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DoxyPEP ve Gonore
Asisi (4CMenB)
Oyun Degistirici mi,

Tehdit mi?

Profilakside
Paradigmalar
Degisiyor mu?

Paradigma Nedir?

* Yunanca "ornek" veya "desen"” anlamina gelen
paradeigma kelimesinden turetilmistir.

* Ortak bakis acisi, model veya degerler dizisidir.

* Temel olarak dunyayi veya bir konuyu algilama
bicimimizi belirleyen "zihinsel gozlukler"” olarak
dusunulebilir.



CYBI Profilaksi-Tarihce

Kalomel (civa kloriir), 1800'lerden itibaren
sifilis de dahil olmak Gzere bircok hastaligin
tedavisinde kullanilmistir.

1917- Alman askeri kullanimina ait,
Ambalaj kagidina sarili kalomel
tabletleri

Penislerine civaiceren (Kalomel)
merhem surmeleri tavsiye

edilmistir -
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Bu kitapcik, Birinci Diinya Savasi sirasinda ingiliz
askerlerine dagitilmistir. (Lord Kitchener)

o~ "/Bu kitapcikta verilen tavsiye; \

* Hicbir sekilde cinsel aktivitede
bulunmamalk,

* Alkolden uzak durmak,

* «Mustehcen kitaplar okumamak
veya mustehcen konular hakkinda

k konusmamak" /

A cause of Military Inefficiency"
Science Museum Group Collection
© The Board of Trustees of the Science Museum



Clinical Trial > N Engl J Med. y 10;300(19):1074-8. doi: 10.1056/NEJM197905103001903.

A trial of minocycline given after exposure to prevent
gonorrhea

W O Harrison, R R Hooper, P J Wiesner, A F Campbell, W W Karney, G H Reynolds, O G Jones,
K K Holmes

* 1979'da yapilan eski bir RCT

* ABD Donanmasi'ndaki erkeklerde
* 1080 erkek

* 200 mg minosiklin

* Gonore insidansi %54 azalmis

* Ancak dusuk MIK duzeyi olan gonokok enfeksiyonlarinin
Insidansindaki azaliyor....Tetrasiklin direnci artabilir.....



Neisseria gonorrhoeae

* Gonokok, uretranin, serviksin, farenksin ve gozun mukoza yuzeylerini
Infekte eder.

e Servisit Asemptomatik, PID, infertilite
Uretrit
* Rektal ve orofarengeal enfeksiyon

Kalici bagisiklik olugsmaz »

* Insidans
* Coklu Antibiyotik direnci




Neisseria gonorrhoeae- Epidemiyoloji

* WHO 2020; 82.4 milyon yeni vaka

e Global insidans:
e Kadin:19/1000
e Erkek: 23/1000

* Vaka sayisinin artmaya devam
ediyor

HIV PrepP
Kullanimi &
Dusen
Enfeksiyonlar

Ingiltere’de 2022’deki vakalarin yarisi;
escinsel, biseksuel ve diger erkeklerle
cinseliligskiye giren erkekler



Antibiyotik Direnci

Penisilin Tetrasiklin Florokinolonlar Makrolidler

—

Seftriaksona da
direncg gelisirse

& Risk 227272

Direncli suslarin yogun cinsel aglara
girmesi durumunda enfeksiyonlar

tedavi edilemez hale gelecek. Etkili bir Gelisti mi??
astya duyulan ihtiyag kritik seviyede.




Critical group High group Medium group
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WHO Bacterial Priority \
= Acinetobacter baumannii Salmonella Typhi Group A Streptococci
Pathogens Llst’ 2 024 rarbapenejnj-resistant 1'.uoroquinc|.ine-resmant macrolidel-renstant
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Bacterial pathogens of public health \_ #/ N
Im po rta nce to g u Id € rese- Sm'ge-iia spp. Streptococcus pneumoniae
pucroguinolone-resistant macrolide-resistant

and strategies to pr N s

MY Neisseria gonorrhoeae’ye ) (o)
karsi yeni miidahalelerin ket
gelistirilmesine acil ~
ihtiyag var!!! %

DSO; yeni terd
asilarin gelistirilme

oncelikli bir patojen olarak Neisseria gonorrhoeae

third-generation cephalosparin,

belirlenm Istir andfor fluoroquinolone-resistant
apted MCDA matrix. : s ‘_. \':
_ \ =/

_ : Staphylococcus aureus
T methicillin-resistant



CYBI-Profilaksi

* Maruziyet sonrasi Profilaksi- DoxyPEP;
e Etkili mi ?

Potansiyel riskleri neler?

Antimikrobiyal dirence yol acar mi?

Mikrobiyataya etkisi nasil olur?

Istenmeyen baska etkiler olur mu? DOXY'PEP

Ki e,? For the prevention of bacterial sexually transmitted infections.
I I l L]

Ne zaman?

Doxycycline Post-Exposure Prophylaxis

—

® eeens . oea | @
. GonorrhotS! Wi



Randomized Controlled Trial B> Sex Transm Dis. 2015 Hgb;42(2):98-103.

doi: 10.1097/0LQ.0000000000000216.

Doxycycline prophylaxis to reduce incident syphilis
among HIV-infected men who have sex with men

who continue to engage in high-risk sex: a
randomized, controlled pilot study

Robert K Bolan ', Matthew R Beymer, Robert E Weiss, Risa P Flynn, Arleen A Leibowitz,

Jeffrey D Klausner

Doksisiklinin e 30 katilimci
profilaksisini « GUnlik 100 mg doksisiklin
arastiran ilk calisma * 48 haftalik takip .
\_ ) * Doksiklin grubunda genel olarak daha dusuk CYBI

\_

)




Randomized Controlled Trial

doi: 10.1016/51473-3099(17)307

P Lancet Infect Dis. 2018

Ancak gonorede
azalma

Jean-Michel Mol

ar;18(3):308-317.

ns in menw

mised

4 Eric Cua 2,

-

o

gozlemlenmedi !!!
* Fransa’da

M
e 232 GBMSM,

1:1 oraninda randomize edilmis acik etiketli bir calisma
Cinsel iliskiden sonraki 24 saaticinde 200 mg doksisiklin

)

e Sifilis’de %73 ve
 Klamidya’da %70
oraninda azalma bulundu




ABD'de Doxy-PEP:
Randomized Controlled Trial pr 6;,388(14):1296-1306.

doi: 10.1056/NEJMoa2211934.

Postexposure Doxycycline to Prevent Bacteria
Sexually Transmitted Infections

Anne F Luetkemeyer ', Deborah Donnell 1, Julia C Dombrowski !, Stephanie Cohen 7,

ARTICLES - Volume 25, Issue 8, l1873-883, August 2025

Doxycycline to prevent bacterial sexually transmitted infections
In the USA: final results from the DoxyPEP multicentre, open-
label, randomised controlled trial and open-label extension

THE LANCET




Doxy-PEP

Faz 1: Randomize Faz (2:1 Orani)

Doxy-PEP Grubu

(N=411)
Baslangi¢
(N=637)
Agustos 2020 - Mayis
2022 arasi kayit.
Standart Bakim

|
| Grubu
| (N=181)

Y Etkililik
' nedeniyle bu
faz erken

% durduruldu.

Faz 2: Acik Etiketli Uzatma (OLE)

Tum katilimcilara galisma sonugclari bildirildi.

Doxy-PEP’e
devam edenler
N=207

Doxy-PEP’e yeni
baglayanlar
N=82




Katilimci Profili:

Katihmcilarin %95’ cisgender erkek, %5'i trans
kadin veya cinsiyet cesitliligine sahip.

~%30'u HIV ile yasiyor (digerleri PrEP kullaniyor).

Son

12 ayda

65% Gonore oykisu: 60%

%65

Son 12 ayda Son 12 ayda
Klamidya oykusu: >2 CYBE oykusi:
%60 %54

Kayittan one

Tetikleyici

Kondomsuz
cinsel temas.

%92'si

Zaman Penceresi Mildahale

Temastan sonraki 200 mg tek doz
ilk 72 saat icinde. Doksisiklin (oral).




Doxy-PEP

Klamidya

Gonore

Standart Bakim Doxy-PEP

%125 — %2,6

Standart Bakim Doxy-PEP

%33 — %0,6

Standart Bakim Doxy-PEP

%19,3 — %9,4

Rolatif Risk: 0.20
(%80 Azalma)

Rolatif Risk: 0.20
(%80 Azalma)

Rolatif Risk: 0.46
(%54 Azalma)

Patojene karsi son derece etkili.

Patojene karsi son derece etkili.

Etkili, ancak direnc faktorleri
(Tetrasiklin) nedeniyle daha

sinirh bir koruma.
(Not: Faringeal gonore dahil tim
anatomik bolgelerde azalma goriildi).

Anne F Luetkemeyer, et al. D Doxycycline to prevent bacterial sexually transmitted infections in the USA: final results from the DoxyPEP multicentre, open-label, randomised controlled trial and
open-label extension . The Lancet Infectious Diseases Volume 25 Issue 8 Pages 873-883 (August 2025)




Behavioral Paradox: Rising Risk, Falling Infections

= —— e 7—7—4—3

Davranis (Yukselis Egilimi) ™1 Enfeksiyon (Dusus/Sabitlik Egilimi)—

Partner Sayisi: Ceyrek basina
/I\ ortalama 8-10'dan 12-16 partnere

Iki katina cikti.
\l/ Bu devasa risk artigina ragmen

enfeksiyon oranlari dususte kaldi

Riskli Temas: Kondomsuz anal (%13 ve %17).

7| seks eylemlerinde (hem alici hem
verici) belirgin artis yasand..




Doxy-PEP; N. gonorrhoeae Antimikrobiyal direncini tetikler mi?

B

1 MIC <2 (notresistant) [ MIC =2 (resistant)
Bl MIC =16 (hi ;

100

* Tetrasiklin direnci zaten yuksek ve

Gonore tedavisinde kullanilmiyor;

* Diger antibiyotik siniflarina capraz
direnc kazandirmadigl surece,

tetrasiklin direncinin olumsuz bir

klinik etkisi olmayabilir....

4 )
Sefalosporin direnci

saptanmamis...

Distribution of tetracycline MICs in

-care groups
in open-label
extension

Tetrasiklin direnci baslangic: %21
Doxy-PEP: %27

Anne F Luetkemeyer, et al. D Doxycycline to prevent bacterial sexually transmitted infections in the USA: final results from the DoxyPEP multicentre, open-label, randomised controlled trial and
open-label extension . The Lancet Infectious Diseases Volume 25 Issue 8 Pages 873-883 (August 2025)




CORRESPONDENCE - Volume 25, Issue 6, E316June 2025 |

Doxy-PEP could select for ceftriaxone resistance in
Neisseria gonorrhoeae

Thibaut Vanbaelen 2 - Sheeba Santhini Manoharan-Basil 2 - Chris Kenyon P &

b

RS The Lancet Infectious Diseases
ELSEVIER Volume 25, Issue 6, June 2025, Page e317
Correspondence

Doxy-PEP could select for ceftriaxone
resistance in Neisseria gonorrhoeae —
Authors’ reply

Anne F Luetkemeyer @ BX, Deborah Donnell ®, Connie Celum ¢




Hedef Disi Organizmalar ve Mikrobiyom Etkileri

Staphylococcus aureus Faringeal Komensal insan Gut (Bagirsak)
(12 Aylik Sonuclar) Neisseria Mikrobiyomu

Tastyicilik: Doxy-PEP
grubunda azalma
(%45.2'den %29.2'ye).

Diren¢: Ancak
kUltarlerdeki
doksisiklin direngli
oran artmistir
(%4.8'den %11.7'ye).

(Not: MRSA artis| gozlemlenmemistir.)

Taslyicilik orani
degismemistir.

-

Direng: Direncli
tarlerin tasinma
orani Doxy-PEP
grubunda anlamli
sekilde
yukselmistir
(Kontrol: %44.6,
Doxy-PEP: %69.7).

Surekli tetrasiklin
kullanimi bagirsak
mikrobiyomunda
cesitlilik kaybina
neden olur.

Risk: Bu durum
diyabetten otoimmun
hastaliklara kadar
kronik saglik
sorunlaryla ve kilo
alimiyla
lliskilendirilmektedir.

Luetkemeyer et al DoxyPEP CROI 2023
Molina et al DOXYVAC CROI 2023




Sonucg olarak Doxy-PEP;

Bakteriyel CYBE’lere Karsi Karsilastirmali Etkinlik

Ipergay USA Doxy-PEP Doxyvac
(2018) (2022) (2023)

o s Vizit basi %11.9'dan aHR 0.16
g(';'ar:}gd”; (:’ﬁfsgk“gffi) %2.5' disis (Sifiliz ile birlikte, cok
a ya (YUksek Etki) yUksek koruma)

- i %2.1'den %0.5'e 35.4/100PY'den
Sg‘;!:l lis (\?L)]?kssgkuggl?i) (Vaka azligindan istatistiksel 5.6/100PY’ye dusus
(Sifiliz) anlamlilik diistik) (YUksek Etki)

Sonuc: Doxy-PEP’in gonoreye karsi etkinligi, bulunulan bélgedeki mevcut

antimikrobiyal diren¢ seviyesine dogrudan baglidir.




Sonug olarak Doxy-PEP;

Calismalar disinda,
genis capli kullaniminda
bireysel ve toplumsal
istenmeyen sonuclarile
ilgili onemli
bilinmeyenler var

Toplumsal Risk

Hedef disi organizmalarda artan AMR,
mikrobiyom hasari ve uzun vadeli
populasyon direnci.

Klinik Fayda

Birden fazla bakteriyel CYBE éykusu olan
bireylerde kanitlanmis yuksek koruma.

DoxyPEP

Staphylococcus
aureus

Neisseria Tiirleri

Bagirsak

Mikrobiyomu




SERIES - Volume 34, mmag- Open Access S e
Prevention strategies for sexually transmitted
infections, HIV, and viral hepatitis in Europe

Deniz Gokengin A *® B - Teymur Noori “™ - Andrea Alemany ¢ - Carlo Bienkowski © - Geoffroy Liegon - R
Ahmet Cagkan lnkaya - etal. Show more

HIV COMBINATION BACTERIAL STis
PREVENTION PREVENTION

HEALTH PROMOTION INTERVENTIONS
(condoms, risk reduction, education, nationpl strategies)

VACCINES

STitesting STl treatment

Doxy - PEP Doxy - PrEP
HSV Syphilis
GO0 -

Injectable  PrEP  Injectable l.onc Prep
PIEP  DVR  PrEP implants
CAB-LA LEN M

Not Approved, Still Not Approved, Still
in Chinical In Discovery or
Trials Stage Investigation Stage Preclinical Stage




N. gonorrhoeae - Asi

* Asi; Gonoreyi kontrol altina almak icin tek surdurulebilir cozum.

* Bircok biyolojik zorluk;
e Infeksiyona karsi kazanilmis bagisiklik yoktur.

* N. gonorrhoeae antijenik olarak degisken bir yuzeye sahiptir ve konakci
yanitlarindan kacinmaya iyi adapte olmustur

* Uygun hayvan modelleri sinirlidir.

* Gonore icinruhsatli bir asi mevcut
degildir.

 Serogrup B meningokok (MenB)
asisinin, gonoreye karsi capraz
koruyucu etkisi olabilir....




NEISSERIA GONORRHOEAE
(Gonokok)

NO external ikti

Yuzey Proteinleri

Dis Membran )
LPS (Endotoksin) !

Bulagma Klinik
O p)
/
Cinsel Dogum Urogenital
Temas Enfeksiyonlar

_ ORTAK
OZELLIKLER

e,

Sekil: Diplokok
(Fasulye)

G -
> g Oks:daz(+)

g} Kapnofilik
Ureme

-

ORTAK PROTEINLERLE
CAPRAZ KORUMA

Protein

\ MenB Asl
Antikorlari

MenB Asisi =

Kismi Gonore Korumasi

~

I

NEISSERIA MENINGITIDIS
(Meningokok)

POLISAKKARIT
KAPSUL

MenB Protein

Asi Hedefleri
Bulagma Kinik
@
o @
Solunum Menenjit & Sepsis
Damlaciklan



Gonokok genomunda NadA geni eksiktir ve fHbp/GNA proteinleri yiizeyde eksprese
edilmez. Peki koruma nasil saglanir?

NspA

fHbp

NadA

Molekiler Hedef: 4CMenB Antijenlerinin Gonokok Haritasi

NHBA (%100’e yakin
genetik benzerlik):

Gonokok yiizeyinde bulunur ve
4CMenB antikorlan tarafindan
dogrudan hedeflenir.
Bakterinin epitelyal hiicrelere
tutunmasini engeller.

OMV Proteinleri

(BamA, NspA, MtrE):
4CMenB'nin OMV bilesenindeki
dis zar proteinleri, gonokok

OMP'leri ile 2%93 dizi
benzerligine sahiptir.




OMV proteins

% identity between N. meningitidis strain
NZ05/33 and N. gonorrhoeae FA1090

FbpA 99.1
Neisseria MafA adhesin 98.8
meningitidis Antioxidation AhpC 98.5
anti gens ';:: Afamlly glutaredoxin ors
TonB-dependent 96.9
receptor (NMB0964)
MtrE 96.4
Hypothetical protein 96.3
TonB-dependent 96.1
receptor (NMB1497)
OMP85 95.0
FrpB 94.3
Putative lipoprotein 94.2
NMB1126/1164
OMP P1 94.0
Tbp1 93.7
NspA 93.7
RmpM 93.4
% identity between N. meningitidis strain PilQ 91.4
NZ05/33 and N. gonorrhoeae FA1090 LptD 89.8
g
fHbp 62.6* containing protein
NadA nl/a PorB 67.3
OpcA 43.8
PorA n/a
LbpA nla  Semchenko, E. A., et al. The serogroup B

meningococcal vaccine Bexsero elicits
antibodies to Neisseria gonorrhoeae. Clin.
Infect. Dis. 2019



* N. gonorrhoeae ve N. meningitidis, %80-90 oraninda homolojiye
sahiptir.

* Dis zar vezikulu (OMV) antijen sunum stratejisini kullanan B grubu
meningokok asisinin(4CMenB); gonore karsi bir miktar capraz
koruma olasiligl olabilir.

Cross-Protection Mechanism

Ruiz Garcia Y, et al.Looking beyond meningococcal B with the 4CMenB vaccine: the Neisseria effect. NPJ Vaccines. 2021 Oct 29;6(1):130.



Controlled Clinical Trial > Lancet. 2017 Sep 30;390(10102):1603-1610.
doi: 10.1016/S0140-6736(17)31449-6. Epub 2017 Jul 10.

Effectiveness of a group B outer membrane vesicle
meningococcal vaccine against gonorrhoea in New
Zealand: a retrospective case-control study

Helen Petousis-Harris 1, Janine Paynter 2 Jane Morgan 3 Peter Saxton 4, Barbara McArdle °,
Felicity Goodyear-Smith 2, Steven Black ©

* 15-30 yas arasi, bir vaka-kontrol calismasi
* Dis zar vezikulu (OMV) N. meningitidis serogrup B asisi (MeNZB)

* 2004-2008 menenjit salgini sonrasi 1 milyondan fazla Yeni
Zelandaliya uygulanmis.

* Asilanan bireylerin, gonore tanisi alma olasiliklari onemli olgcude daha
dusuk saptanmis.

* MeNZB asisinin, gonoreye karsi etkinligi %31 (95% Cl 21-39%)
tahmin edilmis.



4CMenB asisi & Gonore etkinlik calismalari

Sponsor Location Objective Study period Population Results
Observational MSSS’ SLS), Quebec, Reduction in gonorrhoea 2006-17 59 373 target population aged Estimated N gonorrhoeael'isk reduction 59%|
impact study® Canada cases after 4CMenB 2 months to 20 years (95% C1-22 to 84)*
introduction (83% vaccinated);”* 231 cases
Retrospective CDC NewYork Cityand  4CMenB effectiveness 2016-18 167706 infections among 4CMenB effectiveness againsl gonorrhoea 40% I
case-control Philadelphia, USA  against gonorrhoea 109737 individuals aged (95% CI 23 to 53) compared Wi vaccinati
study” 16-23 years after adjusting for sex, race, and jurisdiction
Observational Q| SA Health South Australia 4CMenB effectiveness 2018-21 School immunisation programme  Two-dose 4CMenB effectiveness against
prospective against gonorrhoea for individvals aged 15-20 years weaglolescents and young adults
cohort study™ 33-2% (95% Cl 1p-9 to 47-0)
Retrospective Kaiser Permanente Southern Assess association of 2016-20 6641 4CMenB recipients matched ~ Gonorrhoea rajes 46% lower §fter 4CMenB vs
matched cohortfl Southern California, USA 4CMenB with reduction in to 26 471 MenACWY recipients aged MenACWY (HR 0-54; 95% CI 0-34 to 0-86) in
study* California gonorrhoea rates 15-30 years multivariate analysis after adjusting for
potential confounders
Unmatched San Raffaele Milan, Italy Effectiveness of 4CMenB 2016-21 1051 MSM living with HIV Two-dose adjusted 4CMenB effectiveness against
case-control Scientific Institute against gonorrhoea gonorrhoea 44% ]95% (19 to 65) with a median
study™ follow-up of 3-8 years (IQR 2-1to 4-3)
Retrospective Oregon Public Oregon, USA Assess association of 2016-18 15760 4CMenB recipients,

case-control
study*

Health Division

4CMenB (vs MenB-FHbp)
with gonorrhoea prevalence

Table 1: Completed studies on the effect of 4CMenB against gonorrhoea

campaigns

: B effectiveness in preventing
15212 MenB-FHbp recipients aged | gonorrhoea 47%§(95% Cl 13 to 68)
18-29 years after mass vaccination




4CMenB asisi & Gonore etkinlik calismalari

ABD (New York / Philadelphia) < | > | italya (Milano)

16-23 yas arasi geng yetigkinler. HIV ile yagayan MSM grubu.

%44 koruma etkinligi (3.8 yillik
medyan takip).

%40 koruma etkinligi (irk, cinsiyet
ve bolge ayarlamalarindan sonra).

B <
ABD (Giiney Kaliforniya) Giiney Avustralya
MenACWY alicilaryla Ergenlerde okul asi programi.
karsilastirmali kohort. P
£6HB0B sonrasi gonore %33.2 koruma etkinligi (iki doz).
oranlan e 46 dalie ik € » 3 3 yila kadar siirdirilebilir etki.
L » &« ‘

Wang B, et al. Effectiveness and impact of the 4Cmenb vaccine against invasive Serogroup B Meningococcal disease and Gonorrhoea in an infant, child, and adolescent programme: an observational cohort and case-
control study. Lancet Infect Dis 2022;22

Abara WE, et al.Effectiveness of a Serogroup B outer membrane Vesicle Meningococcal vaccine against Gonorrhoea: a retrospective observational study. Lancet Infect Dis 2022
Robison SG, et al. Association of group B Meningococcal vaccine receipt with reduced Gonorrhea incidence among university students. JAMA Netw Open 2023



> Vaccine. 2015 Aug 26;33(36):4520-4525. doi: 10.1016/j.vaccine.2015.07.015. Epub 2015 Jul 17.

The potential impact of vaccination on the
modelleme prevalence of gonorrhea

Matematiksel

Andrew P Craig T Richard T Gray 1 Jennifer L Edwards 2, Michael A Apicella 3
Michael P Jennings 4 David P Wilson * 1, Kate L Seib * 4

B Vaccines with 50% efficacy and 20 years duration

. o v . . 3 <
%30 etkinlige sahip bir asl, No vaiicine
Vaccinating 50% of 13-year-olds (both males and females)
1 — Vaccinating 13-year-old females only

Vaccinating 13-year old males only
Vaccinating 100% of 13-year-olds

[ J
_t\)
N

Nufus kapsami yeterince yuksek
uygulanirsa;

(3]

* 15 yilicinde gonore prevalansini
%30'dan fazla azalabilir.

Prevalence of gonorrhea, %
i R

<
n

5 0 5 10 15 20
Years after vaccine introduction



> J Infect Dis. 2022 Mar 15;225(6):983-993. doi: 10.1093/infdis/jiab581.

A Gonococcal Vaccine Has the Potential to Rapidly

Reduce the Incidence of Neisseria gonorrhoeae
Matematiksel Infection Among Urban Men Who Have Sex With
modelleme Men
Ben B Hui T, Thilini N Padeniya T Nic Rebuli 1, Richard T Gray T James G Wood 2, Basil Donovan 1,

Qibin Duan ! 3, Rebecca Guy T Jane S Hocking 4 Monica M Lahra > ©, David A Lewis 7 & 9,
David M Whiley 10 David G Regan T Kate L Seib 1

* ESE populasyonunda %25-50 etkililige ve 2 yillik koruma suresine
sahip bir gonokok asisi,

* CYBI taramasi sirasinda %30'unun asilanmasi durumunda,

e 2yilicinde gonore prevalansini %31-62 oraninda azaltabilecegini
gostermektedir.



THE LANCET
Infectious Diseases

REVIEW - Volume 24, Issue 9, E576-E583, September 2024

Use of a meningococcal group B vaccine (4CMenB)
in populations at high risk of gonorrhoea in the UK

ingiltere’nin tarihi karari: Diinyada ilk gonore asilamasi adimi

JCVI Tavsiye Karari | Tarih: 10 Kasim 2023

‘ ‘ “Ingiltere Asilama ve Bagisiklama Ortak Komitesi (JCVI), cinsel
saglik hizmetlerine bagvuran ve yuksek enfeksiyon riski
tasiyan bireylerde gonoreyi onlemek i¢cin 4CMenB kullanilarak
hedefe yonelik bir program baslatiimasini tavsiye etmektedir.” , ,




> Lancet Infect Dis. 2025 Nov;25(11):e625. doi: 10.1016/51473-3099(25)00543-2. Epub 2025 Sep 3.

Galicia's gonorrhoea vaccination programme

Federico Martinén-Torres 1, Carmen Durén-Parrondo 2

* Haziran 2025'te Ispanya'nin Galicya bélgesi,

* Yuksek riskli bireyler icin 2 doz 4CMenB asilama
stratejisini uygulamaya koydu.



s —
m The Lancet Infectious Diseases |
ELSEVIER Volume 24, Issue lages 1093-1104

Articles

Doxycycline prophylaxis and
meningococcal group B vaccine to
prevent bacterial sexually transmitted
infections in France (ANRS 174
multicentre, open-label,
randomised trial with a 2 x 2 factorial
design

Prof]ean-Michel Molina MD @ & X, Prof Beatrice Bercot MD P "', Lambert

4CMenB asisini
gonore onleme
amaciyla test eden
ilk randomize
kontrolll calisma




DOXYVAC: Study Design

Multicenter, 2 x 2 factorial randomized, open-label, superiority, phase lll trial (NCT04597424)

Doxy PEP: 200 mg Haftada en
within 24-72h post sex fazla tic doz

. follow-up
4CMenB Vaccine
2 injections (MO0 and M2)

DoxyPEP or no PEP ~
(2:1) ~

4 N
18 yas ve uzeri MSM, PrEP + Vel

HIV negatif,
12 ay icinde bakteriyel CYBI dykiisii

WY 4CMenB vaccine
\_ ) or no Vaccine

(1:1)

No Vaccine




DOXYVAC-Study

557 patients assessed for eligibility

o

1 not randomly assigned (end of enrolment)

s

556 randomly assigned

v

-

.

556 randomly assigned

-

v

369 assigned to doxycycline PEP

187 assigned to no PEP

279 assigned ta 4CMenB vaccine

277 assigned to no vaccine

7 had no follow-up visit from 4 had no follow-up visit fram 5 had no fallow-up visit from 7 had no follow-up visit from
baseline baseline manth 3% maonth 3
1 adverse event 1 serious adverse event 1 serious adverse event 1 adverse event
1 had moved ) 1 not satished with random 2 lost to follow-up ; 1 not satisfied with random
— 4 lost to follow-up assignment ™ 2 had stable partners assignment
1 had a stable partner 1 lost to follow-up 1 had maved
1 withdrew consent 3 lost to follow-up
1 withdrew consent
h 4 r r
362 received doxyeycline PEP 183 received no PEP 274 received 4CMenB vaccine 270 received no vaccine
5 received one dose of
vaccine
269 received two doses of
waccine
35 discontinued 20 discontinued 22 discontinued F2discontinued
3 adverse events 7 had maved & had maoved 3 adverse events
_ 10 had moved » 7 lost to follow-up » 8 lost to follow-up » 11 had moved
8 lost to follow-up 2 had stable partners 3 had stable partners 7 lost to follow-up
7 had stable partners 3 participant decision 4 participant decision 5 had stable partners
7 participant decision 1 HIV infection 1 HIV infection & participant decision
¥ : r : r L

362 included in mITT analysis
Attendance at clinic visits
Month 3 354362 (98%)
Month 6 337/344 (98%)
Month 9 305/320 (95%)
Maonth 12 244/258 (55%)
Month 15 194/209 (93%)
Month 18 123/134 (92%)
Month 21 75/75 (100%)
Month 24 5/5 (100%)

183 included in mITT analysis
Attendance at clinic visits
Month3 179/183 (98%)
Maonth 6 170/176 (97%)
Manth 9 151/159 (95%
Maonth 12 123128 (964
Month 15 93/98 (95%)
Month 18 56/58 (57%)
Maonth 21 26/27 (96%)
Month 24 5/5 (100%)

274 included in mITT analysis
Attendance at clinic visits
Month 3 267/275 (97%)
Maonth 6 258264 (98%)
Month 9 229/242 (95%)
Monith 12 188/196 {96%)
Month 15 148/157 (94%)
Month18 92/100 (92%)
Month 21 54/55 (98%)
Month24  6/6(100%)

270 included in miTT analysis
Attendance at clinic visits
Manth3 266,270 (99%)
Manth & 2497256 (97%)
Month g 227/237 (96%)
Month 12 175/190 (94%)
Month 15 139/150 (93%)
Month18  87/92 (95%)
Month 21 47/47 (100%)
Month24 444 (100%)




DOXYVAC-Study

557 patients assessed for eligibility

—p 1 not randomly assigned (end of enrolment)

v

556 randomly assigned

v

“

v

556 randomly assigned

v

369 assigned to doxycycline PEP

187 assigned to no PEP

“

279 assigned to 4CMenB vaccine

277 assigned to no vaccine




DOXYVAC

Study-
DOXY-PEP

A Klamidya B
1.004 —— No PEP (n=183, 80 events) v pen . - = No PEP (n=183, 68 events)
= — DoxyPEP (n=362, 35 events) veya Sifiliz —— DoxyPEP (n=362, 24 events) KL id
g aHR 0-17 (95% C1 0-12-0-26); p<0-0001 aHR 014 (95% C1 0-09-0-23); p<0-0001 amiaya
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=l e 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 25
umbper atris
NoPEP 183 164 135 92 60 32 20 4 0 183 166 143 104 71 37 25 6 0
Doxycycline PEP 362 339 316 264 206 146 90 19 0 362 345 324 271 213 150 94 19 0
C D
1.00 — No PEP (n=183, 27 events) - = No PEP (n=183, 94 events)
E — DoxyPEP'(n-362, 12 events) ~—— DoxyPEP fn-362, 144 events)
pé aHR 0-21 (95% C1 0-11-0-41); p<0-0001 aHR 0-67 (95% Cl 0-52-0-87); p=0-0025
£ 0754 9
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2 g 450- Sifiliz ! ot
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0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 25
Nonbér etk Time until first STI (months) Time until first STI (months)
NoPEP 183 175 161 124 94 53 33 10 0 18 143 117 82 57 32 18 4 0
Doxycycline PEP 362 343 324 277 221 157 96 22 0 362 317 270 196 134 88 47 6 0



DOXYVAC Study-

4CMenB Vaccine

—— No vaccine (n=270, 122 events)
aHR 0-78 (95% Cl 0-60-1-01); p=0-061

0-50

0-25

Cumulative probability of first S

4CMenB vaccine (n=274, 103 events)

0 T I T T T
0 3 6 9 12 15 18

Ti til first STI th
Number at risk ime until first STI (months)

No vaccine 270 234 194 131 94 58 30
4CMenB vaccine 274 251 212 159 105 68 37




Meta-Analysis > J Infect Dis. 2025 Feb 4;231(1):61-70. doi: 10.1093/infdis/jiae383.

Effectiveness of MenB-4C Vaccine Against
Gonorrhea: A Systematic Review and Meta—analysis

1

Winston E Abara ', Robert D Kirkcaldy 2 Kyle T Bernstein 2 Eboni Galloway T Emily R Learner

Yas/Grup Referans Grup “ Etkinlik (%95 CI)

Asisizlar 2 Doz %40 (23-53)

e 7g0zlemsel 1 RCT

* Yedi gozlemsel calis
elde edilen verilere g
MenB-4C asisinin go

Capraz koruyucu

etkinin tam olarak
anlasilmasiicgin

gerekli olan veriler il Me&?[.fa':bp 21 Doz %47 (13-68)

B0 Yas MenACWY Asililar 21 Doz %46 (14-66)

il i liali hala eksiktir Geng Eriski Asisizl 2D %33.2 (15.9-47.0)
kar§| etk|nl|g|ne |l.|§k|n adla eKS eng Erigkin sisizlar oz
1 2 218 Yas - - :
tahminler %23-47 arasinde Vaka-Kontrol | v gy | Ansidar 21 Doz %44 (9-65)
5ism ' i > %22 (-1 to 40)
d egl § e kted | r Mo::l?aang))M' F;gg\ﬁélz‘l% (p;E1p8|\:aS$M) Asisizlar 2 Doz (Istatistiki Anlamli

Degil)



> BMJ Open. 2024 Apr 16;14(4):e081675. doi: 10.1136/bmjopen-2023-081675.

Multicentre double-blind randomised placebo-
controlled trial evaluating the efficacy of the
meningococcal B vaccine, 4CMenB (Bexsero), against
Neisseria gonorrhoeae infection in men who have sex
with men: the GoGoVax study protocol

Kate L Seib 1, Basil Donovan 2, Caroline Thng 3 4 David A Lewis ° ©, Anna McNulty r8
Christopher K Fairley © 10, Barbara Yeung 2, Fengyi Jin 2, Doug Fraser 2, Benjamin R Bavinton 2,
Matthew Law 2, Marcus Y Chen 2 10 Eric P F Chow ? 10 David M Whiley 1 Brent Mackie 12,
Michael P Jennings 3 Amy V Jennison 13 Monica M Lahra ' 12, Andrew E Grulich 2

Affiliations

1 Institute for Glycomics, Griffith University, Gold Coast, Queensland, Australia
k.seib@griffith.edu.au.



GoGoVax

Cisgender ve trans erkekler, trans kadinlar ve ESE

I

Calisma Tipi

Cok merkezli, ¢ift kor, randomize
plasebo kontrollii klinik ¢aligma (RCT).

o
08

i

Miidahale

Iki doz 4CMenB (Bexsero) asis! veya
Salin Plasebo (0 ve 3. aylarda).

Izlem Siiresi

24 ay (Katilimci basina, her 3 ayda bir
detayl klinik ziyaret).

— b —t : 1 b
0 3 6 12 18 24 ay

&S
|

—e

Katilimei Sayist v 730 o

Hedef 730 Katilimei (Her kola 1:1
oraninda, 365 kisi).

Istatistiksel giig: %30 as! etkinligini (VE)
kanitlamak igin %80 gii¢ hedeflenmistir.




The Lancet Infectious Diseases
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CROI

Conference on Retroviruses
and Opportunistic Infections

Editorial
. ) 9 GoGoVax'in sonuglari sunuldu.
GoGoVax dispe Hayal kirikligi yaratan
gonorrhoea yas sonugclar, yiksek riskli
The Lancet Infecti  GY populasyonda 4CMenB'nin

bir fayda saglamadigini
gostermektedir

Etkinlik

60

Enfeksiyon
(4CMenB)

(Plasebo)




Gerceklerle Yiizlesme: DOXYVAC ve GoGoVax Caligsmalari

GOZLEMSEL BEKLENTI RANDOMIZE KONTROLLU (RCT) GERGEKLIK

%0’a Yakin
~%40 Etkinlik

DOXYVAC (Fransa): Asi grubunda (58.3/100 PY) as!
olmayanlara gore (77.1/100 PY) istatistiksel olarak
anlamli bir koruma saglanamadi (aHR 0.78, p=0.061).

i 4q11011

Retrospektif kohort ¢aligmalarinin GoGoVax (Avustralya): Cift kor plasebo kontrollii
yarattigi a1 umudu. calismada asi grubunda 48.1/100 PY, plasebo grubunda
47.8/100 PY gonore saptandi. Genel asi etkinligi (VE)
%-0.5 olarak olguldd.

Nihai Sonug: As1 gonoreye karsi klinik bir fayda saglamad.

A NotebooklLM



). CROI

Conference on Retroviruses
and Opportunistic Infections

CROI 2026: Meningitis vaccine fails to prevent
gonorrhoea in Australian trial, 6 March 2026

6 March 2026

Meningitis vaccine fails to prevent gonorrhoea in

Australian trial GoGoVax, Fransiz DoxyVAC calismasinin ardindan

escinsel ve biseksuel erkeklerde 4CMenB'nin etkili
olmadigini gosteren ikinci randomize calismadir.

Genelleme Tehlikesi ol

=l

Kate Seib'in uyarisi: GoGoVax sonuglari,
enfeksiyon yolu ve mukozal ortami farkli olan
populasyonlara (6zellikle cisgender kadinlara)
direkt genellenemez.

Professor Kate Seib at CROI 2026. Photo by Tom McDonald.



‘c." Hikaye Bitti mi? Farkh Populasyonlar, Farkli Umutlar

. |

i

~

/ : _— | ABD, Malavi ve Tayland'da erkek ve
BIYELA STUD kadinlarda MAGI ve
Guney Afrika'da gen¢ kadinlarda BIYELA

iki bayuk calisma daha devam etmektedir
ClinicalTrials.gov ID @ NCT06446752 k /

BIYELA - Bexsero Immunisation in Young Women in Africa

sponsor @ University of Washington

Safety and Efficacy Study of Meningococcal Group B Vaccine rMenB+OMV NZ (Bexsero) to Prevent

Information provided by @ Connie Ce Gonococcal Infection

Last Update Posted @ 2025-07-10
ClinicalTrials.gov ID @ NCT04350138

sponsor @ National Institute of Allergy and Infectious Diseases (NIAID)

Information provided by @ National Institute of Allergy and Infectious Diseases (NIAID) (Responsible Party)
Last Update Posted @ 2026-04-14



* Tesekkurler...




	Slide 1: Profilakside Paradigmalar Değişiyor mu? DoxyPEP ve Gonore Aşısı (4CMenB) Oyun Değiştirici mi, Tehdit mi? 
	Slide 2: Paradigma Nedir?
	Slide 3: CYBİ Profilaksi-Tarihçe
	Slide 4
	Slide 5
	Slide 6: Neisseria gonorrhoeae 
	Slide 7: Neisseria gonorrhoeae- Epidemiyoloji
	Slide 8: Antibiyotik Direnci
	Slide 9
	Slide 10: CYBİ-Profilaksi
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24: N. gonorrhoeae - Aşı
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30: 4CMenB aşısı & Gonore etkinlik çalışmaları
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 36
	Slide 37
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42
	Slide 43
	Slide 44
	Slide 45
	Slide 46
	Slide 47
	Slide 48
	Slide 49

