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[bookmark: _Toc147222441]Additional file 1: PrEP eligibility criteria for prescription and reimbursement in Belgium[1]

	PrEP eligibility/reimbursement criteria in Belgium:
· HIV-negative status by testing
· AND high risk of HIV acquisition, determined by having at least one of the following risk factors:


	Men having sex with men (MSM) at very high risk of HIV infection:

	 High-risk individuals with individual risk:


	- Who have unprotected anal sex with at least two partners in the last six months;

	- People who inject drugs (PWID) who share needles;


	- With multiple sexually transmitted infections (STIs) (syphilis, chlamydia, gonorrhoea or a primo infection with hepatitis B or C) during the last year;
	- People in sex work who are exposed to unprotected sex;


	- Who needed post-exposure prophylaxis (PEP) several times a year;
	- People in general exposed to unprotected sex at high risk of HIV infection;

	- Who use psychoactive substances during sexual activity.

	- Partner of an HIV-positive patient without viral suppression (newly on treatment or no viral suppression despite adequate treatment).






[bookmark: _Toc147222442]Additional file 2: Parameters used to establish a PrEP dispensing

We considered the fixed combination of tenofovir disoproxil fumarate and emtricitabine (TDF-FTC) as a PrEP dispensing when: (1) TDF-FTC was not dispensed with any other HIV antiretroviral drugs prescribed within 14 days, and (2) the individual’s record did not include data on HIV antiretrovirals considered for treatment of an HIV infection before the first date of PrEP dispensing. In case the latter was observed, and the regimen did not correspond to post-exposure prophylaxis (PEP) (Additional file 4), data were verified by a specialized physician and these individuals (n=51) were excluded from our analysis.
[bookmark: _Toc147222443]Additional file 3: PrEP care delivery in Belgium

Through social health insurance, PrEP users are partially reimbursed for their PrEP medication; out-of-pocket expenses are currently €15 for 90 pills. Only specialist physicians associated with one of the 12 specialized HIV clinics can request a yearly reimbursement approval.[1] The involvement of primary care providers outside specialised HIV clinics, such as general practitioners, is currently not incentivised by official health authorities (i.e. they cannot provide reimbursed refill prescriptions).[2] PrEP users can opt for daily or on-demand PrEP. In line with the World Health Organization (WHO) recommendations for HIV testing among PrEP users, follow-up visits at the specialized HIV clinics are scheduled on a quarterly basis.[3] Follow-up visits typically include screening for STIs (i.e. gonorrhoea, chlamydia, syphilis and hepatitis C), adherence and risk reduction strategies counselling, and a re-fill prescription for three months (equivalent to 90 pills under the assumption of daily use).


[bookmark: _Toc147222444]Additional file 4: Post-exposure prophylaxis regimens for adolescents and adults according to Belgian guidelines[4]

	PEP after non-occupational exposure

	· Emtricitabine + tenofovir disoproxil + (dolutegravir or raltegravir)
· Emtricitabine + (tenofovir alafenamide or tenofovir disoproxil) + cobicistat + elvitegravir
· Lamivudine + zidovudine + [(lopinavir + ritonavir) or (atazanavir ± ritonavir)]


	PEP after occupational exposure

	· [(Emtricitabine + tenofovir disoproxil) or (lamivudine + zidovudine)] + [raltegravir or (darunavir + ritonavir) or (lopinavir + ritonavir)]
· Emtricitabine + tenofovir disoproxil + dolutegravir





[bookmark: _Toc147222445]Additional file 5: Proxy definitions for sexually transmitted infections[5,6] 

	STI
	ATC code
	Antibiotic treatment and mode of administration
	Maximum time between test and start treatment

	Gonorrhoea
	J01DD04 + J01FA10
	Ceftriaxone IM + azithromycin PO
	30 days

	
	J01DD04 + J01AA02
	Ceftriaxone IM + doxycycline PO
	

	
	J01DD04
	Ceftriaxone IM or IV
	

	Chlamydia
	J01FA10
	Azithromycin PO
	30 days

	
	J01AA02
	Doxycycline PO
	

	Syphilis
	J01CE08
	Benzathine benzylpenicillin IM
	30 days

	
	J01CE01
	Benzylpenicillin IV
	


ATC: Anatomical Therapeutic Classification, IM: intramuscular, IV: intravenous, PO: per os, STI: sexually transmitted infection 
* We considered an individual to have an STI re-infection if a new combination of a specific laboratory test and specific antibiotic treatment was observed in the dataset.



[bookmark: _Toc147222446]Additional file 6: detailed information on statistical analysis

We calculated the PrEP dispensing rate, overall and by semester of PrEP initiation, by dividing the total number of dispensing events by the total follow-up time defined as time between first PrEP dispensing and either the date of last PrEP dispensing plus 90 days, the date of first antiretroviral therapy (ART) dispensing (if applicable), or 31 December 2019, whichever was first. The 90 days extension was based on the norm of quarterly visits with dispensing for three months. The follow-up time for individuals with only one PrEP dispensing event was defined as 90 days, or time between first PrEP dispensing and the date of first ART dispensing (if applicable), or 31 December 2019, whichever was first.

[bookmark: _Hlk128233306]To calculate the HIV incidence rate, we divided the number of new HIV diagnoses within 365 days after last PrEP dispensing or before 31 December 2019, whichever was first, by total person-years in follow-up. We defined follow-up time as the difference between first date of PrEP dispensing and either the date of last PrEP dispensing plus 365 days, date of first ART dispensing or 31 December 2019, whichever was first. The 365 day period is in accordance with WHO and ECDC’s monitoring indicator on recent PrEP use among people newly diagnosed with HIV.[7,8]
 
We calculated the testing rates for bacterial STIs and HIV, overall and by semester of PrEP initiation, by dividing the total number of tests between first PrEP dispensing and either the last date of PrEP dispensing plus 90 days, date of first ART dispensing (if applicable), or 31 December 2019, whichever was first, by the total follow-up time as used to calculate the PrEP dispensing rate. When calculating the overall bacterial STI testing rate, we considered different bacterial STI tests performed on the same day as one test. To calculate bacterial STI incidence rates, overall and by semester of PrEP initiation, we divided the total number of infections across all PrEP users, first infection as well as recurrent infections, identified between first and either last PrEP dispensing date, extended by 90 days and the maximal treatment delay of 30 days, the date of first ART dispensing, or 31 December 2019, whichever was first, by the total follow-up time as described to calculate the PrEP dispensing rate. Different infection events diagnosed on the same day were considered as one infection event. We calculated STI re-infection rate by dividing the number of infection events, minus the first infections, by time between first infection and end of follow-up as previously described. By extending the observation period by 90 days after last date of PrEP dispensing, we estimated all STI and HIV tests, and STI diagnoses under the assumption of PrEP use. 
For all above rates, we calculated 95% profile likelihood confidence intervals. These were obtained from Poisson regression, either with no explanatory variables (for overall cohort) or semester of PrEP initiation as explanatory variable and without intercept (for columns per semester of PrEP initiation), and the log of follow-up time as exposure variable.
[bookmark: _Toc147222447][bookmark: _Hlk130574118]Additional file 7: Number of PrEP pills dispensed per PrEP dispensing event among total number of PrEP dispensing (N=24 272) in Belgium, between 1 June 2017 and 31 December 2019

	
	TOTAL
	By semester

	Number of PrEP pills dispensed per dispensing event, n (%)
	
	June 2017
	July 2017 - 
Dec 2017
	Jan 2018 – 
June 2018
	July 2018 – 
Dec 2018
	Jan 2019 – 
June 2019
	July 2019 – 
Dec 2019

	
	N=24 272
	N=93
	N=2220
	N=4144
	N=5288
	N=6186
	N=6341

	Mean (SD)
	60.4 (35.0)
	53.9 (28.1)
	50.3 (29.0)
	54.8 (32.5)
	54.7 (31.8)
	59.3 (34.2)
	73.4 (38.1)

	30
	11 224 (46.2)
	42 (45.2)
	1291 (58.2)
	2221 (53.6)
	2790 (52.8)
	2938 (47.5)
	1942 (30.6)

	60
	3645 (15.0)
	13 (14.0)
	350 (15.8)
	667 (16.1)
	913 (17.3)
	1033 (16.7)
	669 (10.6)

	90
	6728 (27.7)
	25 (26.9)
	413 (18.6)
	815 (19.7)
	1018 (19.3)
	1505 (24.3)
	2952 (46.6)

	120
	1248 (5.1)
	2 (2.2)
	67 (3.0)
	230 (5.6)
	292 (5.5)
	372 (6.0)
	285 (4.5)

	Other
	1427 (5.9)
	11 (11.8)
	99 (4.5)
	211 (5.1)
	275 (5.2)
	338 (5.5)
	493 (7.8)


N= number of PrEP dispensing events during that semester, * 30 pills equals one box of pre-exposure prophylaxis (PrEP), SD: standard deviation


[bookmark: _Toc147222448]Additional file 8: Type of PrEP prescriber and location of all PrEP dispensing (N=24 272), first PrEP dispensing (N=4559), and renewals (N=19 713) in Belgium, between 1 June 2017 and 31 December 2019

	
	Total
N=24 272
n, %
	First PrEP dispensing
N=4559
n, %
	Renewals
N=19 713
n, %

	Type of PrEP prescriber
	
	
	

	     Specialist physician
	17 532 (72.2)
	3361 (73.7)
	14 171 (71.9)

	     General practitioner*
	6740 (27.8)
	1198 (26.3)
	5542 (28.1)

	Place of PrEP dispensing
	
	
	

	     Hospital pharmacy
	3093 (12.7)
	1436 (31.5)
	1657 (8.4)

	     Community Pharmacy
	21 179 (87.3)
	3123 (68.5)
	18 056 (91.6)


Percentages are column percentages. * General practitioner includes medical doctor and family physician (general medicine)
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