as low-active. The mean number of sex partners of high-actives is
33.21 (median 25, sd 32), and the mean number of low-actives is 5.96 (median 5, sd 3.2). The assumption
that only the number of casual sex partners is affected by activity-degree is supported by our data: the mean
number of steady partners for high-actives and low-actives is 1.37 and 1.39 respectively.

Additionally, the participants gave detailed information on their (up to) 10 most recent of these sex
partners. Participants reported what type of partner these 10 most recent sex partners were, either casual
or steady, and the timings of these partners on a timeline. As mentioned, a casual sex partner was reported
as a cross on the timeline representing the date of sex and a steady sex partner was given by the start date
and end date of the relationship. This timeline data is used to estimate, for example, the time until a new
casual sex partner. However, the timeline data only considers data on up to 10 casual sex partners, when
we in fact know that many participants have more than this. We therefore need to scale the rates of finding
a new casual sex partner according to the total number of partners reported by the participants.
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Figure S2: Distribution of steady sex partners of high-actives and low-actives, respectively.

The distribution of the number of steady sex partners of high-actives and low-actives are shown in Figure
as seen the distributions are similar. The mean number of steady sex partners per year of a high-active
is 1.37 (sd 1.38), from which we estimate that the mean number of casual sex partners is puj, = 31.84 (total
number - number of steady). The mean number of steady sex partners of a low-active is 1.39 (sd 1.15) and
the mean number of casual sex partners is therefore p; = 4.57. We use up, and p; to scale the rates of finding
casual sex partners, since the detailed data from where timings of casual sex partners was given only include
(up to) the 10 most recent sexual partners. In the detailed data, the mean number of casual sex partners is
5.35 for high-active individuals and 3.12 for low-active individuals. Hence the scaling factor will be u/5.35
for high-active individuals and p;/3.12 for low-active individuals.

Finally, participants reported to have (a mean value of) 1.4 sex acts with each casual sex partner.

S3.3 Time since last HI'V-test

In Table the time since the last HIV-test are shown, indicating that sexually high-active participants
test themselves more often than sexually low-active participants. The rate to successful ART-treatment is
denoted 7y and ~; for high-actives and low-actives, respectively. Calculating ML-estimates of the time since
the last HIV-test, assuming an exponential distribution, we find that the testing rate of a high-active is 2.349
higher than the testing rate of a low-active. We will further assume that the same relationship holds for the
time to successful ART-treatment, i.e. the rate of initiating successful ART-treatment for an infected high-
active is 2.349 times higher than the rate of initiating ART-treatment for an infected low-active. Therefore,
we fix 7, = 2.3497; such that we only need to vary one of the parameters.

S3.4 Distribution of parameters

The time durations in the model, such as the time until finding a new steady sex partner, are assumed to be
exponential and are hence specified by their rates. With this assumption we calculate a point estimate and
its standard error. In general, if we are looking at something occurring at an exponential rate, o say, then
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Table S2: Time since last HIV-test separated by degree of activity.

High (%) Low (%) by
< 6 mths ago 85 (68.5) | 121 (49.6) | 206
6 to 12 mths ago 20 (16.1) 54 (22.1) | T4
1 to 5 yrs ago 9 (7.3) 35 (14.3) | 44
> 5 yrs ago 0 (0) 11 (4.5) 11
No answer 10 (8.1) 14 (5.7) 24
Do not remember 0 (0) 2 (0.1) 2
> 124 (100) | 244 (100) | 368

the number of events N occurring during a time interval of length ¢ is Poisson distributed with parameter
at (N ~ Poisson(at)). Observing n events during a time ¢ leads to the ML-estimate & = n/t. The variance
of the estimate equal Var (&) = Var (N/t) = Var(N)/t> = «/t, which leads to a standard error of the
estimate of \/a/t.

For example, in calculating the estimate of the rate for a high-active in a steady partnership to find a
high-active casual sex partner, we do as follows: find the total time high-active individuals are in a steady
partnership (T}'), then find the number of casual sex partners that occur during that time that is with
someone that also is high-active (N") and multiply it with the scaling factor from Section (NP x e,

5.35
The point estimate is given by &t = (NJ" x £} /T{ and its standard error by s.e.(a}") = \/a" /T}.

For the number of occurrences of anal intercourses (Als) in a steady partnership, the participants reported
the number of acts during a 1-month period. Let m be the number of steady partners among all participants

and let a; denote the number of occurrences of Al with partner ¢ = 1,...,m. The estimated rate of Al, in
units of months, is
A= 2%1 @i _ D i i
Yol m
and the standard error is
“ A
s.e(N) = pg

In the data for casual sex partuners, it is recorded if a condom was used (1) or not used (0) during
receptive anal intercourse (RAI) and during insertive anal intercourse (IAI). To estimate the condom use
in casual contacts we use a Bernoulli assumption and calculate the mean condom use during RAI and IAI,
respectively. With a Bernoulli assumption we mean that, in each new casual sex act a condom is used with
a probability, p. say, independently of previous sex acts. Then the estimate p. is given by the mean number
times a condom was used. The standard error is given by

se(pe) = 2]
n

where n here is the number of observations, i.e. the number of casual sex partners where a binary response
on condom use was given.

For condom use with a steady sex partner, participants could choose from a five-degree scale on how often
a condom was used during RAI and during IAT: always (100%), often (75%), half of the times (50%), seldom
(25%), and never (0%). Here, the participants did themselves, in a sense, give the mean number of times
they used condom with a partner. Assume the data consist of m such steady partners with corresponding
responses (Y1, --.,Ym). The estimated condom use in steady partnerships, ps, is then the mean of the m
reported values on the five-degree scale, and the distribution of ps is approximated by the normal distribution

m

1
bs = — Z;yz- ~ N(ps, 7 /m).
=
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Table S3: Estimates of partnership and epidemic parameters.

Partnership parameters from data
Parameter Estimate S.E. Definition

o+2u | 1.344/year 0.070  Rate of ending steady partnership
pPo | 2.389/year 0.164 Rate of acquiring new steady partner
A* | 29.793/year 0.837 Rate of sex acts (Al) within steady partnership

ak. | 34.169/year 0.722
ah | 29.227/year  0.707
ab. | 5.490/year  0.221
&l | 3.729/year  0.168

aph | 25.809/year 0.628
apl | 8.360/year  0.357
ahh | 23.728/year  0.637
all | 5.499/year  0.307
afr | 3.338/year  0.172
all | 2.152/year  0.138
&t | 2.682/year  0.143
&t | 1.046/year  0.089

g4l | 51.9% 2.4%  Condom use steady partner RAI
g7 | 56.2% 2.3%  Condom use steady partner TAI
%RAIs | 49% - Percentage of steady RAI and IAI acts that are RAI
gl | 62.8% 2.5%  Condom use casual partner RAI
AT | 63.1% 2.6%  Condom use casual partner TAI
%RAI. | 52% - Percentage of casual RAI and IAI partners that are RAI

Note Al: anal intercourse; RAI: receptive anal intercourse; TAI: insertive anal intercourse

Where p; is the true expected value of the condom use in steady partnerships and 7 is the standard deviation
of the condom use. The estimate of 72 is ﬁ S (yi — ps)?. The standard error of the estimated condom
use with steady sex partners is then given by

LS (4 — H.)2
S.e.(f)s) = %/\/E — \/m—l Zz::n(yz ps) .

With the estimated condom use during RAI and during IAI, we calculated the overall mean condom
use by taking the weighted average of these two estimates. See Table for condom use estimates and the
proportion (weights) of sex acts that are RAT and IAI from these values we can calculate the overall condom
use for steady partners

qs = (" X BRAI, + ¢! M x %I AL, = 0.519 - 0.49 + 0.562 - 0.51 = 0.541,
and for casual sex partners

ge = ¢FM X BRAI. + ¢! M x BIAI, = 0.628 - 0.52 + 0.631 - 0.48 = 0.629.
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S3.5 Proxy of partners’ activity degree

For the 10 most recent sex partners the participants responded to detailed questions. One of the detailed
questions was what we referred to as the proxy question: 'Do you think that your sex partner had other sex
partners than you during the same time frame that he/she met you?’, with the possible answers

1. T know this person had sex with others
2. I think this person had sex with others
3. No, this person only had sex with me
4. T don’t know

The percentages of the answers to the proxy question are given in Table

Table S4: Distribution of proxy variable on partners’ activity degree. One of the questions
participants answered concerning their 10 most recent sex partners was whether they believed their partners
had other concurrent sex partners. We use this as a proxy for partners activity-degree, as shown in the
fourth and last column. With the help of a consistency criterion, Equation , we assigned the partners
of answer 4 as low-active.

Answer Of all partners | Of all casual part- | Proxy for part-
(n = 1903) ners (n = 1424) ner being

1. Yes 33.58% 32.65% High-active

2. Think so 33.63% 38.76% High-active

3. No 9.98% 3.30% Low-active

4. Don’t know | 22.81% 25.28% Low-active

If a participant answered either 1 or 2 for a partner, we will take this as a proxy for that the partner is
high-active. If a participant answered 3, we will use this as a proxy for that the partner is low-active. We
now need to decide what to do with the 25% of the partners that participants labelled as No. 4 on the proxy
question, the partners that participants did not know whether they had other sex partners.

In the total population, consistency requires that the the number of casual sex acts high-actives have with
low-actives needs to equal the number of casual sex acts low-actives have with high-actives. This criterion
can be written, in terms of rates, as (Equation (52.8))

Dy = Dyy,.

With this consistency we get help in determining how to assign the partners labelled as No. 4 on the proxy
question. If we simply remove these partners entirely, the left-hand side of Equation becomes 0.18 and
the right-hand side 1.93, very far from each other. Hence, to remove the partners of which the participants
do not know (No. 4) yields a too big inconsistency. If we instead assign all these partners as low-active,
we get that the left-hand side of Equation becomes 2.19 the right-hand side 1.93. This suggests that
many of the partners participants labelled as No. 4 should be categorised as low-active.

In Table we show (for the two choices of actions of answer No. 4 "I don’t know”), the proportion of
high-active individuals’ casual sex partners that will be with low-actives and with high-actives, respectively;
and the proportion of low-active individuals’ casual sex partners that will be with low-actives and with
high-actives, respectively. For example, if we assign all partners that participants labelled as No. 4 on the
proxy question as low-active, we find that 34.3% of low-active individuals’ casual sex partners will be with
low-actives, and 65.7% will be with high-actives.
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Table S5: Consequence of the two assignments of the partners of which participants do not
know if the partner did have other partners. The column named Removed means that the partners
of participants of which we do not know (answer 4 on the proxy question) were removed, and the column
As low-active means we assigned those partners as low-active. First, for the two assignments, we show the
proportion of low-active and high-active partners of participants who are low-active, then the same kind of
proportion but for participants who are high-active. Then we show the values of the right-hand side (Dyy,)
and left-hand side Dy, of the consistency criterion Equation

Action on ”Don’t know”
Proportion | Removed As low-active
low-low 0.067 0.343
low-high 0.933 0.657
high-low 0.021 0.220
high-high 0.979 0.780
Consistency
Dy, 1.9345 1.9345
Dy, 0.1825 2.19

S3.6 Final estimates of the rates of acquiring new casual sex partners

We will now show the final estimates of the rates of finding new casual sex partners, using the three different
mixing assumptions with respect to activity degree.

We found that the estimates for ozg; that utilises the proxy question could be written as Equation

qr _rq qr rq

0l — irre — Y% i %
17 7 1 - > qr qr )
J J l)qr ﬂd((yo.}%)ﬁ‘(ll.fﬁ)

where consistency requires that Dy, = Dy, (Equation ) needs to be fulfilled. Utilising Table we
found that assigning all partners that participants answered ”I don’t know” (answer No. 4) as low-active
on the proxy question yielded a value of 2.19 for the left-hand side and a value of 1.93 of the right-hand
side of Equation , i.e. similar but not equal. We choose to work with the left-hand side, setting
Dy = Dy, = 2.19 when estimating the different o}, which can be seen in Table To make the comparison
between the different mixing assumptions, we also use that Dy; = Dy, = 2.19 for all mixing assumptions. In
Table[S6] we show the estimates for proportionate and complete mixing under the assumption that Dy; = Dy,
where the values in parenthesis are the ones not requiring that Dy; = Dyy,.

To quantify the degree of assortativity (with respect to activity degree) as a value 6 between 0 and 1,
where 6§ = 0 means proportionate mixing and 8 = 1 means complete assortativity, we write

ol opy = (1= 0)at +0ad .

Where o} is the rate, disregarding partnership status, a g-active tries to find an r-active under proportionate
mixing and o under complete assortativity. These o, af, and af can be found by calculating the

proxy?
following quantity where 043; , 1,7 € 0,1 is taken from the corresponding mixing assumption,

qr __ qr p2 qr qr qr p2
oy = a1 P + (g + afg) PoPr + agy Fy -

Where P, is the proportion of the population without a steady sex partner and P; the proportion with a
steady sex partner. As examples, using table [S6] and the estimated value for Py = 0.36 and P, = 0.64, we
get

bl = 62.20 - P? + (72.44 + 72.44) Py P, + 84.10 - P¢ = 69.8,
afl = 80.13 - P? + (93.02 + 93.02) Py P, + 108.00 - P? = 89.7,
alh = 68.26- P} + (74.25 4 74.25) Py P, + 80.76 - PZ = 72.6.

proxy
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Table S6: Estimates of rate parameters of finding new casual sex partner (years). For the two
extreme cases, proportionate mixing and complete assortativity, we give in parenthesis the casual sex rate

~qT ~ATq

estimates not requiring that Dp; = Dj;,. Note that &j; = &3 and is therefore not explicitly presented.

Parameter | Proxy Prop Complete
akh | 68.26  62.20 (64.03)  80.13 (81.76)
ARt | 6.70 815 (8.17) -

Alh | 6.70 815 (8.17) -

At 114 1.06 (1.04) 4.81 (4.81)
ahlh | 74.25  72.44 (74.85)  93.02 (95.58)
ahl 1 834  11.99 (12.03) -

alh | 10.19  9.46 (9.55) -

ally | 235 1.57 (1.53) 7.08 (7.08)
ahlh | 80.76  84.10 (87.52) 108.00 (111.75)
apb 1 12.69  13.92 (14.06) -

&l | 12.69  13.92 (14.06) -

aly | 4.83  2.30 (2.26) 10.42 (10.42)

The value of § that corresponds to these values is 0.141. Doing the same kind of calculations but for o!

and o' yields the same 6.

h

Note that, there could exist disassortative with respect to activity-degree, however, we disregard from

this since it seems unlikely in our application.

14

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

yBuAdod Ag paloaloid 1senb Ag 20z ‘0T Mdy uo /wod* g uadolwq//:dny woij papeojumoq 0Z0Z Areniga- G Uo ZG8ee0-6T0Z-uadolwa/9eTT 0T st paysiignd 1sui :uado CINg


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open

S4 Finding the endemic prevalence, a deterministic approxima-
tion

Both the basic reproduction number and the endemic level can be obtained by using a deterministic ap-
proximation of the stochastic model. Assuming that the population is large, it is then enough to consider
expected values of the fraction of individuals that are susceptible, infectious, or recovered to obtain these
quantities. In the following section, we explain how we construct the compartments and give the differential
equations governed by the possible transitions within the network model. To find the endemic (or equilib-
rium) prevalence one needs to find the non-trivial steady state of the system of differential equations. The
trivial solution is that everyone is susceptible.

In Figure [ST] we showed the different infectious states an individual can be in; the four different infectious
states are susceptible S, acute infectious A, chronic infectious C, and treated (on ART-treatment) 7. We
further divide the population into different types, these types specify: if an individual is single or in a
partnership, if the individual is low-active or high-active in having casual sex partners, the infectious state
of the individual, and the partner’s infectious state. We will study the fraction of the population belonging
to each type, each individual will therefore contribute with 1/n to the type it belongs to.

The fraction of all individuals that are susceptible, single and r-active is denoted by Sj; the fraction of
all individuals that are single, r-active, and infectious in the acute stage is denoted by Ag; the fraction of
all individuals that are single, r-active, and infectious in the chronic stage is denoted by C{; and recovered
singles (on ART-treatment) that are r-active is denoted by T{.

Let X = {S,A,C,T} be the set of possible states not including PrEP, let Xp = {SP, AP, CP} be the
possible states when being on PrEP, and let D = {l, h} be the set of possible activity degrees with regards
to the casual contacts. Furthermore, let X{? denote the fraction of individuals that are r-active of type
X € X U Xp, with a g-active partner of type Y € X U Xp. Note that, this counts each individual in the
fraction X7, not each pair. E.g. Sg is the fraction of all individuals that are susceptible r-active and in a
partnership with a g-active susceptible. The reason for taking this individual-based perspective is that the
data is individual based. Moreover, the individual-based perspective makes it simpler to extend the model
by allowing for more than one steady partner at a time in future work.

Disregarding the use of PrEP, there are in total 8 different single types and 64 types of partnerships
(hence 72 equations). Some of these types’ fraction must by consistency be equal, namely

e the 4 equations X% = X? where X € X

e the 12 equations X" = S where X € {A4,C,T} and ¢,r € D,
e the 8 equations X4 = A" where X € {C,T} and ¢,7 € D,

e the 4 equations T2" = C}! where ¢,7 € D,

which reduces the number of equations to 44.

Including the use of PrEP for high-actives creates: 3 more single types (denoted SPY, AP, and CP});
48 partnership types between one participant on PrEP and one not on PrEP; and 9 partnership types where
both participants in the steady partnership are on PrEP. Hence, introducing PrEP increases the number of
types by 60; however, some of the PrEP types’ fraction must also by consistency be equal

e the 8 equations ng}) = SP)}?I where X € X and q € D,

e the 8 equations X%, = AP;q where X € X and g € D,

the 8 equations X&', = C P! where X € X and ¢ € D,

SPll = APL,

SPl, = CPIb,

APlh, = CPhb,
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Introducing PrEP increases the number of equations needed to be specified by 33, from 44 to 77.

There are some additional facts that will reduce the number of equations. Recall that the fraction without
a steady partner is denoted Py, the fraction with a steady partner is denoted P, and the fraction high-active
individuals and low-active individuals in the population are denoted 7, and m;, respectively. The following
two constrains concerning singles must hold:

mPy = Sy + AL+ Ch + T,
TPy = St + SPl + Al + APY + Cl + CP} + T} (S4.1)

The following three constrains for individuals in steady partnerships must hold. (I) The fraction of the
population that is low-active in a steady partnership with a low-active is

TPy = 5§ + i + S& + SF
+ AL A% - AL AY
+ 08+l 4 ol
+ T8¢+ T + TE 4 T
P
XeXyex

That is, we sum over all possible states X € X, the first low-active individual in the relationship can have,
and over all possible states that Y € X, the second low-active individual in the relationship can have. (II)
The fraction of the population that is low-active in a steady partnership with a high-active is

mmnPL = S+ 5% + S¢& + 97 + S¢p + SU'p + S¢ip
+ A + A+ AL+ AP+ Al + Al + Al
+ 08+ Cf + CZ + CF' + Cdp + Clfp + Clip
+ T +TH + T8 + T + T8 + Thp + Top
-y (x W)
XeX \Yexuxp

here we sum over all possible states X € X, the first low-active individual in the relationship can have, and
over all possible states that Y € X U Xp, the second high-active individual in the relationship can have.
The difference from the previous sum is that a high-active individual can be on PrEP. The fraction of the
population that is high-active in a steady partnership with a low-active (which is the same as fraction low
with high above) is

TP = Z (Z X{il>.

XeXUXp \Yex

(IIT) The fraction of the population that is high-active in a steady partnership with a high-active is

mPi= > ( > X{;h).

XeXuXp YeXxXuXp

This leads to that we can reduce the number of equations further, from 77 to 72.

Before we show the system of differential equations that describe our model, we define some quantities
that will improve readability. Let us write the fraction of the population that is r-active susceptible in a
partnership as S7 (where 1 refer to having a steady partner),

ST = S 4+ ST + Sghs + ST 4+ ST+ SEh 4 S5+ ST 4 ST+ SE + ST
= SEb + Silp + Stp + Y S5 + S+ S¢ + 57

qeD
=) S¥+ YD SE

XeXp XeX qeD
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Similarly, we write the fraction r-active acute infectious individuals in a partnership as A7,
G- Y A Y YAy
XeXp X€X qeD
the fraction r-active chronic infectious individuals in a partnership as C7,
G- Y e Y Yoy
XeXp XeX qgeD
and the fraction r-active diagnosed and on ART-treatment in a partnership as 77,
ZED LT ) 32
XeXp XeX qeD

For the PrEP states we have

SPh= 3" sPih+ 3" N spy,

XEXp XeX qgeD

AP = 3T AR Y ARy
XeXp XeX qgeD

CPl= > CPY+ Y > cpry.
XeXp XeX qeD

Remember that the transmission probability in one sex act in the acute stage is denoted by p4 and in the
chronic stage by pc. An r-active individual who is single, susceptible, and not on PrEP acquire infection at
rate

B5 = ags (pa(A§ + ARY) + po(Cy + CPY))
+agt (pa(A} + APP) + po(CY + CP))
+afh(padh + pcCP)
+agi (paAL + pcCh).

Similarly, an r-active susceptible not on PrEP with a steady partner acquire infection via casual sex at rate

Br = aig (pa(4g + AP) +pe(Cy + CFy))
+ai (pa(A} + APl + po(CY + CP))
+aih(pady + poCy)
+aft (padl + poCh).
Introducing PrEP will make some susceptible less likely to acquire infection, let us denote the reduction by
¢. Assuming a susceptible is protected by 86% by PrEP yields a value of ( =1 —0.86 = 0.14. A high-active
susceptible that is single and on PrEP will acquire infection via casual sex at rate ¢35.
The model can now be described by a set of 72 differential equations. We will begin by specifying all

single state equations, followed by the different partnership state equations. We remind the reader of the
parameter definitions that can be found in Table

S4.1 Single states

For high-active susceptible singles not on PrEP we have that

High-active single starts PrEP,

Birth of dies or enter partnership
dSh high-active
0 _ h h h gh
@ M (0 + 1) S - (E+p+pR)Sy -  BySo
—_————
Separation of high-active High-active single
from a partner acquire infection
17
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For the other single states, we have

dif& — €S+ (0 + W)SPE — (1 + pPy)SPY — CAhSPE,
% = (0 + AT — (i + 9 + 00 + pPo) Aj + By Sy,

dﬁfgl = (0 + p)AP! — (n+vp + 04 + pPy) AP + ¢BLSPL,
% = (0 + WO + 8 AG — ( + 7 + pPo)Cy,

dc;fél = (0 + p)CP + 6,AP} — (u+vp + pPo)CP}.

Due to constrain (S4.1)), the fraction of the population that is high-active on ART-treatment is equal to
T¢ = mpPy — (Si + SP + Al + AP} + Cf + CP}) .

In a similar way we get the equations for a low-active single. Note that a low-active never starts to use
PrEP; however, we could switch which activity-group is targeted for the intervention.

dsS}

0 — i+ (0 + 1SS — (u+ pPo)Sh — LSS,
dAé 1 l L gl
— = (o w1 = (p+ 70+ Ga + pPo) Ay + BoSo,
dC} l l !
== (0 + u)Ci + 8a Ay — (1 +vh + pPo)Cy.

And the fraction low-active on ART-treatment is equal to Ty = m Py — (S + Ah + C}).

S4.2 Partnership states

We will specify the partnership state equations in the following order: first all possible combinations of
a susceptible not on PrEP, Sg, Sa, Sc, St, Ssp, Sap, Scp; then all possible combinations of an acute
infectious individual not on PrEP that has not previously been specified, As, Ac, A1, Asp, Aap, Acp;
then all possible combinations of a chronic infectious individual not on PrEP that has not previously been
specified, Cq, Cr, Csp, Cap, Ccp; then the treated individuals not previously specified, T, Tsp, Tap,
Top. Then we specify the partnership type equations of individuals on PrEP: for a susceptible on PrEP,
SPsp, SPap, SPcp; for an acute infectious on PrEP, AP4p, APcp; and finally for a chronic infectious on
PrEP, CP¢cp.

S4.2.1 Susceptible not on PrEP

For susceptible individuals not on PrEP in a partnership with another susceptible not on PrEP we have that

dsgh h)2 hh h ohh
at =p(Sp)” — (26 + 0 +2u)Sg" — 267 S5",
sy hal hi h 1\ ohl
7t = pSy Sy — (€ + 0 +2u)Ss — (B + B1)Ss,
d 1

s = p(s)” — (o 20)5% — 28},

where SU = Sh!.
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For susceptible individuals not on PrEP in a partnership with an acute infectious individual not on PrEP

dShh

d? = pSHAY + BISE" — (€4 A\pa + 0+ + 0 +2u)SHY — BESHE,
dsy! h gl 1 qhl hi h qhl
= pSy Ay + B1S8 — (€4 Apa +0q + 7+ 0 +2u)Sh — BLSY,
sy 1 Ah h Glh 1h I glh

5 = pSoAG + 1SS — (Apa + dg +yn + 0+ 2u) Sy — 1S4,

S} 14l 1 qll u ! qll

W = pSOAO + ﬁlSS - ()\pA + 6& + ’Yl + o + 2/’[’)514 - ﬂ15A~

Note that Ag' = ST

For susceptible individuals not on PrEP in a partnership with a chronic infectious individual not on PrEP

ds¢t

7~ = pSECo +0a54" — (€ + Ao+ + o +21) S - By S
ds¢! h hl hl _ ghghl
% = pSeCH+6aS% — (E4+ Mpe + v+ 0 +2u)SE — BESY,
ds¢t 1 ~h Ih h _ plqlh
= = pSCy + 0aSA" — (Apc +vn + 0 +20)Sc" — B1S¢,

dSg 1l 1l U _ gl qll

- = pSeCo + 0S4 — (Apc + v+ 0 +2u)Sc — B1S¢.

And additionally, C'g? = SE.
For susceptible individuals not on PrEP in a partnership with an individual on ART-treatment

dShh
o = P9 To + (9" + S&") + vp(Shp + Sp) — (€4 0+ 2) S - B ST,
dsy! el hl hl hi h ahl
T pSo Ty +7(Sy +S&) — (§+ 0 +2p)Sy — By ST,
dslh
— = PSOT5 + n(SE + SE) +p(Sip + SCp) — (0 +2)S7 — BIST,
dsy 1l 1 1 1 1 all
i pSoTo +7(Sx + S¢) — (0 +2u) Sy — 157

We also have that Tg? = ST
For susceptible individuals not on PrEP with a steady susceptible partner on PrEP we have

dShh
= = pSPYSG +€85" — (€+ 0 +21) S5k — (Bl +CBL) S5,
dSgp hal Ih ih ! hy alh
P PSPy Sy +&Sg" — (0 +2u)Sgp — (81 + CB1)Ssp-

Note that SPI = Sih and SPh = Sl
For susceptible individuals not on PrEP in a partnership with an acute infectious individual on PrEP

dShh
AL — pSYARY + (B Sk — (§+ Apa+ 0+ p + 0+ 21) S — B S,
dSlh

d’:P = pSHAPY + CB1SHYy — (A\pa + 64 +vp + 0 +2u) S — BLST.

Note that APA = Sk and APE = S',..
For susceptible individuals not on PrEP in a partnership with a chronic infectious individual on PrEP

dshh

" = PSaCRY + Sk — (€4 Apo + 9P + 0 + 21)S¢lp — BT S

dS¢'p L1 ph Ih Ih ! qlh
o pSoCPy + 0aSap — (Apc +vp + 0 +21)Sc'p — B1SCp-
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Note that C P = SA and CPA = SUp.

S4.2.2 Acute infectious individuals not on PrEP

For acute infectious individuals not on PrEP in a partnership with another acute infectious not on PrEP we
have

dAhh
A —p (AD)? = (0 + 2+ 29 + 26.) AR + 2 (\pa + BL) S,
dAl b4l hl hy ohl I\ Akl
pT pAGAg — (0 + 2+ vn + v+ 20a) A% + (Apa + B1)S4 + (Apa + B1)As,
dAfﬁ 1)2 1 1\ qll
= p (AL)" = (04 2u + 29 +20,) A% + 2 (Apa + B1) S4.

where additionally A% = ARl
For acute infectious individuals in a partnership with a chronic infectious individual

hh
dgtc = PALCE + 6, AN — (0 + 20 + 2, + 62) A" + (Ape + B1) SE,
dA’Cl’l h ol hl hl h hl
S = PAGCH + G Al — (0 + 2+ + 1+ 8a)AY + (pe + B7) SE,
dAg’L L ~h lh lh l Lh
pT pAGCY + 0o AN — (0 + 2p +yn + Y+ 6a) A + ()\pc + 51) S¢,
1]
d% = pALCH + 6, A% — (0 + 20+ 2y + 0a) AL + (Apc + BL) SE.

Note that C77 = AL
For acute infectious individuals in a partnership with an individual on ART-treatment

d AL
T = PACTY + (A" + ARY) + e (Al + Alp) = (v + 0 + 2+ 02) A7 + By S7"
dAhl
U AT + (A + ) — o+ -+ 20+ 54+ LS
dA% ! h Ih Ih Ih Ih Ih ! alh
T pATY +n(Ag + AY) +vp(Acp + AWp) — (M + 0 + 2u + 0a) AT + B1ST,
dA”
A pAYTS (Al AL) = (o + 2+ ) A+ LS

Also, T = AT
For acute infectious individuals not on PrEP in a partnership with a susceptible individual on PrEP

dAhh

0= PAGSE] + €AY + BSEp — (CApa + 0+ + 0 + 2) Al — (B ALY,
dAlh
— 3 = pAGSPY + €AY + B1SEp — ((Wpa + 8o+ + 0+ 2pu) Al — (BT AL

Note that SPih = Al and SPh = Al
For acute infectious individuals not on PrEP in a partnership with an acute infectious individual on PrEP

dAhh

= pAGAR] = (0 + 25+ + 7P + 202) Al + (\pa + B1)SHp + (Cpa + (BT A,
dAlh

T = pAGARY — (o + 2+ 0+ vp + 260) Alp + (Apa+ B1)SHp + (Chpa + (B1) Ay
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Note that AP} = AL, and APH = Al
For acute infectious individuals not on PrEP in a partnership with a chronic infectious individual on
PrEP

dAhh

—F = pAGOPY + 8u Alfp — (0 + 20+ 0 + 7P + 0a) ALl + (e + B1)SEp,

dAlC"lP l h lh Lh I\ Qlh
dt = pAOCPO + (SG«AAP — (U + 2,LL + Yi + e + 6a)ACP + ()\pC + ﬁI)SCP

Note that CPhh = Akl and CPY = A,

S4.2.3 Chronic infectious not on PrEP

For an individual with a chronic infection not on PrEP in a steady partnership with another individual with
a chronic infection

ngh h 2 hh hh hh
dt =p(C5)" +0a(AL + CK") — (04 2u + 27,)CH,
dcy hil hl hl Rl
at = pCyCy + da(Ag + CF) — (0 +2p+yn +1)CE
dclcl‘ 1\2 1 i 1
a P (Co)” +0a(AC + C4) — (0 + 2 + 2m)Co

where C' = O}
For an individual with a chronic infection not on PrEP in a steady partnership with an individual under
ART-treatment

dchh
at = pCyTy + 0 AP +(CR" + CE) +vp(CHp + C8b) — (0 + 20+ 1) CFY,
dChl
—F = PCo Ty + 8 AY +(CH + C&) = (o + 2u+3m)CF
dcy! L Ih th lh lh lh
= PGl + 8a AT + W (C + CE) +vp(Clh'p + Clip) = (0 + 21 + 1) CFf
dC} 1l u u u 1
el pCoTy + 6o A + y(C4 + C&) — (0 + 2u + 1) Cr.

where T? = C.
For an individual with a chronic infection not on PrEP in a partnership with a susceptible individual on
PrEP

dChh

2B = pCy 8Py +£CE" + 3 ALp — (Chpo +  + 0+ 21)Cel — (BT
dClh
— 5 = pCOSFY + £CF + 8aAGp — (Owe + 7 + 0 + 2u)C8p — (B CEp

And additionally SPA" = Ci and SPA = CU..
For an individual with a chronic infection not on PrEP in a partnership with an acute infectious individual
on PrEP

dchh
8 = pCYAPY + 0, AR — (0 + 25+ + 7P + 0)Chp + (Chpe + (BT O,
dclh

d?P = pCLAPY + 6, A — (0 + 2u+ 71 + vp + 6)C4p + ((Ape + CBT)CHy

Note that APA = OB and APE = CY,
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For an individual with a chronic infection not on PrEP in a partnership with a chronic infectious individual
on PrEP

dchh,
df = pChCPl 4 5,(AM + CHL) — (0 + 21 + i + vp)CEL,
dcglP l h lh Lh Lh
it pCoCFy +0a(Acp + Calp) — (0 + 21+ v+ vp)CCp.

where C’Pgh = C’gf}g and CPM = C'ZC{IP

S4.2.4 Treated individual

For an individual under ART-treatment in a steady partnership with another individual under ART-treatment
we have

dThh

o = P9 + (A7 + Cp" + TR + TE") + yp(APE" + CPp" + Tip + T2p) — (0 + 2u)T7",
dThl

S = T+ (A + CF) + (TR + TE) + 1p(APE + CPY) = (o + 20) T

dTll

— = P + (A7 + Cp) + (T4 + T¢) — (0 + 2T

where TH = T,
For treated individuals in a partnership with a susceptible individual on PrEP

dTin

5 = pTy S + €T5" + y(Ap + Csp) + 7p(APsp + CPgp) — (0 + 21)Tsp — (B Tsp,
dTgp Lo ph Lh lh Ih hp

7 PTRSPy + ETS + m(Adp + Cdp) — (0 + 2u)T8p — (AT

We also have that SP" = Th and SPR = Tl
For treated individuals in a partnership with an acute infectious individual on PrEP

dThh

b _ T ARY 4 Cll + AY) 4 2 (APY + CPLR) = (o -+ o+ 2+ 5,4 + CATED
dTls ! s ph Ih Ih hep

a = pT{AP} +vi(Cp + Allp) — (vp + 0 + 2p + 0)THp + (BITY

Also, APE® — T and APAL — Tih, .
For treated individuals in a partnership with a chronic infectious individual on PrEP

dThh

- = PTECRY + 8aThp + (A + CEp) + 1p(APER + CPEp) = (0 4 21+ 7p) TEp,
ATy L ph Ih Ih Ih Ih

T PToCFy 4 0aTap +(Acp + Cc'p) — (0 + 21+ vpP)TEp.

where C Pt = TEh, and CPR = TU,.

S4.2.5 Individuals on PrEP

For susceptible individuals on PrEP with a steady partner on PrEP we have

dSPgp hy2 hh hh
Ta p(SPy)? + 26SPE" — (0 + 2u)SPLp — 2041 PR,
dSPhh, hh
T:PSP APY + ESHp + CBISPEE — (CApa + 60 + P + 0 + 2u)SPLB — (BT SPLD,
dSPlp hh h ¢ phh
—CE — pSPLCPY +ESHy + 6. SPhb — (Cpo +p + 0 + 2)SPED — CBIS P}
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Note that APgh = SP} and that C’Pgh = S’Pg}j).
For acute infectious individuals on PrEP in a steady partnership with an individual on PrEP

dAPh
= p(AP))? = (0 + 2+ 2yp + 20a) AP + 2(CApa + CBY) APS,

dAPYp ht ph hh hh hy g phh
o pAPYCFy + 0o APjp — (0 + 21+ 29p + 64) APGP + (CApc + (BY)SPGp.

Note that CPhh = APkR,.
And very much finally, for an individual with a chronic infection on PrEP in a partnership with a chronic
infectious individual on PrEP we have

dCPEh,

T p(CPM? + 5,(APER + CPIL) — (0 + 2u + 2vp)CPER.
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S5 Additional results

We will in this Section go through some additional results mentioned in the main manuscript.

S5.1 Not distinguishing individuals according to activity degree

Here we examine what happens if we do not divide the population according to active-degree but assume
that everyone behaves in the same way regarding the number of casual sex partners and regarding the rate
to ART-treatment. For the case when no one yet is on PrEP, we find that Ry = 1 when the mean time to
successful ART-treatment is 3.28 years. A prevalence of 5% is obtained for a mean time to ART-treatment
of 3.57 years. In Figure we show the effect of introducing PrEP in this model without high-actives and
low-actives. We see that the PrEP coverage in such a population would need to exceed 5% to reach a
prevalence close to 0 (in contrast to 3.5% as in the model where we have two activity degrees).

[T9)
D_,
o
<
O_,
o
)
o 3
i‘,.C)
g
N
Q2 o
n o
-
O‘—
o
o
O_,
o

T T T T T I
0% 1% 2% 3% 4% 5%

Percentage of population on PrEP

Figure S3: Effect of introducing PrEP in a population that is not separated according to activity degree,
but where everyone is assumed to behave the same with regards of finding new casual sex partners.

S5.2 Not including the different infectious stages acute and chronic

In Figure 2b) in the main text, we saw that the reduction in susceptibility due to PrEP had a larger effect
in reducing the prevalence than the increased testing rate of those on PrEP. The transmission probability of
HIV is much higher in the acute infectious phase, the first 3 months following infection, than in the chronic
phase. The reason for the lesser effect of an increased testing rate could be that it misses a large proportion
of the acute stage.

To help verify that this is the case, we modified the model to not make a distinction between the acute
and chronic stage; to only include one transmission probability during the whole infectious lifetime of an
infected individual. We calibrate this transmission probability so that when no one is on PrEP, and the
mean time to successful ART-treatment is 1.77 years for high-actives, the prevalence is equal to 5%. This is
done to match the set-up of the analysis in Figure 2b). The transmission probability is then 0.0208 for the
whole infectious time, instead of 0.1301 for the acute stage and 0.0098 for the chronic stage.

In Figure [S4]it is seen that when only one infectious stage is included, the increased testing and diagnosis
rate has as equally big impact on the reduction of the prevalence as the reduced susceptibility of PrEP.
This implies that the lesser effect of the increased testing rate, that we found in Figure 2b) in the main
manuscript, can be assigned to it missing the 3 month long acute stage. Because, when we in this analysis
distributed the increased transmission probability of the acute stage over an infected individual’s lifetime,
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an increased testing rate got a bigger effect in reducing the prevalence than when we separated the infectious
stages.

8 - — Baseline
o
o. Only protective
7 effect of PrEP
Only increased
o 8 !
o 9 testing rate
c o
o)
g |
g
o o
Q —
o
o
O_ -
o

T T T T T T T I
0% 05% 1% 15% 2% 25% 3% 3.5%

Percentage of population on PrEP

Figure S4: Same set up as corresponding figure in main text, Figure 2b), but with no distinction between
the acute and chronic stage but only one infectious stage with one transmission probability.

S5.3 Range of 95% CRI

In Figure 1b) in the main manuscript we show the 95% credibility intervals of the estimated prevalence for all
three mixing assumptions. This was done for different mean times to ART-treatment to obtain the credibility
bands as in Figure [Shal Since it can be somewhat hard to compare the widths of said intervals in Figure
1b) and Figure we additionally calculated the range of each credibility intervals and show the boxplot
of these values in Figure From Figure it is seen that using the complete assortativity assumption
regarding activity-degree has most narrow 95% credibility intervals. Moreover, the fitted assortativity has
more narrow credibility intervals than the proportionate mixing assumption.

S5.4 Effect of different PrEP effectiveness in reducing susceptibility

In the introduction of the main manuscript we gave the estimated reduction of susceptibility of PrEP: 86%
with a 95% confidence interval of 40 - 98% [S5]. To investigate the effect of this variability, we analysed the
effect of introducing PrEP among high-active individuals with a 40% PrEP effectiveness, and then with a
98% PrEP effectiveness. The results can be seen in Figure We see that, using the much less effective
value of 40% instead of 86%, to reach an endemic prevalence close to 0 increases the needed PrEP coverage
from 3.5% of the population (10.4% of all high-actives) to 4.4% of the population (13.1% of all high-actives).

S5.5 Effect of giving PrEP to low-actives instead of high-actives

In our analysis we mainly focus on the effect of high-active individuals accepting PrEP. If we instead want to
determine the effect of targeting low-actives for PrEP, we could just reverse which activity-group is allowed
to start taking PrEP. Here, we also show the results for when only low-actives are offered PrEP. As we
can see from Figure a much higher coverage (35%) is needed to reach the same long-term prevalence
reduction compared to if high-actives were offered PrEP (3.5%) (Figure 2a in the main manuscript).
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48 Figure S5: The width of the estimated 95% credibility intervals. (a) depicts the credibility bands from which
49 we calculated the range of the credibility intervals, summarised as boxplots in (b).
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Figure S6: Endemic prevalence for different PrEP coverages and effectiveness.
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Figure S7: Effect of giving PrEP to low-actives instead of high-actives.
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S5.6 PrEP coverage for alternative transmission probabilities

The transmission probabilities for unprotected receptive anal intercourse (URAI) during the acute and
chronic stage are taken from the literature [S6] (0.1835 and 0.0138, respectively). To get the transmission
probabilities during unprotected insertive anal intercourse (UIAI), we use an estimate of the relationship
between the transmission probability between URAT and UTAI The transmission probability for URAI is 2.39
times larger than the transmission probability for UTATI [S7]. Assuming equally many insertive as receptive
acts, the transmission probability during the acute stage was set to

pa = 0.1835 x 0.5 + 0.1835 x 0.5/2.39 = 0.1301,
and during the chronic stage
pc = 0.0138 x 0.5+ 0.0138 x 0.5/2.39 = 0.0098.

We now want to study how robust our conclusion concerning PrEP coverage, to achieve an endemic
prevalence close to 0%, is. We do this by altering the two transmission probabilities by setting them to
50% — 150% of their estimated values. For example: with 50% of the transmission probabilities, we have
that p4 = 0.0651 and pc = 0.0049; with 150% of the transmission probabilities, we have that p4 = 0.1952
and po = 0.0147. With given transmission probabilities p4 and p¢e, we find the mean time to ART-treatment
corresponding to a prevalence of 5%. The given mean time to ART-treatment are for high-actives, for low-
actives it is 2.35 times larger. With the different set-ups generating a prevalence of 5%, PrEP is introduced
to high-active individuals. In Table [S7] we show the different set-ups and the PrEP coverage needed to get
an endemic prevalence close to 0. Additionally, we alter the two transmission probabilities one at a time in
Table [S§ and Table [S9} In Table [S§ we vary pa but let pc stay fixed at 0.0098. In Table [S9 we vary pc but
let pa stay fixed at 0.1301. We conclude by noting that the results are almost invariant to which set-up is
used.

Table S7: Robustness of the PrEP coverage to obtain a long-term prevalence close to 0: al-
teration of ps and pc. Assuming no one is on PrEP, we first find other combinations than the one used
in the main manuscript of the transmission probabilities and mean time to ART-treatment for high-actives
that generates a prevalence of 5%. With these different scenarios that generates a prevalence of 5%, we then
study the needed PrEP coverage to obtain a long-term prevalence close to 0.

% of transmission probabilities p4 = 0.1301 and pc = 0.0098
50% 60% 70% 80% 90% 100% 110% 120% 130% 140% 150%

Time to ART-

5.38 4.10 3.23 2.60 2.13 1.77 1.48 1.25 1.07 0.92 0.80
treatment

PrEP coverage for

342% 3.43% 3.44% 3.47% 3.49% 3.52% 3.55% 3.58% 3.61% 3.65% 3.68%
0 prevalence

Table S8: Robustness of the PrEP coverage to obtain a long-term prevalence close to 0: alter-
ation of p4. Same procedure as in Table but only the transmission probability in the acute stage is
altered. The transmission probability in the chronic stage is remained fixed at pc = 0.0098.

% of transmission probabilities p4 = 0.1301.
50% 60% 70% 80% 90% 100% 110% 120% 130% 140% 150%

Time to ART-

2.76 2.55 2.35 2.15 1.96 1.77 1.59 1.42 1.26 1.12 0.98
treatment

PrEP coverage for

3.44% 3.45% 3.46% 3.48% 3.50% 3.52% 3.55% 3.58% 3.61% 3.64% 3.67%
0 prevalence
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Table S9: Robustness of the PrEP coverage to obtain a long-term prevalence close to 0: alter-
ation of pc. Same procedure as in Table[S7, but only the transmission probability in the chronic stage is
altered. The transmission probability in the acute stage is remained fixed at p4 = 0.1301.

% of transmission probabilities pc = 0.0098.
50% 60% 70% 80% 90% 100% 110% 120% 130% 140% 150%

Time to ART-

3.14 2.68 2.36 2.11 1.92 1.77 1.64 1.54 1.45 1.37 1.30
treatment

PrEP coverage for
0 prevalence

3.5% 3.5% 351% 3.51% 3.52% 3.52% 3.53% 3.53% 3.53% 3.54% 3.54%

S5.7 Short-term effect of different PrEP strategies

In our model, we assume that a sexually high-active start using PrEP at rate £&. We then determine the
lowest possible rate £ that yields an equilibrium prevalence of 0% and calculate which PrEP coverage this
corresponds to. The lowest PrEP coverage that eventually results in a 0% HIV prevalence is 3.5% of the
population. This ’eventually’ is a very long time in the future—it would take centuries. If no new HIV cases
would occur, it would still take many years before the prevalence reaches 0%; the HIV prevalence would not
reach 0% until the last person with HIV dies. However, HIV will effectively disappear when no new infections
occur. Remember that, in our model we assume that diagnosis and the beginning of ART-treatment is the
same as being uninfectious, and consequently, only individuals with undiagnosed HIV can transmit the
infection. Hence, we will here study not only the prevalence but also the percentage undiagnosed HIV cases
for different PrEP initiation rates, &.

In what follows, we will look at different rates &, where all rates result in an HIV prevalence of 0% in
the equilibrium steady state. The lowest £ we look at will therefore corresponds to an equilibrium PrEP
coverage of 3.5% of the population (= 10% of high-actives). As a starting point, before any high-active
accepts PrEP, the prevalence is set to 5% and the percentage undiagnosed HIV cases to 0.21% (the model
with € = 0 calibrated to data). In the left panel of Figure we show the HIV prevalence (%) at different
PrEP initiation rates, £, for 50 years after the beginning of a PrEP implementation programme. In the
middle panel of Figure we show the percentage of individuals that are infectious and undiagnosed. In
the right panel of we show the corresponding percentages of the population that are on PrEP for 50
years after the beginning of the PrEP programme. For the lowest rate £ that results in an equilibrium HIV
prevalence of 0%, we see that after 50 years the PrEP coverage has only had time to reach 2%, but the
percentage undiagnosed has more than halved, and the prevalence has dropped from 5% to almost 4%. This
can be compared to the scenario with a ¢ that results in an equilibrium PrEP coverage of 11%. Then the
PrEP coverage has reached a bit over 7% after 50 years, and the percentage undiagnosed HIV cases is only
1/20 of its value before the initiation of a PrEP programme (from 0.21% to 0.01%).

In Figure [S9| we study, in more detail, the effects of different PrEP scenarios 10 and 20 years after their
initiation. We look at both the prevalence and the percentage undiagnosed HIV cases. After 10 years, if the
PrEP coverage has reached 5% (15% of all high-actives), the percentage undiagnosed HIV cases is reduced
from 0.21% to 0.14%. Looking at 20 years after a PrEP programmes initiation and where the PrEP coverage
has reached 5%, the percentage undiagnosed HIV cases is reduced to the low level of 0.04%. If the PrEP
coverage on the other hand has reached almost all high-actives after 10 years, that is 30% of the population,
then the percentage undiagnosed HIV cases is reduced to 0.03%. The same percentage of coverage after
20 years yields a percentage of 0.004% infectious and undiagnosed HIV cases; that is, almost no new HIV
infections occur.
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S5.8 Allowing individuals to change activity-group

The conclusions of the PrEP coverage needed to eventually eliminate HIV from the community (an equilib-
rium HIV prevalence of 0%) does not vary much if participants are allowed to switch activity-group.

We further extended our main model to ascertain the effect of allowing high-active individuals to become
low-active and allowing low-active individuals to become high-active. The fraction high-active and the frac-
tion low-active in the population were held constant during this analysis. This was achieved by introducing
a parameter v governing the switching, then letting 7, be the rate for one low-active to change to being
high-active and letting ;v be the rate for one high-active to change to being low-active. The number of low-
active MSM in the population is nm; and the number of high-active MSM is nm,. Therefore, the total rate
for low-actives to switch will be nmm,r and the total rate for high-actives to switch will be nm,mv. Hence,
the fractions being high-active and low-active will fluctuate around the values 7, and ;. If a high-active on
PrEP switch to low-active we additionally assume that this individual stops taking PrEP.

We tested different switching rates v = 0, 0.01, 0.1, 0.2, 0.5, 0.75, 1. If, for example, v = 0.1 then one
randomly chosen individual will switch on average every tenth year and if v = 0.5 then one randomly chosen
individual will switch on average every second year. The case when v = 0 corresponds to no switching.
For each scenario we calibrate the mean time until ART-treatment so that without anyone on PrEP the
prevalence is 5%. As before, the given mean time to ART-treatment is for high-actives, for low-actives it is
2.35 times larger. The results can be seen in Table from there we see that the PrEP coverage needed to
eventually eliminate HIV from the community is not that different between the scenarios, it varies between
~ 2.5% to = 3.5% of the total population. However, when people on PrEP are allowed to become low-active
and thereby stop taking PrEP a higher PrEP-initiation rate is needed to obtain a certain PrEP coverage.

In Table we instead show the PrEP coverage needed when low-actives are targeted. We see the
same tendency in which scenarios that easiest eliminate HIV as in Table We also find the same kind
of conclusion as in the main text—targeting high-actives for PrEP is much more effective than targeting
low-actives.

Table S10: HIV prevalence (%) for different switching scenarios and PrEP coverages.

v=0|rv=001|v=01|v=02|v=05|v=07|v=1
Time to ART | 1.770 | 1.731 1.697 1.707 1.744 1.770 1.793
PrEP coverage
1% | 3.589 | 3.364 2.917 2.859 2.856 2.880 2.904

2% | 2.172 | 1.718 0.836 0.716 0.715 0.761 0.806

2.5% | 1.459 | 0.891 0.0002 | 0.0007 | 0.0007 | O 0.0002
3% | 0.745 | 0.067 0 0 0 0 0
35% | 0 0 0 0 0 0 0

Table S11: HIV prevalence (%) for different switching scenarios and PrEP coverages when
low-actives are being targeted.

v=0|rv=001|v=01|v=02|v=05|v=07|v=1
Time to ART | 1.770 | 1.731 1.697 1.707 1.744 1.770 1.793

PrEP coverage
10% | 3.249 | 3.076 2.562 2.351 2.020 1.852 1.726

20% | 1.761 | 1.387 0.274 0.0002 | 0.0003 | O 0

30% | 0.503 | 0.0007 0 0 0 0 0

35% | 0 0 0 0 0 0 0
31
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Item Reported on page #
No Recommendation
Title and abstract 1 (a) Indicate the study’s design with a commonly used term in the title 1
or the abstract
(b) Provide in the abstract an informative and balanced summary of 2-3
what was done and what was found
Introduction
Background/rationale 2 Explain the scientific background and rationale for the investigation 4-5
being reported
Objectives 3 State specific objectives, including any prespecified hypotheses 5
Methods
Study design 4 Present key elements of study design early in the paper 5-6
Setting Describe the setting, locations, and relevant dates, including periods 9
of recruitment, exposure, follow-up, and data collection
Participants 6 (a) Give the eligibility criteria, and the sources and methods of 9
selection of participants
Variables 7 Clearly define all outcomes, exposures, predictors, potential Supplementary
confounders, and effect modifiers. Give diagnostic criteria, if material S3
applicable
Data sources/ 8* For each variable of interest, give sources of data and details of
measurement methods of assessment (measurement). Describe comparability of
assessment methods if there is more than one group
Bias 9 Describe any efforts to address potential sources of bias
Study size 10 Explain how the study size was arrived at
Quantitative 11 Explain how quantitative variables were handled in the analyses. If Supplementary
variables applicable, describe which groupings were chosen and why material S3
Statistical methods 12 (a) Describe all statistical methods, including those used to control for
confounding
(b) Describe any methods used to examine subgroups and interactions
(c) Explain how missing data were addressed
(d) If applicable, describe analytical methods taking account of
sampling strategy
(e) Describe any sensitivity analyses
Results
Participants 13*  (a) Report numbers of individuals at each stage of study—eg numbers 9
potentially eligible, examined for eligibility, confirmed eligible,
included in the study, completing follow-up, and analysed
(b) Give reasons for non-participation at each stage
(c) Consider use of a flow diagram
Descriptive data 14*  (a) Give characteristics of study participants (eg demographic, Separate paper
clinical, social) and information on exposures and potential
confounders
(b) Indicate number of participants with missing data for each variable 9
of interest
Outcome data 15*  Report numbers of outcome events or summary measures 11
Main results 16  (a) Give unadjusted estimates and, if applicable, confounder-adjusted  12-14
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estimates and their precision (eg, 95% confidence interval). Make
clear which confounders were adjusted for and why they were

included

(b) Report category boundaries when continuous variables were

categorized

(c) If relevant, consider translating estimates of relative risk into

absolute risk for a meaningful time period

Other analyses 17 Report other analyses done—eg analyses of subgroups and Supplemental
interactions, and sensitivity analyses material S4

Discussion

Key results 18  Summarise key results with reference to study objectives 15-16

Limitations 19  Discuss limitations of the study, taking into account sources of 17
potential bias or imprecision. Discuss both direction and magnitude of
any potential bias

Interpretation 20 Give a cautious overall interpretation of results considering 16
objectives, limitations, multiplicity of analyses, results from similar
studies, and other relevant evidence

Generalisability 21  Discuss the generalisability (external validity) of the study results 17

Other information

Funding 22 Give the source of funding and the role of the funders for the present 18

study and, if applicable, for the original study on which the present

article is based

*@Give information separately for exposed and unexposed groups.

Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and

published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely

available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at

http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is

available at www.strobe-statement.org.
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