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ABSTRACT

Background: Chemsex refers to the intentional use of psychoactive substances in sexual contexts, predominantly
among MSM in order to prolong and intensify sexual experiences. Substances commonly associated with chemsex
include GHB/GBL, synthetic cathinones, and crystal methamphetamine, often in combination with other drugs.
Through sexual disinhibition and prolonged encounters, chemsex may amplify exposure to HIV and other sexually
transmitted infections (STls).

Our study aims to evaluate the frequency of chemsex and its associated factors within Prevention ICONA Dedicated
Ensemble (PrIDE), the largest nationwide ltalian PrEP cohort.

Methods: Information on substance use, chemsex practices, and sexual behaviors was collected through anonymous
self-administered questionnaires in 2025 and linked to clinical data from medical records, including demographics,
history of STls, prior post-exposure prophylaxis (PEP), sex work, and doxycycline post-exposure prophylaxis (doxy-
PEP).

Continuous variables are presented as medians with interquartile ranges (IQR); categorical variables as counts and
percentages. Group comparisons used Wilcoxon rank-sum, chi-squared, or Fisher’s exact tests as appropriate.
Multivariable logistic regression identified factors independently associated with chemsex engagement.

Results: Among 2,180 PrEP users included in the analysis (Table 1), 279 (13.0%) reported chemsex engagement.
Prevalence was comparable across macro-regions (13.2% in northern vs 11.5% in central-southern ltaly). The
substances most frequently reported were mephedrone (60.6%), GHB/GBL (41.9%), and cocaine (40.5%). Ketamine
use was also substantial, reported by 69 participants (24.7%), as well as crack cocaine (56; 20.1%), MDPV (56;
20.1%), and crystal methamphetamine (40; 14.3%) (Table 2).

In adjusted analyses, chemsex was positively associated with transgender/non-binary identity (OR 3.90; 95% ClI
1.60-8.99), fisting (OR 3.30; 95% Cl 2.36-4.60), group sex (OR 2.86; 95% CI 1.91-4.37), doxy-PEP use (OR
1.80; 95% Cl 1.15-2.78), and prior STl diagnosis (OR 1.51; 95% CI 1.13-2.02). Condom use (OR 0.38; 95% ClI
0.26-0.68) and age >50 years (OR 0.51; 95% Cl 0.30-0.89) were inversely associated.

Conclusions: In this large Italian PrEP cohort, 13% of participants reported chemsex. The strong associations with
high-risk sexual practices and prior STl history underscore the need for integrated models of care within PrEP services.



Harm-reduction counseling, substance-use assessment, and strategies that can support adherence should be
incorporated into routine practice.

Although the number of transgender and non-binary participants was limited, the association with chemsex
engagement highlights the importance of gender-affirming and structurally sensitive prevention programs.

Table 1: Distribution of cohort characteristics overall and by chemsex status

Chemsex use
Overall No Yes
Variable N = 2180 (100%) N =1901 (87%) N =279 (13%) p-value?
Age 0.024
18-28 245 (11.2%) 213 (11.2%) 32 (11.5%)
29-40 1,001 (45.9%) 862 (45.3%) 139 (49.8%)
4148 479 (22.0%) 410 (21.6%) 69(24.7%)
19+ 455 (20.9%) 416 (21.9%) 39 (14.0%)
Gender identity 0.037
Cisgender 2,126 (97.5%) 1,360 (97.8%) 266 (95.3%)
Non binary 19 (0.9%) 15(0.8%) 4 (1.4%)
Transgender 35 (1.6%) 26 (1.4%) 9 (3.2%)
Sex worker 0.023
Yes 51 (2.3%) 38(2.0%) 13 (4.7%)
Unknown 393 (18.0%) 345 (18.1%) 48(17.2%)
Number of partners <0.001
0-5 787 (36.1%) 734 (38.6%) 53(19.0%)
6-10 604 (27.7%) 534 (28.1%) 70(25.1%)
11-30 553 (25.4%) 458 (24.1%) 95 (34.1%)
>30 234 (10.7%) 173 (9.1%) 61(21.9%)
Unknown 2(0.1%) 2(0.1%) 0 (0.0%)
Receptive intercourse <0.001
Without condom 1,175 (53.9%) 951 (50.0%) 224 (80.3%)
With condom 499 (22.9%) 473 (24.9%) 26(9.3%)
No intercourse 485 (22.2%) 457 (24.0%) 28(10.0%)
Unknown 21 (1.0%) 20(1.1%) 1({0.4%)
Insertive intercourse <0.001
Without condom 1,306 (59.9%) 1,079 (56.8%) 227 (81.4%)
With condom 470 (21.6%) 449 (23.6%) 21(7.5%)
No intercourse 385 (17.7%) 355 (18.7%) 30(10.8%)
Unknown 19 (0.9%) 18(0.9%) 1(0.4%)
DoxyPEP use <0.001
Yes 164 (7.5%) 118 (6.2%) 46(16.5%)
Unknown 967 (44.4%) 849 (44.7%) 118 (42.3%)
At least one STI <0.001
Yes 647 (29.7%) 534 (28.1%) 113 (40.5%)
Unknown 128 (5.9%) 116 (6.1%) 12 (4.3%)
Fisting <0.001
Yes 239 (11.0%) 156 (8.2%) 83(29.7%)
Unknown 53 (2.4%) 46 (2.4%) 7 (2.5%)
Group sex <0.001
Yes 1,291 (59.2%) 1,056 (55.5%) 235 (84.2%)
Unknown 36 (L.7%) 30(1.6%) 6(2.2%)

No differences between groups regarding sex at birth, sexual orientation, ethnicity, geographic area (northem and central-southem Italy), level of education, occupation,
relationship status (single, exclusive or not exclusive relationship), and previous PEP * Median [Q1, Q3]; n (%); *Wilcoxon rank sum test, Pearson’s Chi-sguared test, Fisher’s exact

test
Table 2: Prevalence of substance use among participants according to chemsex
Chemsex use
Overall No Yes
Substance N = 2180 (100%)* N =1901 (87%) N =279 (13%)* p-value?
Cocaine <0.001
Yes 142 (6.5%) 29 (1.5%) 113 (40.5%)
Unknown 24 (1.1%) 19 (1.0%) 5 (1.8%)
Popper <0.001
Yes 743 (34.1%) 522 (27.5%) 221(79.2%)
Unknown 14 (0.6%) 10 (0.5%) 4 (1.4%)
GHB/GBL <0.001
Yes 135 (6.2%) 18 (0.9%) 117 (41.9%)
Unknown 22 (1.0%) 17 (0.9%) 5 (1.8%)
Ketamine <0.001
Yes 90 (4.1%) 21 (1.1%) 69 (24.7%)
Unknown 20(0.9%) 17 (0.9%) 3 (1.1%)
Mephedrone <0.001
Yes 210 (9.6%) 41 (2.2%) 169 (60.6%)
Unknown 27 (1.2%) 21 (1.1%) 6 (2.2%)
Crystal Methamphetamine <0.001
Yes 45 (2.1%) 5 (0.3%) 40 (14.3%)
Unknown 29 (1.3%) 23 (1.2%) 6 (2.2%)
Coca Basata <0.001
Yes 65 (3.0%) 9(0.5%) 56 (20.1%)
Unknown 23 (1.1%) 18 (0.9%) 5 (1.8%)
MDPV <0.001
Yes 69 (3.2%) 13 (0.7%) 56 (20.1%)
Unknown 30 (1.4%) 23 (1.2%) 7 (2.5%)

2n (%), 2Pearson’s Chi-squared test
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