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1. 1. EpidemiologyEpidemiology

3 3 waveswaves of of syphilissyphilis in 20th in 20th centurycentury::

1.1. PostPost--worldworld war war IIII: : 
mainlymainly heterosexualheterosexual
DeclineDecline withwith useuse of of penicillinpenicillin

2.2. 19801980--1991: 1991: 
mixed mixed populationpopulation ((MSMMSM, hetero, drug , hetero, drug useuse (crack)(crack)
DeclineDecline in in AIDSAIDS--eraera (safer (safer sexsex, , AIDSAIDS--relatedrelated
mortalitymortality ((cfcf ChessonChesson, STD 2003, STD 2003))

1997: 1997: lowestlowest incidenceincidence sincesince 1941 (<1/100.000)1941 (<1/100.000)









UK
London 2001-2004: 
1910 cases (1276 MSM)
Risk:
MSM: risk x 25, HIV+ 53%, white 
89%, oral sex 44%
Hetero: risk 3-6%, HIV+ 7%, black 
40%, CSW 15

Denmark
Copenhagen 2002-2003
136 cases (50)
HIV+ 37%
Age 20-39 y

France
2000-2003, Paris region
1089 cases
HIV+ 49%
MSM 80%

Ireland
2000-2003
887 cases
MSM 83.6 %
20% HIV+
Risk: Sex abroad (Europe)

Chech republic
1999-2002
4-5,6/100.000
Big cities

!! 59% immigrants former
USSR (Ukraine, Moldova…)

Holland
From 1999
Amsterdam en big cities
75% MSM
20% HIV+
Risk: many partners, oral sex

Eurosurveillance 2004

Germany
Baseline 1,3/100.000
MSM 100/100.000
HIV+ 1000/100.000

!! 23 cases congenital
syphilis (immigrants
E-Europe



Primary and secundary syphilis cases, 
mandatory notification, Belgium, 1952-2004
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Geographic distribution of syphilis cases,  
Sentinel Network of Laboratories, Belgium,  
2001 - 2005
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SourcesSources of of informationinformation
3 3 complimentarycomplimentary systemssystems::

•• MandatoryMandatory notificationnotification
Via Via HealthHealth InspectorateInspectorate (per (per provinceprovince))
DependsDepends onon ((underreportingunderreporting) ) cliniciansclinicians

•• SentinelSentinel LaboratoryLaboratory NetworkNetwork
56% of 56% of allall labs labs forfor clinicalclinical microbiologymicrobiology in in BelgiumBelgium
Case Case definitiondefinition VDRL/RPR > 1:4 and VDRL/RPR > 1:4 and positivepositive
TPHA/FTA TPHA/FTA 

•• SentinelSentinel NetworkNetwork of of CliniciansClinicians
Mixed Mixed GPGP’’ss, , STDclinicsSTDclinics, , specialistsspecialists……
NotificationNotification periodperiod septsept--marchmarch



ThirdThird wave:wave:

•• 19991999--present: present: 
predominancepredominance MSM 30MSM 30--50 y50 y
OralOral sexsex
50% HIV 50% HIV prevalenceprevalence
Internet/Internet/methamphetaminemethamphetamine//ViagraViagra
QuickQuick and and simultaneoussimultaneous spread spread USUS, Canada, , Canada, 
EuropeEurope



BelgiumBelgium
20002000--2004:2004:
•• EvolutionEvolution fromfrom 30 cases/y 30 cases/y toto 300 cases/y300 cases/y
•• 1st Q 2001: 51 cases (32 1st Q 2001: 51 cases (32 AntwerpAntwerp))

PredominancePredominance AntwerpAntwerp, Brussels, Brussels

•• 79.9% MSM79.9% MSM

•• Average Average ageage 39 y39 y

•• HIVHIV+ 50,5%+ 50,5%
24% 24% newlynewly diagnoseddiagnosed
76% 76% knownknown HIVHIV++
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Risk factors Risk factors 
((SimmsSimms 2005, 2005, RighartsRigharts 2004, Peterman 2005)2004, Peterman 2005)

MSMMSM
•• ManyMany partnerspartners
•• AnonymousAnonymous partners and partners and venuesvenues
•• Internet, Internet, chatroomschatrooms
•• Mobile Mobile populationpopulation

OralOral sexsex

HIVHIV+ status+ status



SyphilisSyphilis and and oraloral sexsex

HIVHIV--preventionprevention: : 
shift shift fromfrom analanal toto ((unprotectedunprotected) ) oraloral

sexsex
•• NotNot safe safe forfor otherother STDSTD’’ss ((gonorrheagonorrhea, , 

syphilissyphilis))
•• IfIf STDSTD: few : few clinicalclinical symptomssymptoms, , oftenoften

untreateduntreated
•• ManyMany sexualsexual contactscontacts /short time/short time





SyphilisSyphilis and HIVand HIV

SyphilisSyphilis increasesincreases vulnerabilityvulnerability toto HIVHIV
((Piot & Piot & LagaLaga 19891989, , ChessonChesson AIDS 1999AIDS 1999))

•• DisruptionDisruption of of epithelialepithelial//mucosalmucosal barriersbarriers
•• LocalLocal inflammationinflammation and and recruitmentrecruitment of CD4 of CD4 

cellscells

SyphilisSyphilis increasesincreases infectivityinfectivity of of HIVHIV+ + 
peoplepeople ((BuchaczBuchacz 2004, (2004, (SadiqSadiq 2005)2005)

•• IncreaseIncrease of of HIVHIV--VLVL in in semensemen and and bloodblood



SyphilisSyphilis and HIVand HIV

Does the Does the actualactual syphilissyphilis--epidemicepidemic
leadlead toto more more HIVHIV--infectionsinfections??
•• ThroughThrough oraloral sexsex????
•• RatherRather throughthrough occasionaloccasional UAI (UAI (commoncommon

risk factor)risk factor)
•• ?? 1000 HIV cases/y extra ?? 1000 HIV cases/y extra throughthrough

syphilissyphilis ((mathematicalmathematical) () (ChessonChesson AIDS AIDS 
1999)1999)



EstimatedEstimated AnnualAnnual NumberNumber of New of New 
Cases of Cases of SyphilisSyphilis amongamong AdultsAdults..

HookHook, NEJM 2004, NEJM 2004



2. 2. ClinicalClinical presentationpresentation

PrimaryPrimary (2(2--3 w 3 w afterafter contact)contact)

SecondarySecondary (3(3--6 w)6 w)

EarlyEarly latent latent (< 1 y)(< 1 y)

EarlyEarly neurosyphilisneurosyphilis

Late latent Late latent (> 1 y (> 1 y oror unknownunknown))

TertiaryTertiary (7(7--30 y)30 y)



SyphilisSyphilis and HIVand HIV

1.1. Is the Is the clinicalclinical coursecourse different?different?

2.2. Is the diagnosis different?Is the diagnosis different?

3.3. Is Is treatmenttreatment response different?response different?

4.4. ShouldShould therapytherapy bebe different?different?



1. Different 1. Different clinicalclinical coursecourse??

Late Late ’’80: 80: 
•• alarmingalarming case studies of case studies of quicklyquickly

progressiveprogressive, , therapytherapy--resistantresistant, , 
complicatedcomplicated syphilissyphilis (eg. (eg. JohnsJohns 1987)1987)



‘‘ClinicalClinical coursecourse is differentis different…’…’
More More secondarysecondary syphilissyphilis +/+/-- persistent persistent 
chancreschancres ((HutchinsonHutchinson 1994, retrograde 309 1994, retrograde 309 syphilissyphilis.).)

More More ulcerativeulcerative lesionslesions ((SchSchööferfer, GASG 1996, , GASG 1996, 
retrograde 11368 retrograde 11368 HIVHIV+)+)

More More neurosyphilisneurosyphilis……??
((NeurologicNeurologic symptomssymptoms + VDRL/TPHA + + VDRL/TPHA + CSFCSF--VDRLVDRL))

•• 11--3%3% of of allall HIVHIV+ + 
•• 99--23%23% allall HIV + HIV + syphilissyphilis

((KatzKatz 1989, 1989, HoltomHoltom 1992, Berger 1991, 1992, Berger 1991, MallessaMallessa 1996, 1996, BordonBordon 1995)1995)

•• HistoricalHistorical prepre--HIVHIV: 5: 5--10% 10% afterafter 77--30y)30y)



‘‘ClinicalClinical coursecourse notnot ((veryvery) ) 
differentdifferent…’…’

RompaloRompalo 2000 2000 ((ProspectiveProspective 541 541 syphilissyphilis (18.7% (18.7% HIVHIV+)+)

•• More multiple More multiple ulcersulcers, , condylomatacondylomata latalata in in HIVHIV++
•• No No differencedifference in in neurologicalneurological symptomssymptoms
•• No No differencedifference in in treatmenttreatment responseresponse

RolfsRolfs 1997 1997 (101 (101 HIVHIV+ + syphilissyphilis, focus , focus onon neurosyphilisneurosyphilis))

More More lymphocyticlymphocytic pleiocytosispleiocytosis in in HIVHIV++
No No differencedifference in in outcomeoutcome

NnorukaNnoruka 2005 2005 (Nigeria, 31 HIV + (Nigeria, 31 HIV + syphilissyphilis))

No cases of No cases of neurosyphilisneurosyphilis



EarlyEarly neurosyphilisneurosyphilis
PrePre--penicillinpenicillin era:era:
•• EarlyEarly syphilissyphilis:  :  

1515--70% 70% ‘‘abnormalabnormal’’ CSFCSF
25% 25% presencepresence of of T.pallidumT.pallidum in CSF (RIT)!in CSF (RIT)!

==‘‘EarlyEarly asymptomaticasymptomatic neurosyphilisneurosyphilis’’
((MooreMoore 1922, 1922, StokesStokes 1934, 1934, ChesneyChesney 1934)1934)

•• ClearedCleared byby immunityimmunity
((oror asymptomaticasymptomatic latent latent presencepresence?)?)

•• Without Without treatmenttreatment: 5: 5--10% 10% progressionprogression toto late late 
neurosyphilisneurosyphilis

•• WithWith ‘‘treatmenttreatment’’: < 0.1% : < 0.1% patientspatients had had symptomssymptoms
((AltshulerAltshuler 1949, 1949, PerdrupPerdrup 1981)1981)



EarlyEarly neurosyphilisneurosyphilis

Late Late ’’80: 80: 
•• increasingincreasing incidenceincidence in in symptomaticsymptomatic

earlyearly neurosyphilisneurosyphilis

•• 44% AIDS 44% AIDS ((KatzKatz 1989)1989)
LackLack of of clearanceclearance of of T. T. pallidumpallidum fromfrom CSFCSF??
LackLack of of controlcontrol of latent of latent T. T. pallidumpallidum??
Frequent Frequent reinfectionreinfection??



EarlyEarly neurosyphilisneurosyphilis
LukehartLukehart 1988, 1988, RolfsRolfs 1997:1997:

•• IsolationIsolation of of T. T. pallidumpallidum (RIT) (RIT) fromfrom CSF in CSF in earlyearly
syphilissyphilis

•• HIVHIV+ 29% = + 29% = HIVHIV-- 30%30%
•• ClinicalClinical correlatecorrelate??

InvasionInvasion oror involvementinvolvement??
ButBut: : HIVHIV+ more + more failurefailure afterafter 1 x BP 2.4 MU1 x BP 2.4 MU

MarraMarra 2004:2004:

•• PersistancePersistance of of T. T. pallidumpallidum afterafter conventionalconventional
treatmenttreatment ifif

CD4 <350 CD4 <350 (OR 3.10)(OR 3.10)
RPRRPR> 1:32 > 1:32 (OR 5.9)(OR 5.9)
if if bothboth :: OR 18.9 OR 18.9 



LP?LP?

AllAll HIVHIV+ + withwith syphilissyphilis??

AllAll HIVHIV+ + withwith syphilissyphilis and CD4< 350 and CD4< 350 
and/and/oror RPRRPR> = 1:32?> = 1:32?

AllAll HIV + HIV + withwith latent latent syphilissyphilis??

AllAll HIVHIV+ + withwith latent latent syphilissyphilis and and 
neurologicneurologic symptomssymptoms oror treatmenttreatment failurefailure??



CDCCDC--guidelinesguidelines update 2005update 2005

SignsSigns oror symptomssymptoms of of neurosyphilisneurosyphilis
SignsSigns oror symptomssymptoms of of ophtalmicophtalmic syphilissyphilis
EvidenceEvidence of of activeactive tertiarytertiary syphilissyphilis
TreatmentTreatment failurefailure (< 4 x (< 4 x decreasedecrease VDRL/6 VDRL/6 monthsmonths))

HIV and late latent HIV and late latent syphilissyphilis//unknownunknown
durationduration

SomeSome experts experts recommendrecommend CSF CSF examinationexamination in all  in all  
patients patients withwith latent syphilis and VDRLlatent syphilis and VDRL≥≥ 32 32 or in or in 
HIVHIV--infectedinfected if CD4 count if CD4 count ≤≤ 350350



?

Few Few prospectiveprospective studiesstudies
SmallSmall studies, few studies, few patientspatients
LackLack of of goodgood comparatorcomparator groupsgroups
LackLack of of ‘‘gold gold standardstandard’’ forfor diagnosisdiagnosis
ClinicalClinical correlatecorrelate of lab of lab findingsfindings……??
LackLack of of longterm followlongterm follow--upup



““He He whowho knowsknows syphilissyphilis, , knowsknows
medicinemedicine””

SirSir WilliamWilliam OslerOsler



2. Different 2. Different diagnosticsdiagnostics??
OrganismOrganism::
•• No direct cultureNo direct culture
•• DarkDark field field microscopymicroscopy ((chancrechancre))
•• ((PCRPCR))
•• BiopsyBiopsy ((WhartinWhartin--StarryStarry))
•• ((RabbitRabbit InfectivityInfectivity Test)Test)

SerologySerology
•• NonNon--treponemaltreponemal tests (tests (VDRLVDRL, , RPRRPR))
•• TreponemalTreponemal tests (tests (TPHATPHA, , TPPATPPA, , FTAFTA--absabs))



FalseFalse negativenegative RPR/VDRL RPR/VDRL ((SchSchööferfer 1996, 1996, 
NnorukaNnoruka 2005)2005)

•• ProzoneProzone phenomenonphenomenon (< 2% (< 2% -- 10%)10%)

FalseFalse positivepositive RPR/VDRL 2RPR/VDRL 2--3% 3% ((RompaloRompalo
1992, Holton 1992)1992, Holton 1992)

High High titerstiters RPR + TPHA RPR + TPHA ((HutchinsonHutchinson 1991, 1991, 
RolfRolf 1996, 1996, SchSchööferfer 1996)1996)

PersistingPersisting RPR/VDRL RPR/VDRL afterafter treatmenttreatment
((serofastserofast))
•• ReinfectionReinfection? ? TreatmentTreatment failurefailure? ? 

SeroreversionSeroreversion (VDRL + (VDRL + TPHATPHA))



3. Different 3. Different treatmenttreatment response?response?

‘‘NoNo’’: : 
•• 1 1 yearyear afterafter treatmenttreatment forfor earlyearly syphilissyphilis: : 

no no differencedifference in in relapserelapse HIVHIV+/+/HIVHIV--
((GourevitchGourevitch 1993, 1993, HutchinsonHutchinson 1994)1994)



‘‘YesYes’’
More More serologicserologic failurefailure afterafter treatmenttreatment forfor
earlyearly syphilissyphilis ((benzathinebenzathine penicilline 2.4 MU penicilline 2.4 MU IMIM))

SlowerSlower declinedecline of of RPRRPR--titerstiters
((RolfsRolfs 1997, 1997, LukehartLukehart 1988, 1988, MaloneMalone 1994, 1994, MarraMarra 1995, Telzak 1995, Telzak 

1991, 1991, GordonGordon 1994, 1994, SmithSmith 2004)2004)

……butbut
•• RelapseRelapse of of reinfectionreinfection??
•• ClinicalClinical correlatecorrelate of of serologicserologic failurefailure??
•• SmallSmall studiesstudies



4. 4. ShouldShould treatmenttreatment bebe different?different?

‘‘TreatmentTreatment recommendationsrecommendations forfor
syphilissyphilis have been have been basedbased onon expert expert 
opinionopinion, case series, , case series, somesome clinicalclinical
trials and 50 trials and 50 yearsyears of of clinicalclinical
experienceexperience..’’ (Pao 2002)(Pao 2002)



ActualActual treatmenttreatment standardsstandards
EarlyEarly syphilissyphilis
•• 1 x 2.4 MU 1 x 2.4 MU BenzathineBenzathine penicillinpenicillin IMIM

Latent Latent syphilissyphilis
•• 3 x 2.4 MU 3 x 2.4 MU BenzathineBenzathine penicillinpenicillin IMIM

NeurosyphilisNeurosyphilis
•• 1010--14 d IV 14 d IV BenzylpenicillinBenzylpenicillin

AlternativesAlternatives::
•• ProcaineProcaine penicillinpenicillin IMIM, , ceftriaxoneceftriaxone, , 

azithromycinazithromycin, , doxycyclindoxycyclin



New New treatmenttreatment forfor earlyearly syphilissyphilis??

BP 2.4 MU + BP 2.4 MU + amoxycillineamoxycilline//probenecidprobenecid x 10 dx 10 d
•• No No additionaladditional benefit benefit ((RolfsRolfs 1997)1997)

BP 2.4 MU versus BP 2.4 MU versus azithromycinazithromycin 1 x 2 g 1 x 2 g oror 2 x 2 g2 x 2 g
•• EqualEqual resultsresults, , cavecave azithromycinazithromycin resistanceresistance
((HookHook 2001, 2001, RiednerRiedner 2005, 2005, LukehartLukehart 2004)2004)



New New treatmenttreatment forfor latent latent syphilissyphilis? ? 
ceftriaxoneceftriaxone 11--2 g IM 102 g IM 10--14 d versus 3 x BP 2.414 d versus 3 x BP 2.4

EqualEqual response 77%, response 77%, nono additionaladditional benefit benefit ((DowellDowell 1992)1992)

ceftriaxoneceftriaxone versus IV versus IV BenzylpenicillinBenzylpenicillin 10 d.10 d.
EqualEqual response, response, smallsmall groupsgroups ((MarraMarra 2000)2000)

ceftriaxoneceftriaxone versus IM versus IM ProcaineProcaine PenicillinPenicillin//probenecidprobenecid 10 10 
d.d.

EqualEqual response 70% response 70% ((SmithSmith 2004)2004)

>>>>>>CeftriaxoneCeftriaxone: : 
•• goodgood alternativealternative toto usualusual scheduleschedule
•• nono therapeuticaltherapeutical benefitbenefit
•• TooToo costlycostly forfor routine routine useuse



AlternativesAlternatives??

-- ‘‘protectiveprotective’’ rolerole of HAART?of HAART?
-- secondarysecondary prophylaxisprophylaxis??
-- long term long term suppressionsuppression therapytherapy??

‘‘OneOne nightnight withwith VenusVenus and the and the 
rest of rest of youryour lifelife withwith mercurymercury…’…’



PreventionPrevention: : whatwhat? ? howhow??
Traditional partner Traditional partner notificationnotification ((T.ParranT.Parran, , 
1937)1937)
•• TreatmentTreatment of of identifiedidentified partners and partners and personspersons at riskat risk

•• HeterosexualHeterosexual contact, contact, identifiableidentifiable sexsex partners (partners (CSWCSW), ), 
identifiableidentifiable venuesvenues

•• SyphilisSyphilis ((HogbenHogben, STD 2005), STD 2005)
1996: 1996: 78%78% identificationidentification of partners, of partners, 1.11.1 partners partners 
per index caseper index case
2003: 2003: 14%14% of partners of partners locatedlocated, , 6.86.8 partners per partners per 
casecase

•• AnonymousAnonymous partners and partners and locationslocations



PreventionPrevention: : newnew waysways??
WarningWarning and counseling via internetand counseling via internet

PreventionPrevention at at ‘‘sexualsexual marketplacesmarketplaces’’
•• QuickQuick ((oraloral?) ?) screeningscreening
•• MassMass treatmenttreatment ((azithromycinazithromycin?)??)?
•• VaccinationVaccination forfor syphilissyphilis……??

PreventionPrevention campaignscampaigns tailoredtailored toto specificspecific target target 
groupsgroups……

Offer Offer HIVHIV--screeningscreening!!
Close Close clinicalclinical followfollow--upup



ConclusionsConclusions (1)(1)

SinceSince 19991999--2000 multiple 2000 multiple locallocal
epidemicsepidemics of of syphilissyphilis in Western in Western 
worldworld
MainlyMainly MSMMSM, , HIVHIV+, +, oraloral sexsex, , unsafeunsafe
sexsex
? ? IncreasingIncreasing HIV HIV prevalenceprevalence in in thisthis
populationpopulation??



ConclusionsConclusions (2)(2)

SyphilisSyphilis and HIVand HIV
•• More More secondarysecondary syphilissyphilis + + chancreschancres
•• More More aberrantaberrant serologyserology
•• More More neurosyphilisneurosyphilis??

TreatmentTreatment: : penicillinpenicillin
((ceftriaxoneceftriaxone, , azithroazithro))
PreventionPrevention essentialessential butbut difficultdifficult





ThanksThanks toto……

AndrAndréé SasseSasse ((IPHIPH))
MarcMarc VandenbruaneVandenbruane (ITG)(ITG)
MarieMarie LagaLaga (ITG) (ITG) 
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