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Di cosa parliamo?

* PrEP: Profilassi pre esposizione, riguarda antivirali per HIV

* PEP: Profilassi post esposizione, riguarda antibiotici per le STI,
ma riguarda anche antivirali per HIV
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Di cosa parliamo?

* PrEP: Profilassi pre esposizione, riguarda antivirali per HIV

* PEP: Profilassi post esposizione, riguarda antibiotici per le STI,
ma riguarda anche antivirali per HIV

* PrEP: chemioprofilassi (malaria)
* PEP: chemioprofilassi (meningococco)
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EFFICACIA

Theoretically, if we accessed
and put on antiretroviral therapy
everyone who has HIV and
provide PrEP for all at high risk of
HIV, we we could rapidly end the
epidemic.

Fauci A, CROI 2019



HIV Pre-Exposure Prophylaxis (PrEP)

! One pill per day

4

>95% effective in
preventing HIV
acquisition

* DAILY * ON DEMAND

PROUD, McCormack IPERGAY, Molina
The Lancet 2016, 387, 53 - 60 N EnglJ Med 2015;373:2237-2246

Genova 10 giugno 2025



HPTN 083 and 084: LA IM CABOTEGRAVIR Q2M vs
Daily Oral FTC/TDF for PrEP

International, randomized, double-blind phase lIb/lll (083) and phase |Il (084) trials
LA IM CAB met criteria for superiority vs daily oral FTC/TDF in both trials

HPTN 0831
= N =4566 MSM and TGW
= 13 incident infections with LA CAB

vs 39 with oral FTC/TDF

= 4 with on-time CAB injections

m ] CAB infection later determined
to be baseline infection

= HR for CAB vs FTC/TDF:

0.34 (95% Cl: 0.18—.62)

i GAME CHANGING /inHIV
) — Genova 10 giugno 2025 2022
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IAS-USA 2024 Recommendations for HIV PrEP

Type of Exposure Daily TDF/FTC On-Demand Daily TAF/FTC Every other month
(“2-1-1") TDF/FTC IM CAB-LA

Insertive anal/vaginal sex Q

Receptive anal sex
Receptive vaginal sex
Receptive neovaginal sex
Injection drug use

Pregnant and breastfeeding
people

Genova 10 giugno 2025
Gandhi, Landovitz, Sax, et al. JAMA, 2024,
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PrEP Prescribing in the United States

200,000

150,000

100,000

50,000

0

Mann L, eta

Of 186,367 PrEP users,
—Brand FTC/TO 50% generic TDF/FTC
- =FTC/TAF and 0.5% CAB

===Generic FTC/TDF (Sept 2022, Source: IQVIA)

Cabotegravir
Total

1 1 T T ! 1 ! T !

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

186,367 persons were prescribed PrEP (Sept 2022).

Generic FTC/TDF: 93,808 (50.3%)

FTC/TAF: 84,141  (45.1%)
Brand FTC/TDF: 7,065  (3.8%)
CAB-LA: 1,353  (0.5%)

L. Trends in Oral and Injectable HIV Preexposure Prophylaxis Prescriptions in the US, 2013-2023. JAMA, 2024,

Genova 10 giugno 2025

Table. Characteristics of persons prescribipd long-acting cabotegravir,
United States, January 2013 through Sepgember 2022
Oral PrEP Injectable PrEP
N % N %
Total 381,883 2,695
Sex
Male 355,087 93.0 2,359 87.5
Female 26,697 7.0 336 12.5 (i—
Unknown 99 0.0 0 0.0
Age
1324 46,814 12.3 369 13,7 {—
25-34 150,864 39.5 1,111 41.2
315-44 96,243 25.2 698 259
45.54 47,668 12.5 297 11.0
55-64 31,427 8.2 149 5.5
054 8867 2.4 1 2.0
Number of People Who Received a CAB-LA
PrEP Prescription, Jan 2022 - Aug 2022
1,951
2,000
1,638
1,500 1
1,000
500

Prescribed 1st Dose

Prescribed 2nd Dose
withn 1 Month of the
1st Prescription



SYHIV, ART & PrEP 2012-2024 — Eastern and Southern Africa

2023: 12 million more on

HIV : PrEP
X Since 2012, the number of people acquiring HIV has outpaced the number of people starting PrEP by ~1.5 to 1—showing 2023: 12 it
“'1 .5:1 12 that PrEP uptake is far too low to effectively prevent new infections. since

14

10
)
S g
:f: 2023: 8.8 million
acquired HIV since 2012
6
Q4-2024: 6.4 million
L —— e i D ——— T —— ] Tebout
2
0

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

BN Initiated oral ARV PrEP cumulative since 2012 (PrEPWatch) «f@y=New HIV acquisitions cumulative since 2012 (UNAIDS)

wie A number on HIV treatment cumulative since 2012 (UNAIDS)

@UNAIDS
@ cro12025

Sources: AVAC PrEPWatch Nitpa.//wewy. prepwalch orgfrescurcos/global-prep-tracker/ . UNAIDS hitosu/ e unnids. org/eniresourcastact-ahoot and
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- . i .
“PURPOSE 1: Zero HIV Infections ~"PU.POSE 2: Two HIV Infections

in Cisgender Women Receiving LEN in Participants Receiving LEN
4 1 100% efficacy ¢/w background & F/TDF 4 4
. F/TAF: no efficacy ¢/w background ; 2.37
1 2.41 =
O O
R 3, a8 -
o 2.02 1.69 o 3
a a
= s
v 24 v 29 0.93
g 4
B ©
i.é 1 EG. U
g a z 0.10
0 « ] 0
Background LEN F/TAF F/TDF Background LEN F/TDF
HIV incidence 0 infections | 39 infections 16 infections HIV incidence 2 infections 9 infections
1939 PY 1932 PY 949 PY 1938 PY 967 PY
Median follow-up duration: 44.0 weeks Median follow-up duration: 39.4 weeks

SOvorall n: background HIV incidence group, 8O LML, 2034, F/ZTAF, 2136; F/TOF, 1068, "5 Cls: background HIV incidence group, 1.82-3.19; LEN, 0:0,19; F/TAF, 1.446-2.76; F/TOF, 0.9 2,74, “Overall n: background HIV incidence group, 4634; LEN, 2179, F/TDF, 1086,
A% Cls: background HIV incidence group, 1649 3,417, LEN, 0.012:0.373; F/TOF, 0,426 1,768,

PY, porscn yours. Bekker, NEJM 2024; Kelley, NEJM 2024



Current status of long-acting PrEP options

_ Stategy | __FDA_____EMA | Availability

In certain
Dapivirine ring N/A \/ African

countries
Cabotegravir v/ v Limited
Lenacapavir Review date  Submitted Kot

June 19, 2025 |Feb 8, 2025

7 Positive opinion by the European Medicines Agency (EMA)

Genov,

a 10 giugno 2025
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*Aderenza
*Persistenza
*Distribuzione
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Aderenza

Genova 10 giugno 2025

How much adherence is needed for daily TDF/FTC?

Modeled data from IPrEx study suggests >99% effectiveness if cisgender men take

> 4 doses/week; later data suggest even 2+ pills/week have 99% effectiveness'’

PK data of F/TDF suggests cisgender women need to take 6-7 doses/week for

maximal vaginal concentrations, BUT modeled clinical data found 4-6 pills provided

88% effectiveness'

* Data from 11 demonstration projects of daily F/TDF PrEP in >6900 cisgender women

globally found:2
>7 tablets/week
4-6 tablets/week
2-3 tablets/week
<2 tablets/week

'Anderson, CID 2023
‘Marrazzo, JAMA 2024

Consistently
Daily

Consistently
High

High, but
Declining

Consistently
Low

HIV Diagnoses / n
0/498

1/658

6/ 1166

5/632

HIV Incidence per 100 PY (95% CI)

|
0

L R —

[ |

0.13(0.02-0.92)  _g909, reduction

0.49 (0.22-1.08) ~61% reduction

1.27 (0.53-3.04)

L



Aderenza

Oral PrEP failure in studies of women linked to
suboptimal pill adherence

'he NEW ENGLAND JOURNAI I MEDICINI

Preexposure Prophylaxis for HIV Infection
among African Women

1.0+ 0.10+
0.9 0.09-
0.08 <
0.8
s 0.07 -
g 0.7+ 0.06
E 06 0.05 -
E 0.04
0.5 ]
‘s
0.03-
0.4+
0.02+
0.34
0.01+
0.2 0.00
0 4
0.14
0 0 frmmmmprrem ey e

0 4 8 12 16

Weeks since Enrollment )
Van Damme, NEJM 2012 Genova 10 giugno 2025




Aderenza

Oral PrEP failure in studies of women linked to
suboptimal pill adherence

F'he NEW ENGLAND JOURNAL of MEDICINI

Preexposure Prophylaxis for HIV Infection
among African Women

i "1 | "Among women with seroconversion...the
“ s | target plasma level of tenofovir was
identified in 7 of 27 women (26%)”
: 0.06
é 0.6+ 0.05+
z 0.5+ 0.04+
§ 0.4d 0.03 -
R 0.01-
0.2 0.00 ...'...!"';" . i . i . i : i i i .
0 4 8 12 16 20 24 28 32 36 40 44 48 52
0.14
A, i
0 4 8 12 16 20 24 28 32 36 40 14 48 52

Weeks since Enroliment Genova 10 giugno 2025

Van Damme, NEJM 2012



Persistenza

Decreasing adherence to oral PrEP over time
In the real-world

“mm rajectories of Adherence to Oral Pre-exposure
Open Forum . ; . ~ :
Infectious Prophylaxis and Risks of HIV and Sexually Transmitted
Diseases Infections
1'00 4 > bunt : 4.4 b banth > ¢ & > 4 Y
e 40% Consistently high (39.8%)

J1

®  Gradually declining (24.3%)
-4 Rapidly declining (25.4%)
-@ Minimal use (10.5%)

e
-~
o

609%,

o
N
o

Proportion of Days Covered

o
[~
=
|

0 120 240 360 480 600 720

Unigwe, OFID 2024 Days Genova 10 giugno 2025
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CAB Availability

» ~11,000 total U.S. prescriptions 15 regulatory approvals; 13 pending
« ~$22,200/year
. ‘x
* PEPFAR supply, Feb 2024 | J ! i
1% CAB approval:
» ¥§170 - $240/year US FDA in Dec 2021
* Generic licensing, July 2022 w J
. i Then, 7 Afri |
CAB regulation faster than oral PrEP AL S e < Brorel
» LMIC project product 3 years faster a;g‘;&cé:bfoygg’e;’;?:;!
As of January 2024 African approvals

hitps /veww Ida govinews-avents/press-announcements/ida-approves-firstinjectable-treatmaont. hiv-pre-exposure-prevention, Data from ViV Healthcare, Shdoes courtesy of Mitchell Warren, AVAC,

hitps /medicinespatentpool org/licence-post/cabotograyir-long-acting-la-for-hiv-pre-oxposure-prophylaxis-prep

Patol RR. Why is the rollout of long acting agents so slow? CROI 2024 Denver, CO

4

Genova 10 giugno 2025

Approved Pending
Australia ! Canada
Botswana 4 China
Brazil ) Columbia
EMA 1 Cote d'Ivolr
Malawl b Kenya
Malaysia O Mozambiqt

Nigeria / Myanma
Philippines 9 Rwanda

10, South Africa 10. Tanzania
11. Thalland 11. UK

Adeacaey Aus



PrEP Prices in LMICs

Oral TDF/FTC from Gilead and then the average
over time from 15 generics

350 +

300 +

150

100 -

50 -

Comparison of Originator Price vs Average Generic Price Over Years

~&~ Originator Price
~&~ Average Generic Price

2007 - 2020: originator
price decreases by 12%

\

2007 - 2020: avg generic
price price decreases by
79%

2007: N
Generics o ———
enter market ——
6 o A 0 v D o 0
(S N 8 & & o
WD A A0 o O 40 " o

, 3156

Low prices = Increasing Access

$180

" ~$40

USD PER YEAR

<

Injectable
Cabotegravir

Injectable
Lenacapavir

Oral TDF/FT

Dapivirine
Vaginal Ring

*The actual price per vial is quoted in UK Pounds but converted to US Dollars for comparison purposes.
The price is down from $180 in 2024 to $160 in 2025. Genova 10 giugno 2025



Il futuro sara long acting

*Sostenibilita il vero ostacolo

LEN Median (Q1, Q3)

Once-yearly IM Formulation 2 Compared With
Twice-yearly SC LEN

MK-8527 is a novel oral NRTTI dosed monthly for PrEP

1000
i ~&— Once-yearly IM LEN: Formulation 2 LEN Formulation 2 (n = 20)
i *~ Twice-yearly SC LEN
A 5000 m
¥l 48 . _— (2.% 5 mL of 500 mg/mL
? / R S with 10% EtOH)
s. of . - r median (Q1
f -
3 I - Conaxr NG/ML 336 (234, 474)
£ 10 ' ! Tonaxs days 46 6 (RE 2 4nRL
: i .
s i pakC,,
a

Mean MK-8527-TP concentrations after ascending
multiple doses of MK-8527 (trial B)

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Weeks Post Dose NH,
i
/17 N H
I i <
HO. N \N/kc. !
|
Il i
* Given once amonth. :
* Anoralpill.
* Developed by Merck. Gillespie, CROI 2024 (abstract 129); https:

clinicaltrials. gov/stucly/NCT0G045507; Kapoor, CROI 2025 (abstract 1232)

Genova 10 giugno 2025

Annual tenofovir implant associated with substantial
insertion site side-effects

* An ARV from a class of drugs first tested by another drug known as islatravir.

* Drugs are classed by how they work in the body. Islatravir studies for prevention were

discontinued when a fall in white blood cell counts (sometimes referred to as
lymphocyte levels) was detected after the drug was administered. MK-8527 has a
different chemical structure than islatravir, and studies so far show no safety risk.

* Currently under investigation for use as prevention in a small Phase 1l clinical trial.

Frowon synupsts

Oral MKES27 QM a5 PrEP in Cisgender Man, TGW, TGM, and GNE Paople Who Hav

Abbrevisted Title | ¢y with A Msle Sox at Birth
Trial Phase 3

2 Prevention of V-1 Infoction
Trial Type
Type of Control Tenofovir Oisoprox Fumarate (FTC/TDR)
ows ol
Trisl Blinding Double-biind
Treatment Groups | Randomized 1.1 to MK-8527 [monthiy] or FTC/TDF (daity)
o Trial
Particpants e

Reasons that implant was unacceptable

% who found aspect unacceptable

Li, Pharmaceutics, 2020; Gengiah, JIAS 2025




NIH-funded modeling analysis (

Modellnguinterventlons Required to Achieve EHE Goals in
gbMSM @

gomsme  ISEHSGICIINNNNE»>  outcomes
included: Combined testing/care; status quo” PrEP, low improvement Number of annual transmissions and percent reduction in HIV transmissions
000 Combined testing/care; status quo® PrEP, high improvement HIV transmissionse® were predicted

Combined testing/care; PrEP (gbMSM - higher risk of HIV acquisition), low improvement from 2022 to 2045
INEZRSWEHU VN Combined testing/care; PrEP (gbMSM - higher risk of HIV acquisition), high improvement

Select Model Input Parameters Annual HIV Transmissions Projected Among gbMSM
With Improvements in HIV Prevention and Care

Parameter Value
22,500 an o )

Total population, n 4,503,080 * EHE goal: 90% transmission reduction by 2030
HIV prevalence, n (%) 601,930 (13.4) 20,000 - %K 90% transmission reduction reached
gbMSM with higher risk of HIV acquisition, n (%) 17.500 -

Among gbMSM without HIV 543,634 (13.5) ’

Among gbMSM with HIV 421,382 (69.8) 15,000 - Status quo
Average monthly risk of HIV acquisition, %

Among gbMSM with higher risk of HIV acquisition 0.38 12,500

Among gbMSM with lower risk of HIV acquisition 0.08

Relative risk among gbMSM with risk of HIV acquisition Combined testing/care; status quo PrEP — low

Interventions

Prevention and care continuum strategies Status quo Low High Combined testing/care; PreP (gbMSM with higher risk) - low

Annual Transmissions, n
S
o
o
o
1

. . improvement _improvement 5000 - Combined testing/care; status quo PrEP - high
HIV testing frequency (monthly intervals) 82 6
Probability of linkage to HIV care, % 7 90 98 25001 * . ) . — . )
Engagement in HIV care at 24 months, % 75 90 98 0 , , , , , , , , , , , , Comlbmedltestlnlg/carel, PrEPI(ngSIM W|trl1 h|ghe|r risk) — high
VS, % 81 93 98 © AN D D O N A D ol D 0 D D WD © N L D W o

oMo N LN e Mo Mo RPN NP N N RN LN PN PN N

PrEP coverage, higher chance/lower risk of acquisition, % 40/7 75/15 90/20 q,& q,Qq' Q,Q(L q,&' Q,Q q,Q Q,Q q,Q ,19 q,Q q,o ,19 q,o q,Q ,19 ,19 Q,Q q,Q q,g ,19 q,Q
PrEP effectiveness, % 76 90 96 Year

Modeling suggests that major improvements in testing, care and prevention are needed to reduce
HIV transmissions by 90% among gbMSM in the US by 2038 and achieve EHE goals

aWith and without HIV. PDefined as current levels of testing, care and PrEP use. “Modeled on the status quoP or potential improvements based on the implementation of 8 single
interventions and 2 combination interventions. EHE, Ending the HIV Epidemic; gbMSM, gay, bisexual and other men who have sex with men; VS, virologic suppression

Scott JA, et al. CROI 2025, Poster 1295 Genova 10 giugno 2025
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Postexposure Doxycycline to Prevent
Bacterial Sexually Transmitted Infections

Anne F. Luetkemeyer, M.D., Deborah Donnell, Ph.D.,
Julia C. Dombrowski, M.D., M.P.H., Stephanie Cohen,V = = 7"

Genova 10 giugno 2025

Cole Grabow, M.P.H., Clare E. Brown, Ph.D., Cheryl Ma
Rodney Perkins, R.N., M.P.H., Melody Nasser, B.A., Carolii 1.0
Eric Vittinghoff, Ph.D., Susan P. Buchbinder, M.D., Hyman Sc 0.9
Edwin D. Charlebois, Ph.D., M.P.H., Diane V. Havlir, M.D., Oluse,
and Connie Celum, M.D., M.P.H., for the DoxyPEP StL

ABSTRACT

BACKGROUND
cisco General Interventions to reduce sexually transmitted infections (STIs)
r(AFL,CL, have sex with men (MSM) are needed.

B LY P H

Cumulative Probability of First
STI Diagnosis
o
(%]
|

Standard-care group, PrEP cohort

_ i+~ Standard-care group, PLWH cohort

+# Doxycycline group, PrEP cohort
Doxycycline group, PLWH cohort

Standard-Care Groups

0.0 f T T
. . . 0 90 180 270
The effectiveness data provide evidence for Days until First ST)
doxy-PEP as an effective STI prevention interven- atrisk
. . . idard-care groups
tion for MSM with recent STIs and ongoing con- rp conor: 107 72 37 23
LWH cohort 55 45 30 20
domless sex, regardless of HIV serostatus. The yeyline groups
. .. i . . tEP cohort 220 179 122 93
PLWH cohort 119 111 91 64

No. of Events/
No. of Participants

53/107
24/55

51/220
30/119

Hazard ratio for PrEP cohort,

0.34 (95% CI, 0.23-0.51)

Hazard ratio for PLWH cohort,

PrEP cohort
T T
360 400 PI._WH cohort
Doxycycline Groups
PrEP cohort
PLWH cohort
17
13
57
36

0.48 (95% Cl, 0.28-0.83)

and standard care) and participant cohort (PrEP and PLWH).

NEJM 388;14. April 6, 2023

Figure 3. Kaplan—Meier Estimate of Time to First STI Diagnosis.

The cumulative probability of any incident bacterial STI (chlamydia, gonorrhea, or syphilis) is shown according to study group (doxycycline
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* Why doxycycline?
« Safe, well-tolerated, inexpensive
» Active against chlamydia (CT) and syphilis
« Some resistance to gonorrhea, but
* Not used as 18! line treatment of gonorrhea
« Unknown how much activity is needed for PEP

Genova 10 giugno 2025

Doxycyline as Post-Exposure Prophylaxis
(doxy-PEP)

* Dose: 200 mg within 72 hours after sex

* Four recent RCTs
« 3 in MSM/transgender women showed substantial decline in CT (70-86%),
syphilis (73-79%), variable efficacy against gonorrhea (33-55%)

* 1in cis-gender women showed no efficacy, but adherence poor
-CROI 2025




DOxy PEP - How to Take = sex without

Two 100 mg pills of doxycycline ideally within 24 hours but no including oral

later than 72 hours after condomless oral, anal or vaginal sex

Example: Sex on Sat; take dose of doxy by Tues Example: Sex on Thursday; take dose of doxy by Sunday

b3
= g,
A o SR A 3
Thursday
4 b LAl / 4

Example 2: Daily (or more) sex Sat-Tues; take daily dose of doxy and last dose within 24 hours but not later than 72 hours

after last sex
o e B R D D Doy
Doxy Doxy Doxy gﬂ ........................................
g_ ﬂ ﬂ ... Upto72 hours after sex

Genova 10 giugno 2025

No more than 200 mg every 24 hours
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Decline in citywide chlamydia and early syphilis cases in
MSM and TGW in SF after release of doxy-PEP guidelines

In Nov 2023, observed chlamydia cases were 50%
(95% ClI 38%-59%) lower than model forecasts

120

100

80

60

40

20

In Nov 2023, observed syphilis cases were 51%
(95% CI 43%-58%) lower than model forecasts

R N T I

& Q\ S { O
SR\ A N O

Pre-period trend - - == Predicted trend Post-period trend

Sankaran, JAMA Internal Med 2025
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Gonococcus: tetracycline resistance

« WHO and CDC priority watch list for FQ- and 3GC-resistant gonorrhea (2017)
» Recent reports highlight the risk of gonorrhea becoming untreatable in the future.

Places Working to Combat Drug-Resistant Gonorrhea

< : , Percentage
b7 N N T "
}«.__ S\ l ‘\ G Ky \(\ / 40% 1
r'b E | —s }’ \—\- ¥ .7. 4‘\5}
P = == | i : i ) < 5
S | i Yt | 30% 1 Ciprofloxacin
20% 1 Tetracycline
Penicillin
10% 1
Azithromycin
- Cefixime
0% - Ceftriaxone

2000 2005 2010 2015 2022
Year

s ) CROIE
(o)
f'.’."‘f'.'..';'f et . o ‘ e

Tacconelli E, 2018, Lancet Infect Dis.; https://www-cdc-gov.proxy.insermbiblio.inist.fr/std/statistics/2022/figures.htm




A large reservoir of tetracycline-resistant GC isolates
worldwide B

e &=
' .-;-\ ~ -
V4

\ =7 -

"\ ¢ ' 2 ’ - " .

2 -, 3 -

oy SIS, ., ¥ -
- & Europe:
> % pe: N

63.4% [14,3% - 93,7%] (MIC>0.5)
38.6% [4,9% - 82,4%] (CLSI, MIC>1)
' A o, o \

Low tetracycline
resistance 17.4% to 52.0% A I
' (CLSI, MIC>1) | » N
in the US L T sean00% %

L NS -
1 A {
L s A\ n
h " Ll &
| 2l .
\d
h 1 | ¥
|
o

Resistance (%)

M 630 120.7 - 90%
B 31-70
B /700

- S
Unemo, Lancet Reg Health Eur, 2024. hitps://www-cdc-gov.proxy.insermbiblio.inist.fr/std/GISP/; Mortimer, Clin Infect Dis, 2023; Congo-Ouedraogo M, J Eur Acad Dermatol, 20
22; Naiki Attram, PLoS One. 2019; Alain Yéo A, 2019 Sex Transm Dis; Crucitti T, Int J STD AIDS 2020; Nireshni Mitchev, AAC 2021; Machado H de M, JAC Antimicrob Resist.
2022; Thakur, Sexual Trans Dis, 2017; Golparian D, J Antimicrob Chemother. 2022; Cornelisse VJ, Sex Health. 2023, Sawatzky, RMTC, 2023; Rivillas-Garcia JC, Rev Panam
Salud Publica, 2020; Kahsay AG, Infection and Drug Resistance 2023; Cameron-McDermott SM, J Antimicrob Chemother 2022; Matoga M, Sexually Transmitted Diseases, 20
22; Nufiez-Samudio V, Microorganisms, 2023; Aboud S, Trop. Med. Infect. Dis. 2022; Hamill MM, BMC Infectious Diseases 2022. Genova 10 giugno 2025




Clinical Infectious Diseases

MAJOR ARTICLE

Potential Impact of Doxycycline Post-Exposure Prophylaxis
on Tetracycline Resistance in /NVeisseria gonorrhoeae and
Colonization with Tetracycline-Resistant Staphylococcus

aureus and Group A Streptococcus

Genova 10 giugno 2025
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Quali sono le conclusioni del lavoro?

* Laresistenza a tetracicline in N.gonorrhoeae e rapidamente
aumentata dal 2021 al 2024 (attualmente High Level)!

* L'uso di DoxiPeP e associato a colonizzazione da S.pyogenes e
S.aureus resistente a S.aureus (quindi impatto off-target)

Figure 1: Prevalence of tetracycline resistance among MSM with NG, PHSKC Sexual Health

< s Figure 3: Proportion of PHSKC SHC MSM diagnosed with CT or NGU who were treated with
Clinic, 2017-2024. g ¥ gnose 3

doxycycline or azithromycin within 7 days, and proportion of MSM NG isolates with high level
100% tetracycline resistance, 2016-2024

09 70%
90%

os

60%

80%
0.7

70% King.Colnty doxy PEP
guidglines released

06
60%
05 40%
50%

0% 30%

% MSM NG with HLTetR

40%
03

Percent of NG patient-cases with TetR

30%

% MSM with CT/INGU treated with DOXY or AZI

0.2
20%

10%
0.1

10%

2016 2017 2018 2019 2020 2021 2022 2023 2024
0% —% CT/NGU MSM treéited with doxy % CT/NGU MSM treated with azithro ——% MSM NG isolates w/HLTetR
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B S S S S S

g e CID 2025




Anne F Luetkemeyer,
Lancet Inf Dis 2025

Doxy PEP

* High effectiveness, safety, tolerability, and acceptability of
doxy-PEP support the to counsel
MSM and TGW with a recent history of bacterial STIs about
doxy-PEP as an STI prevention

* Evaluation of AMR in N gonorrhoeae and common
colonising bacteria, such as S aureus and Streptococcus
pneumoniae, is warranted as part of public health
surveillance and research with long-term doxy-PEP use
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Conclusioni

* PrEP antivirale: luci maggiori delle ombre
 OS: aderenza, persistenza, distribuzione, resistenze
* [M: Sostenibilita (costi diretti ed indiretti)

 PEP: antibiotici: non ancora chiaro il vantaggio

 Doxy PEP: Orale, autosomministrazione, Tollerabilita, antibioticoresistenza
per la comunita

Genova 10 giugno 2025
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