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Appendix 1: Full detail on PrEP regimens
HPTN 067/ADAPT
Those randomized to daily PrEP were prescribed one tablet per day. Those in the time-driven arm were prescribed one tablet two days per week, 3–4 days apart, plus one tablet within 2 hours after sexual intercourse. They were instructed not to take further doses if they had more than one sex act on the same day, and the post-exposure tablet counted as one of the twice-weekly doses if it occurred on the prescribed day. Those in the event-driven arm were prescribed one tablet between 24 and 48 hours before sexual intercourse and a second tablet within 2 hours after sex. The post-exposure dose counted as a pre-exposure dose for sex acts occurring up to 48 hours later. Participants in all arms were instructed to take no more than 2 tablets/day or 7 tablets/week.
IPERGAY
IPERGAY used an on-demand regimen. Participants were prescribed two tablets together 2 to 24 hours before sexual intercourse, and a 3rd and 4th tablet 24 and 48 hours after the first two, respectively. Where participants had multiple episodes of sexual intercourse on consecutive days, they were instructed to take one tablet/day until the last sexual intercourse, and then take a further two tablets 24 hours apart. When resuming PrEP, they were instructed to take two tablets before sex unless they had taken PrEP in the last 7 days, in which case they should take only one tablet.
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[image: ][image: ]Supplementary Figure 1. Diagram showing number of tablets required for different PrEP regimens with different spacing of sex-days/week, when having 2 sex-days per week. (a) sex-days spread out (2 days between) and (b) successive sex-days. Note multiple episodes of sexual intercourse on one day do not alter dosing.

Supplementary Figure 2. Flow diagram showing search procedure and article selection for (a) behavioural data search and (b) PrEP program costs.
(a)207 records screened

207 records after duplicates removed

1 additional record identified through article bibliography

299 records identified through database searching

109 from PubMed, 151 from Web of Science, 39 from conferences 







182 records excluded

25 full-text articles assessed for eligibility

11 full-text articles excluded

11 had no information about sex-days per unit time


14 articles provided data for quantitative sexual frequency synthesis
10 populations in 7 studies








(b)1 additional record identified from another conference
334 records identified through database searching
119 from PubMed, 181 from Web of Science, 34 from conferences 



222 records after duplicates removed




191 records excluded

222 records screened


13 full-text articles excluded:
6 did not present any cost data
3 presented insufficient cost data
3 did not give separate drug and non-drug costs
1 was a review article



31 full-text articles assessed for eligibility




18 articles provided data for quantitative analysis, from 17 separate studies 



Supplementary Table 1: Sexual behavioural data for populations being considered for non-daily PrEP. IQR = inter-quartile range (25th and 75th percentiles). Figures in italics are calculated from categorical data.
	Reference(s)
	Study designa
	Populationb
	Country
	Days of the week on which sex reported

	
Sex-days reported per week

	
	
	
	
	
	Categorical data
	Median
	IQR

	Mutua 2012 [1-4]
	PC-RCT of non-daily vs daily PrEP
	MSM
	Kenya
	-
	
	Daily PrEP: 1.4
Non-daily PrEP: 0.7
	0.4–2.5
0.4–1.9

	Kibengo 2013 [4, 5]
	PC-RCT of non-daily vs daily PrEP
	SHC
	Uganda
	-
	
	Daily PrEP: 1.4
Non-daily PrEP: 1.6
	1.0–1.9
0.8–2.4

	HPTN 067/ADAPT; 
Bekker 2017 
	RCT of non-daily vs daily PrEP
	Women
	South Africa
	-
	
	1.0
	0.0–2.0

	HPTN 067/ADAPT; 
Holtz 2015 [6]
	RCT of non-daily vs daily PrEP
	MSM
	Thailand
	-
	
	0.0
	0.0–1.0

	HPTN 067/ADAPT; Mannheimer 2015 [7]
	RCT of non-daily vs daily PrEP
	MSM
	US
	-
	
	0.0
	0.0–1.0

	Mark 2012 [8]
	C-S preparatory study for trial
	Heterosexual women and men
	South Africa
	Mon 28%
Tues 23%
Weds 25%
Thurs 28%
Fri 48%
Sat 50%
Sun 38%
	0% 7 days

	2.0
	-

	Volk 2012 [9]
	C-S 
	MSM
	US
	Min/max:
Weds 14%
Sat 18%
Consecutive:
3 days 1.4%
4 days 0.7%
	49% 0 days
27% 1 day
9% 2 days
15% ≥3 days

	1.0
	0.0–1.0 

	Lorente 2012 [10]
	C-S preparatory study for trial
	MSM
	France
	Mon 17%
Tues 15%
Weds 16%
Thurs 14%
Fri 15%
Sat 17%
Sun 18%
	42% 0 days
29% 1 day
13% 2 days
6% 3 days
5% 4 days
2% 5 days
0.5% 6 days
2% 7 days
	1.0
	0.0–2.0

	Parsons 2015 [11]
	P-C
	MSM
	US
	weekend vs weekday   OR 1.31, 95% CI 1.00–1.72
	36% <3 days
64% ≥3 days

	1.5
	1.0–2.3

	Van Griensven 2010 [12]
	C-S (within P-C)
	MSM
	Thailand
	Mon 27%
Tues 22%
Weds 25%
Thurs 23%
Fri 28%
Sat 33%
Sun 33%
	37% 0 days
33% 1 day
16% 2 days
7% 3 days
3% 4 days
2% 5 days
1% 6 days
1% 7 days
	1.0
	0.0–2.0


aStudy type: PC-RCT = placebo-controlled randomized controlled trial; RCT = randomized controlled trial; C-S = cross-sectional study; P-C = prospective cohort; bStudy population: MSM = men who have sex with men; SHC = sero-discordant heterosexual couples
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[bookmark: _GoBack]Supplementary Figure 3. Estimated cost-savings with non-daily PrEP for different numbers of sex-days per week assuming 100% regimen adherence and accurate forecasting of sexual behaviour. Cost-savings are shown for four different countries with differing estimates of the proportion of PrEP program costs which are attributable to medication costs (% of costs due to medication shown in brackets in the key). (a) Event-driven dosing (EDD) regimen from HPTN 067, with sex days spread out; (b) time-driven dosing (TDD) regimen from HPTN 067, with one sex day coinciding with regular pill; (c) IPERGAY on-demand regimen with sex days spread out and PrEP taken in the previous week. 
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Supplementary Figure 4. Sensitivity analysis of reduction in tablets required and cost savings with non-daily PrEP using information on the full distribution of sex-days per week across the population from other locations, compared with using the median. (a) Distributions of sex-days per week used for the sensitivity analysis:  median and using data from three studies of MSM populations (van Griensven et al (Thailand),Lorente et al (France) and Volk et al (US)), all reporting a median of one sex-day per week. For the distribution for Volk et al, sex-days for 3+ days/week (not given in the paper; striped bars) were assumed to be distributed in the same proportion as in van Griensven et al. (b) Tablets required per person per week for daily dosing (DD), event-driven dosing (EDD), time-driven dosing (TDD) and IPERGAY on-demand regimens, (c) reduction in number of tablets required for non-daily vs daily dosing, (d-g) reduction in program costs estimated for populations with a median one sex-day/week in (d) France, (e) the United States, (f) Kenya and (g) South Africa, using each of the distributions of sex-days per week from other locations given in (a).
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event-driven - 3 tablets

time-driven (sex-days do not coincide with twice-weekly tablets) – 4 tablets

2 sex-days/week, successive days

time-driven (1 sex-day coincides with twice-weekly tablets) – 3 tablets

time-driven (1 sex-day coincides with twice-weekly tablets) – 3 tablets

IPERGAY (no PrEP taken previous week) – 5 tablets

IPERGAY (PrEP taken previous week) – 4 tablets

(b)
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