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Background

= HIV pre-exposure prophylaxis (PrEP) is a preventive treatment for HIV, given to
people at substantial risk for HIV

At risk through sexual contact === QOther STIs:
* Neisseria gonorrhoeae (Ng)
 Chlamydia trachomatis (Ct)




Background

Majority of Ng/Ct infections in MSM are:
e Extra-genital

* Asymptomatic

e Clear spontaneously

, Most PrEP guidelines recommend 3-site, 3-
| | monthly screening for Ng/Ct

The goal of such screening is to reduce
u transmission/incidence/prevalence,
I b complications (very rare in MSM)

BUT no RCT had been performed to assess if screening for Ng/Ct is effective in reducing the incidence of these
infections in MSM taking HIV-PrEP




Background

= AND screening for Ng/Ct leads to high antimicrobial consumption
= Which could in turn lead to the emergence of antimicrobial resistance
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The Gonoscreen study

= Study design:

= Randomized, multicenter, controlled clinical trial of 3-site (oro-pharyngeal, ano-
rectal, urethral), 3-monthly screening for Ng/Ct versus non-screening among MSM
taking HIV-PrEP.
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Study objectives

= Primary objective
= To assess if not screening MSM on HIV-PrEP for Ng/Ct is non-inferior compared to
screening in terms of the incidence rate of these infections over a 12-month period
= Secondary objectives

= To assess if not screening MSM on PrEP for Ng/Ct is non-inferior compared to
screening in terms of the incidence rate of symptomatic Ng/Ct infections

= To assess antimicrobial exposure (ceftriaxone/azithromycin/doxycycline) in both
arms

= Non-screening arm proven to be non-inferior if the upper limit of the 95% Cl of
the IRR (non-screening vs screening) lower than 1.25
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=Inclusion criteria:
MSHin HIV Prep follow-up > =Able and willing to provide informed consent
="Men (born as males) and transwomen aged 18 or more
Day0 v "Has had sex with another man in the last 12 months
'”f”“““””f“t”r”‘e'j““ "Enrolled in Belgian PrEP program
Elghbiity check =Willing to comply with the study procedures
Randu;m =Exclusion criteria:

T "Enrolment in another interventional trial
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MS5M in HIV PreP follow-up
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MS5M in HIV PreP follow-up
N=1014
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MS5M in HIV PreP follow-up
N=1014
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MS5M in HIV PreP follow-up
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MS5M in HIV PreP follow-up
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MS5M in HIV PreP follow-up
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Baseline characteristics

3 x 3 Screening (N=506) Non-screening (N=508)  Total population (N=1014)

n (%)/Median (IQR) n (%)/Median (IQR) n (%)/Median (IQR)

Age 39 (33 - 47) 39 (32-5 - 48) 39 (33 - 47)
Sex: Man 506 (100%) 505 (99:4%) 1011 (99-7%)
Sex: Transwoman 0 (0%) 3(0-6%) 3(0-3%)
Number of sex partners (past 3 months) 4(2-8) 4(2-8) 4(2-8)
Number of unprotected sex partners 2(1-5) 2(1-5) 2(1-5)
(past 3 months)
Any antibiotic (past 6 months) 192 (37-9%) 173 (34-1%) 365 (36:0%)

Cephalosporins 67 (13-2%) 77 (15:2%) 144 (14-2%)

| Macrolides 81 (16-0%) 94 (18-5%) 175 (17-3%) |
Penicillins 63 (12:5%) 47 (9-:3%) 110 (10-8%)
Quinolones 11 (2:2%) 5(1:0%) -6%)

16 (1
Tetracyclines 57 (11-:3%) 54 (10-6%) 111 (10-9%)




Primary analysis

Incidence rate ratios non-screening vs screening

Ng/Ct primary analysis I ; & I IRR 1.318 95%ClI (1.068-1.62T)
Ng primary analysis I = I IRR 1.212 95%CI (0.94-1.564)
Ct primary analysis I : = IRR 1.435 95%Cl (1.098-1.875)
1.00 1.25 1.50 1.75 2.00

Incidence Rate Ratio with 95% confidence interval




Unresolved infections bias in the non-screening arm

Primary analysis = 2 infections
Sensitivity analysis = 1 infection ... unless evidence of the use of an effective antibiotic against the pathogen

Non-screening arm Asymptomatic Ct infection

Non-screening arm

[ Screening arm ] )@ | Zég

Baseline screening: M3 screening: M6 screening: M9 screening:
Ng - Ng + Ng + Ng -
Ct- Ct+ Ct+ Ct-




Sensitivity analysis

Incidence rate ratios non-screening vs screening

Ng/Ct sensitivity analysis | I & ; I IRR 1.093 95%Cl (0.895-1.334)

Ng sensitivity analysis I = I IRR 1.073 95%CI (0.837-1.376)

Ct sensitivity analysis' | = : | IRR 1.114 95%CI (0.865-1 434)
1.00 1.25 1,50 175 2 00

Incidence Rate Ratio with 95% confidence interval
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Symptomatic infections

Ng/Ct symptomatic infections

Ng symptomatic infections

Incidence rate ratios non-screening vs screening

IRR 1.373 93%CI (0.963-1.936)

IRR 1.162 93%CI (0.757-1.783)

Ct symptomatic infections

IRR 1.798 95%CI {(1.038-3.117)

1.0

15 20 25

Incidence Rate Ratio with 95% confidence interval

3.0




Symptomatic Ct infections

« Broad definition of symptoms: e.g., pharyngitis and genital ulcus

» Repeat analysis with tighter definition of symptoms:
= Urethritis

= Epididymitis
= Proctitis




Incidence rate ratios non-screening vs screening

Broad definition I = I IRR 1.798 95%CI (1.035-3.117)

Tight definition I n I IRR 1.284 95%CI (0.357-4.623)

05 1.0 15 20 25 3.0 35 40 45 5.0

Incidence Rate Ratio with 95% confidence interval




Antimicrobial consumption

Rate ratios non-screening vs screening

) -45%
Doxycycline | }—l—{
-44%
Ceftriaxone I = I
-21%
Azithromycin | I =
0.4 06 08 1.0

Rate Ratio with 95% confidence interval

ER 0.55 953%CI (0.515-0.588)

ER 0.561 93%CI (0.426-0.739)

RR 0.788 95%CI (0.719-0.863)




Conclusion

= Non-screening for Ng/Ct in MSM taking HIV-PrEP is associated with a higher
incidence of Ct infections but not Ng infections

= When controlling for the untreated infection bias in the non-screening arm, no
difference was found between arms

= Screening for Ng/Ct leads to a substantial increase in antimicrobial consumption

= Based on our findings, the benefits of screening for Ng/Ct in PrEP cohorts do not
seem to outweigh the harms




Gonoscreen study: impact

Results published in The Lancet HIV
Results presented at the 2023 STI&HIV world congress in Chicago
Several international contacts regarding ‘the Belgian approach’

The results of the Gonoscreen study, combined with other evidence, informed
the 2024 Belgian PrEP guidance, which do not recommend systematic
screening for Ng/Ct in MSM using PrEP
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Effect of screening for Neisseria gonorrhoeae and

Chlamydia trachomatis on incidence of these infections in
men who have sex with men and transgender women taking
HIV pre-exposure prophylaxis (the Gonoscreen study):
results from a randomised, multicentre, controlled trial
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Sumima

Backg rou?t:lGujddiues recommend screening for Neisseria gonarrhocae and Chlamydia trackomatis at three anatomical
sites (urethra, anus, and pharynx) every 3 months (3= 3) in men who have sex with men (MSM) and transgender
women taking HIV pre-exposure prophylaxis {PrEP). We present the first randomised controlled trial to compare the
effect of screening versus non-screening for N gonorhoese and C frachemstis on the inddence of these infections in
M3M and transgender women taking PrEP.

Methods A multicentre, randomised, controlled trial of 3= 3 screening for N gmorthosae and C fracdiomatis versus
non-screening was done among M5M and transgender women taking PrEP in five HIV reference centers in Belgium.
Participants attended the PrEP clinics quarterly for 12 months. N gonorrhoeoe and C trachomatis was tested at each
visit in both arms, but results were not provided to the non-screening arm, if asymptomatic. The primary outcome
was incidence rate of N gonorrhosac and C frachomahis infections in each arm, assessed in the per-protocol population.
Non-inferiority of the non-screening arm was proven if the upper mit of the 95% CI of the inddence rate ratio (IRR)
was lower than 1-25. This trial is registered with ClinicalTrials. gov. NCT04269434, and is completed.

Findings Between Sept 21, 2020, and June 4, 2021, 506 participants were randomly assigned to the 3x 3 screening arm
and 508 to the non-screening arm. The overall inddence rate of N gonorrhosse and C frachomshis was - 155 cases per
100 person-days (95% CI 0.128-0.186) in the 3x3 screening arm and 0.205 (95% CI 0.171-0.246) in the non-
screening arm. The incidence ratewas significantly higher in the non-screening arm (IRR 1- 318, 95% CI 1-068-1- 627).
Participants in the mon-screening arm had a higher incdence of C trechomatis infections and symptomatic
C trachomatis infections. There were no significant differences in N gmorrhoesr infections. Participants in the non-
screening arm consumed significantly fewer antimicrobial drugs. No serious adverse events were reported.

Interpretation We failed to show that non-screening for N gonorthoese and C frechomstis is non-inferior to
3% 3 screening in MSM and transgender women taking PrEP in Belgium. However, screening was assodated with
higher antibiotic consumption and had no effect on the inddence of N gomorroeae. Further research is needed 1o
assess the benefits and harms of N ponorrhoeeae and C trachomastis screening in this population.

Funding Belgian Health Care Knowledge Centre.

Copyright & 2024 Elsevier Lid. All rights reserved.

Introduction

International  guidelines stipulate that screening
programmes should only be intreduced once they have
met a set of criteria: the benefits should outweigh the
harms. sceening should be cost-effective. and there
should be sdentific evidence of screening programme
effectiveniess.’ No randomised controlled trizl (RCT) has
evaluated the efficacy of screening for Neisseria gonorrhoeas
or Chlamydia trackomatis in men who have sex with men
(MSM) and transgender women® Two large cluster
RCTs have evaluated the effect of screening for

C tradiomatis in general populations. Both found no
significant effect of screening on the prevalence of
C tracdiomatis. No RCTs have evaluated the efficacy
of screening for N gmorrhoese.”

Frological analyses have found that countries
where MSM are more intensively screened for
N ponorthoese and C tradiomatis do not have lower
incidence and prevalence of asymptomatic or symp-
tomatic N gonorrhoeae and C trechomatis infection than
countries that sceen less® One study that used
selFreported data from wwo surveys in 2010 and 2017

wrwthelancet comyhte Published online February 26, 2024 httgs-Fdol orgr10.1016/52352- 3018(23) 002950

Comtintack

Lancer HV 2024
Fubished Onilne
Febnuary 26, 2024
it om 101016
S7352-3018[3)00395-0
Set Online Comment
httpYenl o I0. 1016
S1352-30LB[24)00037-7
*Comtributed equaty

Department of Clisical Sclences
(Taniasien Fnd,
A Tsoumank D,
E Fiorence Phl, CVan Dijck Ph,
M HermserE M5,
De Sactacler Phl}

‘Wenian Hemewege PR,
D¥ian den Bossche P,
Fral . Kenyon Phi) and

t o Futsic Health
(4 RotsaertM S, T Rxynlers PhD,
SWuylsbete PO, Institote of
TropicalMeicing Antwer,
Esiglum; Department of
General Intermal Medicine,
Infectious Disases and Tropiaal
Mhexicine, Linkvessity Hospital
of Anbwer, Antwerp, Begium
{E Fiorence}; Department of
Infectious Diseases
{DBheds In“Vekd PhD) and
Department of Medici
Microbiokgy [E Padslko PhT),
Ghent Unirersity Hospital,
Ghent, Beighm; Department
of Infectios Dissaes
{45 Savage MDY and
Department of Clinical
Miacrobiniogy
(M- Hayette PriD), Litge

{ProfVVerhoeven PRO;
Department of Infectious
Diseases, Ereme Linkrersity
Hospetal {5 Henrana D,
Frof }-£ Gotard Pho) and
Department of Infectious
Ditseases, Saint Pleme




Nz
N

Thank you!

Thibaut Vanbaelen MD PhD
tvanbaelen@itg.be
www.itg.be

Bl ITGITMantwerp
@itmantwerp

©
B @institute-of-tropical-medicine
W @ITMantwerp @TropischITG

INSTITUTE
°F TROPICAL

MEDICINE

ANTWERP

W KCE

_\I/_ | INSTITUTE
°F TROPICAL

’S MEDICINE

ANTWERP

Chris Kenyon
Natacha Herssens
Christophe Burm
Hanne Landuyt
Jozefien Buyze
Liesbet Mertens
Lida Van Petersen
Emanuelle Cleve
Irith De Baetselier
Vicky Cuylaert
Said Abdellati
Thijs Reyniers

Bea Vuylsteke
Christophe Van Dijck

Urat
GENT
Diana Huis in’t Veld
Els Caluwé

Liselotte Coorevits
Elizaveta Padalko

H CHU Saint-Pierre
& ¥ UMC Sint-Pieter

v

Agnes Libois
Coca Necsoi
Anca Reschner
Leslie Andry
Marie Hallin
Charlotte Michel
Nicolas Yin

CcH\

de Liege

Anne-Sophie Sauvage
Christelle Meuris
Patricia Dellot

Cécile Meex

Erasme F m

Sophie Henrard
Jean-Christophe Goffard
Zoé Kipouros

Marie Hallin




	Slide 1: Does screening for Neisseria gonorrhoeae and Chlamydia trachomatis affect the incidence of these infections in MSM taking HIV-PrEP?   Results from a randomized, multicenter, controlled trial  Thibaut Vanbaelen, MD PhD
	Slide 2: Background
	Slide 3: Background
	Slide 4: Background
	Slide 5: The Gonoscreen study
	Slide 6: Study objectives
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16: Baseline characteristics
	Slide 17: Primary analysis
	Slide 18: Unresolved infections bias in the non-screening arm
	Slide 19: Sensitivity analysis
	Slide 20: Symptomatic infections
	Slide 21: Symptomatic Ct infections 
	Slide 22
	Slide 23: Antimicrobial consumption
	Slide 24: Conclusion
	Slide 25: Gonoscreen study: impact
	Slide 26
	Slide 27: Thank you!

