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DoxyPEP efficacy studies
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DoxyPEP efficacy: PK considerations
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Doxycycline concentrations in plasma, rectal, vaginal, cervical tissues, and urine
and estimated rectal, vaginal secretions, urethral and glans surface secretions

concentrations collected 24 h after a single oral dose.
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concentrations collected following a single oral dose (geometric mean
concentrations and 95% confidence intervals are presented from 1 to 96 h
following dosing).
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DoxyPEP efficacy in real life

Quarterly sexually transmitted infection positivity
from 24 months before to 12 months after starting
DoxyPEP among PrEP users dispensed DoxyPEP at
least once (N=2,253). Lines represent trends (mean
quarterly positivity) for pre-doxyPEP and post-
doxyPEP initiation; shaded areas, 95% CIs for trend. A
baseline window from 90 days before to 14 days after
starting doxyPEP was excluded.

Trends in quarterly sexually transmitted infection
positivity From January 1, 2021, to December 31, 2023,
among PrEP users dispensed and not dispensed
DoxyPEP during the study period (N=11,551). Solid
lines are 95% ClIs for trend in the pre-doxyPEP
implementation period and post-doxyPEP
implementation period. Chlamydia positivity is at any
anatomic site of infection.
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Position statement of the German STl Society on the
prophylactic use of doxycycline to prevent STIs (Doxy-PEP,
Doxy-PrEP)

Ricardo Niklas Werner' © | Axel Jeremias Schmidt™® | Anja Potthoff** |

At present, however, unresolved questions remain,
particularly regarding implications of a broad implementation of prophylactic
doxycycline to prevent 5Tls on tetracycline and other antimicrobial resistance in
bacterial 5Tls, non-5Tl-related bacterial pathogens, and the microbiome.

In response to the increasing demand and the challenge of balancing effective-
ness, safety, and the risk of promoting antibioticresistance, the German 5Tl Society
{D5TIGE) has issued a position statement, providing specific recommendations

regarding potential indications, criteria, and occasions for the use of doxycydine

Petra Spornraft-Ragaller® | MNorbert Hermann Brockmeyer’ | for the German STl Society

(DSTIG)
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Expert opinion.
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Australian consensus statement on doxycycline post-
exposure prophylaxis (doxy-PEP) for the prevention
of syphilis, chlamydia and gonorrhoea among gay,
bisexual and other men who have sex with men

Vincent | Cornelisse'” @ | Benjamin Riley’, Nicholas A Medland’

BASHH updated position statement on
doxycycline as prophylaxis for sexually
transmitted infections

' Nicholas Medland,** Helen Fifer @ °

Manik Kohli @
John Saunders ©
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Also of
major concern = the potential for selecton
of resistance among potentially pathogenic
bacterial flora such as Staplylococcus aserens
and respiratory tract pathogens. Conssder-
ation also needs to be given to the impact on
community prevalence of resistance deter-
munants within commensal organisms, with
higher prevalence purported among MSM
populations.™

There reman key gaps in understanding
the risk of AMR emergence with prophy-
lactic doxycycline for ST, as well as some
of the faalitators and drivers that lead

of the faalitators and drvers that lead
to individuals’ decisions to self-source
antibiotics. In addition to addressing the
question of efficacy, some current trials
examining doxycycline as STI prophylaxis
will attempt to address aspects of AMR. In
the interim, it is important chinictans ask
about antibiotic ST1 prophylaxis use and
discuss the limited benefits and potential
risks. This position statement provides an
update on the current available evidence
and practical guidance for clinicans
providing care to individuals reporting
antibiotic STI prophylaxis use.

in 5Tl prevention. These recommendations are based on current evidence and

AL the end of the consensus
process, there remained some disagreement, as some stakeholders
felt strongly that daxy-PEP should be considered onfy for the
prevention of syphilis in GBMSM, and that the risk of increasing
antimicrobial resistance sutweighed any potential benefit from
reductions in other bacterial STIS in the target population. The
national roundtable made several other recommendations for
clinicians, community, researchers and policy makers, as detailed in
this article. ASHM will support the development of detailed dinical
quidelines and education materials on doxy-PEP (www.ashmoorg
aufdoxy-pep).

Changes in management as a result of this consensus
statement: For GBMSM at high risk of syphilis, and perhagps other
bacterial STIs, clinidans may consider prescribing doxy-PEP for a
limited period of time, followed by a review of ongoing need. Unlike
human immunodefidency virus (HIV) pre-exposure prophylaxis
(PrEP), daxy-PEP may not be suitable as a population-level
intervention and should instead be used maore selectively.
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Deadline 2025, 11th March - Doxy Pep Guidelines Draft out for
Consultation

Last Updated: 14 Jan 2025

The 2024 update to the Doxy Pep Guidelines are now out for consultation. Please access the draft quidelines here, and provide feedback to Dr Nick Medland
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process, there remained some disagreement, as some stakeholders
felt strongly that daxy-PEP should be considered onfy for the
prevention of syphilis in GBMSM, and that the risk of increasing
antimicrobial resistance outweighed any potential benefit from
reductions in other bacterial STIS in the target population. The
national roundtable made several other recommendations for
clinicians, community, researchers and policy makers, as detailed in
this article. ASHM will support the development of detailed dinical
quidelines and education materials on doxy-PEP (www.ashmoorg
au/doxy-pep).

Changes in management as a result of this consensus
statement: For CEMSM at high risk of syphilis, and perhagps other
bacterial STIs, clinicians may consider prescribing doxy-PEP for a
limited period of time, followed by a review of angoing need. Unlilee
human immunodefidency virus (HIV) pre-exposure prophylaxis
(PrEP), daxy-PEP may not be suitable as a population-leved
intervention and should instead be used more selectively.



[talian ID Specialists’ attitude towards
doxyPEP

Attitudine alla DoxyPEP (0-100): 69 (IQR 34-81)
Maggiore in chi ha gia prescritto la DoxyPEP [80, IQR=64-90 vs 50, IQR=25-75, p<0.001]

Motivi di prescrizione: 55/128 (43%)
ha gia prescritto la DoxyPEP.

Motivi di prescrizione, n=55 (%)

IST multjple 19 (35.9%) o L

Alto numero dj partners 13 (24.5%) Maggiori preoccupazioni:

?Z;—ZZZ/O”/ ad alto 11 (20.8%) Totale Mai prescritto doxyPEP  Prescritto doxyPEP p-value
(n=128) (n=73) (n=55)

Group sex 10 (18.9%) Antibioticoresistenza 110 (95.7%) 61 (96.8%) 49 (94.2%) 0.657

GBMSM 9 (17.0%) Superiorita del condom 27 (23.5%) 18 (28.6%) 9 (17.3%) 0.188

Locali di cruising 7(13.2%) Tossicita 22 (19.1%) 17 (27.0%) 5 (9.6%) 0.030

Chemsex 7(13.2%) Costi 11 (9.6%) 7 (11.1%) 4 (7.7%) 0.752

Richiesta dell utente 6 (11.3%) Altro* 12 (10.4%) 5 (7.9%) 7 (13.5%) 0.372

HIV PEP > (9-4;’/0) Piv di 2 preoccupazioni 58 (45.3%) 41 (56.2%) 17 (30.9%) 0.007

H{l/P/’/:'P 4 (7.6%) * Altro: Compensazione del rischio (5); Aderenza (3); Logistica (2); Inefficacia (2); Criteri di selezione degli utenti potenzialmente eleggibili

Violenza sessuale 3 (5.7%) ).

Sex worker 1(1.9%)

Raccagni AR, XXIII Congresso Nazionale SIMIT 2024.



Antimicrobial resistance: SA colonization

‘ 0=0.15 * DoxyPEP use associated with a 14% absolute

0<0.01 decrease in S. gureus (MSSA+MRSA)
48% colonization.

43% * Resistance to doxycycline low in both arms and
imbalanced at baseline.
« 8% absolute increase in doxyPEP arm from

o baseline.
9% 31%
p<0.01
p=0.16 ,
é \ 13% 13%
10%
e 8%
860 || 222 : gggffﬁ:fﬁ:fﬁ:] Sl ss0 || 222
BL 6mo 12mo BL 6mo 12mo BL emo 12mo BL 6mo 12mo
Standard of care DoxyPEP Standard of care DoxyPEP

Luetkemeyer AF, N Engl J Med 2023.



Antimicrobial resistance: MRSA colonization

p=0.15 p=0.44

L1, [

5%

4%

360 222
BL 6mo 12mo BL 6mo 12mo
Standard of care DoxyPEP

« Colonization was low (6%), no significant
change with doxyPEP.

* No significant change in double resistance
(methicillin- AND doxycycline) with doxyPEP.

]

0% 360 0%

BL 6mo 12mo BL o6mo 12mo
Standard of care DoxyPEP

Luetkemeyer AF, N Engl J Med 2023.



Antimicrobial resistance: commensal
pharyngeal non-pathogenic Nersseria spp

Non-pathogenic Neisseria may serve as a reservoir for drug-
_0.08 resistance genes that can transmit to pathogenic bacteria.
p=0.78 p=". « 20% reduction in resistance to doxycycline in control arm.

l \ | \

86% 859% 88% p=0.11

65

BL emo 12mo BL 6mo

Standard of care DoxyPEP
Fiore MA, Antibiotics 2020; Luetkemeyer AF, N Engl J Med 2023.

BL omo 12mo BL
Standard of care



Antimicrobial resistance: gut microbiota

DOXYPEP sub study assessing gut microbiota DNA (47 SOC vs 80 dPEP) and RNA (31 SOC vs 55 dPEP) sequencing.

Normalized bacterial microbiome mass.

Shannon Diversity Index to measure alpha
diversity: observed richness (number of
taxa) or evenness (the relative abundances
of those taxa) of the sample within the gut
habitat.

Bray-Curtis Index to measure beta diversity:
the variability in community composition
(the identity of taxa observed) among
samples within the gut habitat.
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p-values for bacterial microbiome mass and alpha diversity were
calculated using the two-sided Wilcoxon rank-sum test and adjusted
for multiple comparisons; boxplot elements include a center line
(median), box limits (upper and lower quartiles), whiskers (1.5x
interquartile range). p-values for beta diversity were calculated using
the two-sided PERMANOVA test and adjusted for multiple
comparisons.

Significant p-values (<0.05) are bolded. Abbreviations: Padj, adjusted
p-value; NMDS, non- metric multidimensional scaling.

Chu V, Nature Med 2024.



Antimicrobial resistance: gut microbiota

« DOXYPEP sub study assessing gut microbiota DNA (47 SOC vs 80 dPEP) and RNA (31 SOC vs 55 dPEP) sequencing.

43r4a 'A\:- w5 1 ] NA-$0Q L 1
2 7 ‘ T U Although tetracycline antimicrobial resistance genes richness
. . . . . E : pav00 : g Yy g
Tetracyclme antimicrobial resistance genes 5 oy # 1 S . i was not found to differ over time by DNA-seq, the number of
richness ‘ ’ :f'— - 2l ‘ I : detectably expressed tetracycline antimicrobial resistance genes
v P : i | = 7o [ increased by RNA-seq.
g h g i f] T
NA-seq B8 Stardard of care DaeyPLP RNA-seq = sandard of care Deay-PLP
. 5 on re30n%07 oo% . Among participants in the dP arm, the proportion of tetracycline
. . . - antimicrobial resistance genes in the resistome identified by
. L. . . i " o . ) - e DNA-seq increased over the 6-month study period (46% to
Tetracycllne antimicrobial resistance genes B o L 2 7 Be rasaniet 51%) as did the proportion of expressed tetracycline
pl’OpOl‘tiOI‘l of resistome mass " . —:f _'_?;_ ¥ “ . antimicrobial resistance genes idehtified by RNA-.seq (4% to
it o o . if Iy 15%). The most common mechanism of tetracycline resistance
3 oo Yo r 2w : =2 observed was ribosomal target protection.
~ ~ eEE = * -

No proportional increases were noted in other non-tetracycline

§ on rarzamet g ARG classes, suggesting specificity of dP use for tetracycline
. . : R : ARGs. A sensitivity analysis adjusting for HIV status and
The proportion of the resistome mass by i ) 4 37 5 cephalosporin exposure days showed statistically significant
antimicrobial resistance genes classes. ¥ | o ' : increases in proportional mass of tetracycline ARGs and
- O St B | pucom | peam decreases in proportional mass of MLS ARGs in the dP arm for
‘ g ¥ £ 5 ¥ both DNA-seq and RNA-seq data.

Chu V, Nature Med 2024.

ARG: antimicrobial resistance genes; MLS: macrolide-lincosamide-streptogramin. o



Antimicrobial resistance: gut microbiota
(pathogens of special interest)

« DOXYPEP sub study assessing gut microbiota DNA (47 SOC vs 80 dPEP) and RNA (31 SOC vs 55 dPEP) sequencing.

Jd =R = el . . .
. Fofien No differences in the relative abundance of
5 2 enteric and STI pathogens Clostridium
22 g g difficile, N. gonorrheae or M. genitalium
ES 3 existed between enrollment and month 6 in
EE B dP participants . A trend in Chlamydia
& .3 E P trachomatis abundance reduction was
E 4 ) observed (p=0.06).
= 3
Differential abundance | ! ]
comparison of specific _ ) ) b s
pathogens of interest between S e .
time points in the in DNA-seq
samples of the doxy-PEP arm (n
= 80). po= [5G4 -
g %
'E - i!!'
[ ; 'E' = sl
5‘ I " 3 # p-values were calculated using the Wilcoxon rank-sum test
E = H E and adjusted for multiple comparisons. Boxplot elements
= E- g - include a center line (median), box limits (upper and lower
E w e quartiles), whiskers (1.5x interquartile range).
E 'i-_'-:' - Abbreviation: NT RPM, nucleotide reads per million.

Chu V, Nature Med 2024.
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Antimicrobial resistance: C. trachomatis

Resistant strains
Resistant strains
Resistant strains

Resistant strains

Substitutions in 16S rRNA
Substitutions in 16S rRNA
Substitutions in 16S rRNA
Substitutions in 16S rRNA
Substitutions in 16S rRNA
Substitutions in 16S rRNA

Molina JM, Lancet Infect Dis 2018; Molina JM, Lancet Infect Dis 2024; Stewart J, N

Engl J Med 2023.



Antimicrobial resistance: N. gonorrhoeae
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DoxyPEP efficacy: PK considerations
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Takle 3: Maan pl gt vk rmrtic mialw ard famake particip 5 i dingh dese of doxpopding.
T T Vo (haun]” Ta (Busurs]” AUCe 5 (pg*himL}” Secrution: plima ratio

Maks [n = 11

Mawma 2% [0pER-1113) 4 [1-9] 12 |15-25] T2 [25011-33.E15)

Ractd secrdtizm £ BED [3.233-1 554] 48 [2-72) 11 |B-15] G446 [25 EF-101.549%] Loy [Lo3-2:50]
Female (m = 9§

Fauma 1319 [LE-L 603 11| 1B [16-21) 37 2 3066245 TE0|

Vagiral secredions L 384 [Fa-z223| A [1-4) 20 [ 16-24] SHGED (32719104 R1AG) 314 [LE-4.77]

Rectal secretions 0614 [0077-4 A46] T4 | 2-48] 10 [B-4%] SLEIG [L4o0a-192 482 LA [0 35-6.14]
Combined (m = 18)

Mawma 1,641 [B500-1 203) 4 [2-2] 20 |19-21] 000 [2E GIF-27 G|

Ractd secrdtizm 00 [0.313-1.555] 48 [2-72) 14 |5-23) FAST1 [34.513-156 572 23 [LO3-Ed]

Madwes presenned 8 gt rean |05% nfdence interal] "Valver prosented o8 selian [inbapaitie mage]

Table 3: Eitrmated phumacokinetlic pararsrter in plima, rectal and vaginal secretions emong mak and formak particpants nceiving & single dede of
dexyrycline.

. troghansatis” T, pallidens” N, gonerhasa
1n M dn MK 1x MK dx MK 1x MK [a=wE |
Mals [n = 11)
Flawma A5 45 [38-54] 6 6275 30 [1-33] 46 [38-55) = [«0-4]
Reital seretions 95 |63-103) 74 |33 al [52-107) 6L [<0-36) 75 [=0-08] o5 [«0-34]
Farnale jm = 9}
Hauma B4 [F5-41) 4% |40-43] 0 [B5-96] 34 [28-31] a5 [41-45] ¥ 3-1%]
Vaginal wecrebnss 101 | 45-10E] 46 |14-70] 0 [Ld-5] 36 | 2h-54) a5 [3e-m 11 [«0-47]
et spenftiom 10 [E3-124) 50 |«-52] 65 [45-0) 400 [«i1-21] Eit [«0-93] =0 [20-54]
Combined (m = 200
Flawma 7 |E2-53) 45 |41-48) 71 [6E-F) 1z [27-37] 5 [42-50 4 [=0-4]
Retal secretions 7 |[hE-105] &% [-52] BE [61-10%] 5 |«0-42] 62 [22-02] ol [i-5]
adwes presented 35 Te QO IEan DOAENTRtITG semoin abure O5% -'-'-MI-.-H inhibirery concenmation (M) of 4 Timees B [hours) (5% cpnfdnie ieval]
Bfaluey prmenied n trme geamstsc moan concenbrations mman showe ¢ | W] o & Herwn AL dheur) | 95% comidenos imterval]. “hreen

female paniipancs prosaded el seoeton

Takle 4 Time egirated geomeinc mesn conomiratiens remaln above minimum ishibitery corcentrations i hows i plassa, rectal and vaginal
secretians ameng make and female participants receiving a sngle dose of doyoycine,

Doxycycline concentrations in plasma, rectal, vaginal, cervical tissues, and urine
and estimated rectal, vaginal secretions, urethral and glans surface secretions

concentrations collected 24 h after a single oral dose.
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concentrations and 95% confidence intervals are presented from 1 to 96 h
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Tetracycline resistance in N. gonorrhoeae isolates

(N=4,787) cultured in 19 EU/EEA countries in 2022

Countriss (ma. of bealab) MIC range [mgfl) MK, [mail} MIL,, (mgil) ELCAST-ne. af residbant (LSi-ne of ressban Telracyclire wawcasptibikty

isplates (%) iolates (4]° bestirg meshed
Aigiria (n = 379 . 12e-14 | E IT8 T4 174 (470 Mecsniralited, MGST
Belgiumn [n = BES) S 1ig-13 ] i 216 1) 18] (473 Cedamtralried, A0
Bukgaria |n = 12} 32532 | 16 ¥ M58 T 6T Centralged, MOST
Cimcia [n = 111 Lit-hd ] v o Loy a4 (e dg| Cemirdned, RCST
Estonia {n = 7] 068-16 ns 16 1 14.3] 10143} Deoentralited, MGST
Friance s = 220] T2 E-=5h 2 i 209 19315 1 (553} [wcastralnied, A¥GST
Germany (m = 3040) (+ 25-1546 2 E 173 b5} 158 (PO Mecsniralited, MGST
Grome [n = HEY 1 =1 P a5 ]  EE R ¥ i) Ceda-traried, PASST
Humgary [0 = 123 125174 | 16 73 (508 6 (2131 Ceniral ged, MGET
belind in = 14E| (o R0 L 05 ] 114 {E.0) a0 A1) Cedastralnied, RRGST
Motz in = 61} o633 ns ! 20 320 16 26.2) Deoentralited, MGST
The Methearlinds {n = 155 TLit-hd ] 16 128 [BL 1) 19 [15.4) Cimirdmed, RCAT
Kareay 0 = BI7 (53254 ns 16 M Enh 170 (206 Mecsniralited, MGST
Pelnd {n = 1%] a.%-16 ] | 3L I duaal Cembrd ned, WOCHT
Partugal {n = E41) 3 25-=256 2 64 7EE{an 93 (H2.4) Deosniralited, MAGST
Elowakia |n = i3 (o R0 L 05 16 IF 46.9] 1y (343 Cemirdned, RCST
Howvenia (= FAG) (HE= s at b ns | TI M 14 144} Deoentralited, MGST
Spiin |n = 211} Jiohe-1 024 ] Ja 13.3] 12 (105 Cegastralnied, FRGST
Empdim [n = 100 O LI a2 ER i ) 16D [H1.a) ES d40.3) Ceda-traried, PASST
Tatal = 4767 032156 i 1k 3034 (63 4H) 1850 (38 i)

aBased on the clinical tetracycline resistance breakpoint (MIC>0.5 mg/L) stated by EUCAST. PBased on the clinical tetracycline resistance breakpoint
(MIC>1.0 mg/L) stated by the US CLSL <Tetracycline MICs (mg/L) were determined either by MIC gradient strip test, according to manufacturer's
instructions, or agar dilution.

Unemo M, Lancet Reg Health 2024



Impact of DoxyPEP on N. gonorrhoeae
antimicrobial resistance

*  Mechanism coded by specific genes such
as tet(M) and tet(O).

Ribosomal «  These homologs of EF-Tu/EF-G GTPase
proteins bind to the ribosomal h34 site

protection . : '
mechanism displacing the tetracyclines.

Efflux pumps expel several antibiotics out

of the cell.
Increased «  The expression of these pumps is

activity of regulated by activating/repressing
efflux pumps factors, some of which are inducible by
tetracyclines.

Mutations at
30S
ribosomal

subunit and
16S rRNA

Resistance to
tetracyclines

\ E *  The gene products responsible
AP for inactivation include tet(X),
tet(34), tet(37).

inactivation

in B. fragilis

Decrease entry
via mutations
in porin
proteins

Grossman TH, Cold Spring Harb Perspect Med 2016.



Impact of DoxyPEP on N. gonorrhoeae
antimicrobial resistance

*  Mechanism coded by specific genes such
: as tet(M) and tet(O).

Ribosomal «  These homologs of EF-Tu/EF-G GTPase
protection proteins bind to the ribosomal h34 site

Efflux pumps expel several antibiotics out mechanism displacing the tetracyclines.

Increased of the cell.
S *  The expression of these pumps is
activity of regulated by activating/repressing
efflux pumps factors, some of which are inducible by

tetracyclines.

Mutations at
30S
ribosomal

An important class of these efflux pumps
are the RND-type pumps such as AcrAB-
TolC in E. coli and Klebsiella leading to
multi-drug resistance (penicillins,
macrolides, fluoroquinolones, rifampicin). Resistance to
tetracyclines

subunit and
16S rRNA

\ E *  The gene products responsible
AP for inactivation include tet(X),

inactivation tet(34), tet(37).

in B. fragilis

Decrease entry
via mutations

in porin
proteins

Grossman TH, Cold Spring Harb Perspect Med 2016.




Impact of DoxyPEP on N. gonorrhoeae
antimicrobial resistance
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Co-resistance with other antimicrobials is
highest among isolates with chromosomally
encoded resistance to tetracyclines.

Isolates were classified as susceptible
(MIC<0.25 ug/mL), intermediate (0.25<
MIC<2 pg/mL), resistant (2<MIC<8 pg/mL),
or high-level resistant (MIC>8 ug/mL) in
5,644 global N. gonorrhoeae isolates (A) and
1,041 isolates collected in the United States
in 2018 (B).

Background shading corresponds to
susceptible (white), intermediate (light gray),
and resistant/non-susceptible (dark gray)
MICs for each antimicrobial.

Mortimer TD, Clin Infect Dis 2023.



Impact of DoxyPEP on N. gonorrhoeae
antimicrobial resistance

Susceptibility to ceftriaxone, MIC distribution W Resistance to Ciprofloxacin, MIC distribution

78 GC isolates
High resistance to ciprofloxacin in both study arms

78 GC isolates

All GC isolates were fully susceptible to ceftriaxone Similar distribution of MICs in both arms
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Impact of DoxyPEP on N. gonorrhoeae

antimicrobial resistance

Decreased susceptibility to cefixime, MIC distribution

78 GC isolates
Isolates with Decreased Susceptibility to cefixime were more
frequent in the doxyPEP arm.
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Resistance: MIC>0.125 mg/L, Decreased susceptibility 0.125<MIC>0.032 mg/L

Bercot B, International AIDS Conference 2024.



Impact of DoxyPEP on N. gonorrhoeae
antimicrobial resistance

Decreased susceptibility to cefixime, MIC distribution
78 GC isolates
Isolates with Decreased Susceptibility to cefixime were more
frequent in the doxyPEP arm.
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Impact of DoxyPEP on N. gonorrhoeae

antimicrobial resistance
Phylogenetic tree of the 78 GC isolates obtained by WGS
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Users’ DoxyPEP uptake

« A small German online survey showed that more than one quarter of the respondents employed
doxyPEP using pills left over from previous doxycycline treatments. Self-prescribed doxyPEP use was
reported by 54% participants in a similar Spanish online investigation.

 According to the Italian SIMIT survey, 46.1% of ID specialists have the perception that doxyPEP
sauvageis occurring.

Source of information about doxyPEP.

DoxyPEP aware vaer used DoxyPEP users
(N=198) CHyFED (N=62)
(N=136)

Source of Friends 77 (41.0) 57 (41.9) 23 (20.4) 0.841
doxyPEP Sexual partner
information, n 9 (4.8) 4 (2.9) 5 (8.8) 0.080
(%)
General
Practitioner 9 (4.8) 6 (4.4) 3 (5.3) 0.798
PrEP staff 36 (19.2) 18 (13.2) 19 (33.3) 0.001
NGO
volunteers 73.7) 5 (3.7) 2 (3.5) 0.955
Internet 69 (36.7) 50 (36.8) 20 (35.1) 0.825
Other 14 (7.5) 11 (8.1) 3(5.3) 0.490

Hornuss D, Infection 2023; Sergio VB, Infection 2024;
Raccagni AR, XXIII Congresso Nazionale SIMIT 2024; Rossotti R, Sex Transm Dis 2025



Users’ DoxyPEP uptake

« A small German online survey showed that more than one quarter of the respondents employed
doxyPEP using pills left over from previous doxycycline treatments. Self-prescribed doxyPEP use was
reported by 54% participants in a similar Spanish online investigation.

 According to the Italian SIMIT survey, 46.1% of ID specialists have the perception that doxyPEP
sauvageis occurring.

Features of doxyPEP use. SD, 95%CI

Source of information about doxyPEP.
DoxyPEP aware Never used DoxyPEP users Number of doxyPEP courses used in the previous 3
doxyPEP th dian (IOR 1(1-3) 1.84
(N=198) (N=136) (N=62) months, median (IQR)
Reason to use doxyPEP,

Source of [EEm—— 77 (41.0) 57 (41.9) 23 (20.4) 0.841 n (%) Exposure considered at major 17 27.4) 5.7, 16.8-40.2

doxyPEP Sexual partner risk
information, n 48) 429) >(68) 0.080 STIs concerns 13 (21.0) 52,11.7-33.2

(%)

Sex concerns 10 (16.1) 47,8.0-27.7
Missing 22 (35.5) 6.1,23.7-48.7
Errors declared while taking doxyPEP, Wrong dose 13 (21.0) 52,11.7-33.2
i Wrong timing 3 (4.8) 2.7,1.0-13.5
Other 14 (22.6) 5.3, 12.9-35.0

General

Practitioner 9 (4.8) 6 (4.4) 3 (5.3) 0.798
PrEP staff 36 (19.2) 18 (13.2) 19 (33.3) 0.001
NGO

volunteers 7 (3.7) 5(3.7) 2 (3.5) 0.955
Internet 69 (36.7) 50 (36.8) 20 (35.1) 0.825
Other 14 (7.5) 11 (8.1) 3 (5.3) 0.490

Hornuss D, Infection 2023; Sergio VB, Infection 2024;
Raccagni AR, XXIII Congresso Nazionale SIMIT 2024; Rossotti R, Sex Transm Dis 2025



Users’ DoxyPEP selection

BOX 1. CDC recommendations for use of doxycycline as postexposure prophylaxis for bacterial sexually transmitted Infections prevention

8 POPULATION HEALTH DIVISION - Stength of recommendation and
LA B : Recommendation quality of evidence
x SAN FRANCISCO DEPARTMENT OF PUBLIC HEALTH Al

* Providers should counsel all gay, bisexual, and other men who have sex High-quality evidence supports this strong
with men (MSM) and transgender women (TGW) with a history of recommendation to counsel MSM and TGW and
at least one bacterial sexually transmitted infection (STI) (specifically, o doxy PEP

Recommendations

DY syphilis, chlamydia or gonorrhea) during the past 12 months about the
benctits and harms of using doxycydline (any formulation) 200 mg once
1. Recommend doxy-PEP to cis men and trans women who: 1) have had a bacterial STl in within 72 hours (not to exceed 200 mg per 24 hours) of oral, vaginal,

or anal sex and should offer doxycycline postexposure prophylaxis

A——
the past year and 2) report condomless anal or oral sexggl fzgntat?t vgnth 2 1 cis male or (doxy PEP) chrough shared decision-making, Ongoing need for doxy
trans female partner in the past year. These were the eligibility criteria used for the PEP should be assessed every 3-6 months.
DoxyPEP study. Patients with a history of syphilis should be prioritized for doxy-PEP. _ .
y y Y P P y ¢ No recommendation can be given at this time on the use of doxy PEP Evidence s insufficient to assess the balance of
’ 2 : for cisgender women, cisgender heterosexual men, transgender men,  benefits and harms of the use of doxy PEP
2. Offer doxy-PEP using shared decision making to cis men, trans men and trans women and other queer and nonbinary persons.
who report having multiple cis male or trans female sex partners in the prior year, even if * Althaugh no direcly assessed in the rrlals Included in these guidelines, doxy PEP could be discussed with MSM and TGW who have not had a bacteriad STI
. . 2 disgnosed during che previows year but will be participaring i sexuad aclvitles that are known o increase likelihood of expasure to STs.
they have not previously been diagnosed with an STI. ! See Table.

 The draft of French guidelines suggests to offer doxyPEP to GBMSM
and TGW who had at least 2 STIs in the previous years.

* DoxyPEP use was recommended for intensive sexual activity (more
than five partners in 72 hours).

San Francisco Disease Prevention & Control, 2022; Bachmann LH, MMWR Recomm Rep 2024; Raccagni
AR, Lancet Infect Dis 2025.



Users’ DoxyPEP selection

Individuals with at least one STI in the previous year. J

STIs registered in the same individuals in the following year.

Number of infections (95%CI 70-98) that would be averted if doxyPEP was ]
taken.

Number of individuals without STIs in the following year (64.5%) who would
have had antibiotic overuse if they had taken doxyPEP.

Rossotti R, CROI 2025.



Other DoxyPEP issues

* The efficacy in cis women is low.
A small study on Japanese SW showed good efficacy.

* Doxycycline has a well-known toxicity profile: 6.1% skin rash,
4.2% more readily sunburned, 8.2% headache, 12.1% diarrhea,
2.2% pain with swallowing.

* DoxyPEP might be cost-effective if used for syphilis and
Chlamydia (but not for gonorrhea) with a more targeted
selection of users.

* Delayed serologic syphilis diagnosis is fascinating but no data
so far.

Stewart J, N Engl J Med 2023; Abe S, IAS 2025; Luetkemeyer AF, N Engl J Med 2023;
Lai H, medRxiv 2024; Ard KL, ID Week 2023



Take home messages

* DoxyPEP is safe and greatly works for syphilis and Chlamydia.

» Its role against gonorrhea is limited.

 Data on colonizing bacteria ecology seem reassuring (at least
within a short term).

* The risk of resistance development in C. trachomatis and N.
gonorrhoeae is still under investigation.

* Criteria for users' selection need a better tailoring.
 Education and counselling about doxyPEP are essential.

 Data about cis women and cost-effectiveness need additional
evaluations.
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