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Mpox

Orthopoxvirus
2 clades of MPXV:

clade I which includes subclades Ia and Ib
clade II which includes subclades IIa and clade IIb

Mpox spreads among humans through direct close physical contact with an infected person, including
sexual contact
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Mpox

Epidemic in 2022 (clade IIb) and circulation to a lesser extent since 
then

Most cases among MSM with multiple partners

Severe forms among severely immunocompromised individuals and 
pregnant women



Symptoms: skin rash and/or mucosal lesions 
(rectitis) +/- swollen lymph nodes, fever



"donuts"
Painful!
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Mpox

Clade Ib emerged in the Democratic Republic of Congo in 2023 then spread to 
multiple African countries, to Europe and other continents. 

In Belgium:
▪ 919 mpox cases since 2022, most (806) during the 2022 clade IIb outbreak. 
▪ First clade Ib case on December 2024, 8 cases (reported by January 2026)

In Europe, local transmission of clade Ib in sexual networks documented in Spain, 
Italy, Portugal, and the Netherlands, with 108 clade I cases reported by January 2026

2 recent cases (UK and India) of a recombinant strain comprising clade Ib and IIb MPXV
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Mpox

The ECDC assesses the risk of clade Ib infection as moderate for MSM 
and low for the general population in the EU/EEA
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• Vaccin against Mpox: MVA-BN vaccination (Modified Vaccinia Ankara-Bavarian Nordic)

• Evidence for effectiveness derives from the 2022–2025 clade IIb outbreak, but cross-
protection is expected (based on epitope conservation and animal studies)

• 2 doses: 82% effectiveness against symptomatic mpox (95% CI 72–92%)

• single-dose effectiveness in the general population: 76% (95% CI 64–88%)

• Single-dose effectiveness reduced in people living with HIV (35%): two-dose for 
immunocompromised populations. 

• Vaccination does not provide complete protection: breakthrough infections in vaccinated 
individuals but with a milder clinical courses

• Vaccine is safe in pregnancy (limited data), HIV infection, and atopic dermatitis

Pischel L Vaccine. 2024. Hillus D. Lancet Infect Dis. 2025
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• Vaccin against Mpox

- Post-exposure prophylaxis: 

o effectiveness estimate for PEP is 20% (95% CI −24% to +65%), but few 
data.

o ideally within 4 days of exposure, though administration between 4 and 14 
days may attenuate disease severity.
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• If Mpox (or other STIs)

• Tests for others STI ( HIV, syphilis, hepatitis)

• Talk about sex:

Open questions, non-judgmental attitude

Sexual diversity is the norm.

We should not make assumptions about the sexual history or preferences of our 
patients.

• Indication of PrEP?

https://www.sti.kce.be/fr/conversation-FR.html

https://www.sti.kce.be/fr/conversation-FR.html
https://www.sti.kce.be/fr/conversation-FR.html
https://www.sti.kce.be/fr/conversation-FR.html


12

http://www.ulb.ac.be/dre/com/docs/logo3lpbp.jpg

INFECTIOUS DISEASES 

DEPARTMENT

AIDS REFERENCE CENTRE

Syphilis: 
Diagnosis, Clinical Pitfalls and Management

 

Dr. Agnès Libois
Service des maladies infectieuses

CHU Saint-Pierre
14-03-2026

http://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&docid=YMyFG9Oz673c2M&tbnid=3QlDLr4FUONxwM:&ved=0CAUQjRw&url=http://www.ulb.ac.be/dre/com/logo-ulb.html&ei=23KQU7L7IoyHyQOyw4G4Dw&bvm=bv.68235269,d.bGQ&psig=AFQjCNFe5tpuGAVzQtgd_rbP9z4qeyrTwA&ust=1402061905155090


T.pallidum ssp pallidum

▪ Motile, helicoidal, cannot be cultured in vitro

▪ Cannot be viewed by normal light µscopy

▪ Survives only briefly outside host

https://upload.wikimedia.org/wikipedia/commons/d/d7/D%C3%BCrerSyphilis1496.jpg

Albrecht Dürer (1496)  

Fichier:Treponema pallidum.jpg
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- 10 million cases worldwide/year 

- Since 25 years, incidence of syphilis has  increased ++ in some high-
income countries 

- More frequent in MSM, but not only

- Congenital syphilis resurging even in high-income countries

Despite:

- a successful test for syphilis available since the early 1900s 

- penicillin available since the 1940s, no resistance

Old disease, actual concerns …
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SYPHILIS: data in Belgium 
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SYPHILIS: data in Belgium 

Mostly MSM but also heterosexual



Transmission

Strictly human transmission

▪ Sexually transmitted infection

From person to person through direct contact with a syphilitic ulcer/others lesions

32 % of sexual contacts exposed to syphilis become infected (meta-analysis of 36 397 sexual contacts 
(Denman J Infect. 2022)) : highly infectious!

▪ Materno-fetal transmission
- Maximal risk if recent maternal infection (< 1 year)

- Up to 40% of fetuses with in-utero exposure to syphilis are stillborn or die from their infection during 
infancy

▪ Others (rare): transfusion, transplantation
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Increase of congenital syphilis 

- USA : Congenital syphilis cases 

increased 755% during 2012–2021
In 2022, 3,761 cases of congenital 
syphilis 

- UK 

- Europe 2023 (ECDC): 
78 confirmed cases of congenital syphilis reported from 13 EU/EEA countries. Bulgaria, 
Hungary, and Portugal reported the most (51%) cases in 2023
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Syphilis: stages 
Incubation period: 3 weeks (10–90 days)

Early syphilis: the first year after acquisition of the infection. Transmission + 

- Primary
- Secondary
- Early latent syphilis

Late latent syphilis or syphilis of unknown duration

(Tertiary syphilis) 

Neurosyphilis



Early Syphilis

•The first year after acquisition of the infection,

  - Primary

  - secondary

  - early latent syphilis



Primary syphilis 

Chancre: 
- Painless ulcer at the site of 

inoculation 
- Could be painfull in extragenital (mouth, 

anus, …) 
- 1 to 2 cm ulcer with a raised indurated 

margin 
- Rarely multiple chancres (HIV)
- Mild to moderate lymphadenopathy

-  Heal spontaneously within 3 to 6 weeks 
even without treatment

-  Often unnoticed
- Highly infectious

Incubation: 3 weeks (10-90 d)



Differential 
diagnosis of 

genital or 
(peri)anal 
ulceration

Herpes (painfull) 

Syphilis

Mpox (painfull) 

Non-STD: mycosis, trauma, carcinome, 
fixed drug eruption, psoriasis, ….



Early Syphilis

•The first year after acquisition of the infection

  - Primary

  - Secondary

  - early latent syphilis



Secondary syphilis 

• 4-10 weeks after the contact

• Chancre still present in 1/3 cases

• The most infectious stage

• Polymorph lesions: « grande simulatrice »
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Generalized maculopapular rash (90%)



Secondary syphilis: lesion of the palms 



and the soles of the feet



Secondary syphilis: mucous patches

Highly infectious +++



Secondary syphilis: Condyloma lata

Highly infectious



Secondary syphilis: alopecia 



Secondary syphilis

• Systemic symptoms: fever, headache, malaise, sore throat, 

myalgias, and weight loss 

• Lymphadenopathy

• Heal spontaneously within a few weeks but frequent relapse during 
one year if no treatment



Secondary syphilis

• Neurosyphilis

• Uveitis 

• Less frequent:  hepatitis, renal involvement, synovitis, osteitis, and 
periostitis 

VISION LOSS
FLOATERS, FLASHING LIGHTS
PHOTOPHOBIA
SCOTOMA Visual field 



• Young patient treated for alopecia with ledertrexate and 
corticosteroids 

• Floatters and central scotoma …

Clinical case



RPR  128 !!!
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• Early syphilis 

• Primary

• Secondary

• Early latent syphilis: positive serological tests for syphilis with no 
clinical evidence of treponemal infection AND a negative test <1 
year
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Syphilis: stages 

•  Incubation period: 10–90 days 

• Early syphilis: the first year after acquisition of the infection. Transmission + 

- Primary

- Secondary

- Early latent syphilis

• Late latent syphilis or syphilis of unknown duration 

• (Tertiary syphilis) 

• Neurosyphilis: can occur at any time after the infection 
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Late latent syphilis or syphilis of unknown duration

• Latent= Asymptomatic

• Late= Acquisition more than 1 year

• Or unknown
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• Early neurosyphilis

• Asymptomatic: no clinical manifestations and CSF abnormalities
• Acute syphilitic meningitis :
-often in the first year after infection
-headache, fever, nausea, vomiting, stiff neck, cranial neuropathies (II,  VII and VIII)
-CSF abnormalities

• Ocular syphilis: posterior uveitis is the most common

• Otosyphilis: hearing loss ± tinnitus

• Ocular and otosyphilis alone or with NS. 
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• If syphilis, always ask if 
o ocular symptoms?

o Tinnitus? Loss of audition?
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Early neurosyphilis

•Meningovascular neurosyphilis
–“syphilitic stroke”

–hemiparesis, hemiplegia, aphasia, seizure

–Any time from the first months to the first years after infection
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When to perform a LP? CDC guidelines 2021 

•Neurologic signs or symptoms (e.g., cognitive dysfunction, motor 
or sensory deficits, cranial nerve palsies, or symptoms or signs of 
meningitis or stroke)

•Ocular syphilis: only if cranial nerve dysfunction or other 
neurologic abnormalities.         

•Otologic symptoms: If isolated auditory symptoms, CSF 
examination is likely to be normal and is not recommended before 
treatment 

•Tertiary syphilis



Chevalier JAMA 2025
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• Syphilis: diagnosis

• Serology: antibodies in serum ( and/or CSF)

• 2 types of tests: non-treponemal and treponemal



 
reactivity of serum to a cardiolipin-cholesterol-lecithin (=non specific part of T.pallidum membran)

   

• VDRL (Veneral Disease Research Laboratory)  

 RPR (Rapid Plasma Reagin) 

▪ Semi-quantitative : ½, ¼, 1/8, 1/16, 1/64....

▪ Change of 2 dilutions is significant

▪ Reflects the activity of the infection → follow up of treatment response 

▪  False positive with low RPR
 

 - pregnancy

 - rickettsial infection

 - non-syphilis treponemal infection 

 - …..

8-20j

temps

taux d’Ac

+ -

chancre

VDRL

seuil détection

Syphilis serology

1- Non treponemal tests

negative serology in 1/3 chancre 



Treponemal tests are qualitative only and are reported as "reactive" or 
"nonreactive”

TPHA 

 - + 8 - 10 days after the chancre 

 - remain reactive after cure 

TPPA 

 

- +

Particules

+ Ag T.pallidum
sérum patient

(Ac anti-T.pallidum)
Agglutination

Syphilis serology

2- Treponemal test 



E.I.A. 

▪ Technique:  ELISA or CLIA, IgM + IgG

  (lysat de T.pallidum ou prot. recombinantes)

▪ Very sensitive, specific 

▪ Indication:  testing

No link with syphilis activity 

Remain  reactive for life 

2- Treponemal test

Syphilis serology

LIAISON XL® (DiaSorin)

Bosshard. J Infect. 2013;67(1):35-42



- confirming reactive NTT

- screening the blood supply

- Positive for live

! cannot distinguish between active and past treated infection

Activity

Non 

treponemal 

tests (NTT)

Treponemal 

tests (TT)
RPR/

VDRL

FTA-Abs

TPPA/TPHA

EIA/CLIA/MBIA

Rapid tests

Western-blot

A combination of the 2 types of tests is recommended.

Infectious serology



Chevalier JAMA 2025



Serologic reactivity in syphilis patients

Primary          Secondary                   latent                    Tertiary

Clinical 

stages 

of syphilis

EIA/CLIA/MBIA
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PCR treponema pallidum

• Investigational/some lab

• PCR testing in swab specimens of mucosal sites: 

sensitivity 70 to 95 %, specificity 92 to 98 %

• Usefull in chancre/atypical lesion
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• Questions? 

• EIA/CLIA +, TPPA + and negative RPR
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• Questions? 

• EIA/CLIA +, TPPA + and negative RPR

Primary syphilis

Treated syphilis 

Latent syphilis of unknow duration

How to know? 

Anamnesis: treatment in the past?

Physical exam: hidden chancre? Rash?

Past blood test available?
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• Questions? 

• EIA/CLIA + and RPR 1/8
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Quantitative test:

RPR
(every 3-6 months) ↑RPR = 

reinfection/reactivation

↓RPR (4x) = treatment okFOLLOW-UP

Follow up 

eg, from 1:16 to 1:4

This decrease in titers may take up to 12 months in primary and secondary syphilis 
and up to 24 months in people with latent infections
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Treatment: primary, secondary, and early latent stage syphilis

• benzathine penicillin 2.4 millions IM 1x

+ lidocaine

• If pen allergy or benzathine penicillin not available:  

• Doxycycline 2x100 mg 14 days
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Treatment: late latent or syphilis of unknown duration

• benzathine penicillin 2.4 millions IM 3x at 1 week 

intervalle

+ lidocaine

• If pen allergy or benzathine penicillin not available:  

• Doxycycline 2x100 mg 28 days
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• Jarisch-Herxheimer reactions

• posttreatment transient worsening of symptoms

• may occur in up to 50%-75% of patients treated for primary and 
secondary syphilis

• Few hours after the treatment

• fever, chills, headache, myalgias, and rash
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• If syphilis (or other STIs)

• Tests for others STI ( HIV, syphilis, hepatitis)

• Talk about sex:

Open questions, non-judgmental attitude

Sexual diversity is the norm.

We should not make assumptions about the sexual history or preferences of our 
patients.

• Indication of PrEP?

• Partners?

https://www.sti.kce.be/fr/conversation-FR.html

https://www.sti.kce.be/fr/conversation-FR.html
https://www.sti.kce.be/fr/conversation-FR.html
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•Take home messages

• Syphilis can be atypical

• Test! Test! Test!

• Serology 
o Treponemal test: specific, positive or negative, stay positive for life 
o Non-treponemal test ( RPR/VDRL): activity of the infection, follow up of treatment response 
o Discuss with your lab/ an infectiologist if needed 

• Talk about sex with your patient
o Without judgment, open questions
o Don't presume about sexual behavior
o Partners
o Indication of PrEP?

• Tests for others STI ( HIV!)
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