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Cas clinic

Home de 41 anys derivat d"Oftalmologia

per serologies positives per sifilis en el context
d’estudi de panuveitis bilateral.

= Pacient dorigen marroqui. 20 anys a
Catalunya, ultim viatge fa 5 anys

= Fumador, consum de metaanfetamines.

= No pren medicacio, no AMC.
Hepatitis B 2022. Hospital de Matard

Factor de risc de ITS: HSH sense p. En
llista espera PREP



Cas clinic.
MA

= Dolor ocular, hiperhemia i disminucid
d"agudesa visual, fotofobia bilateral.

=  Oftalmologia: PANUVEITIS bilateral.

Proctalgia de mes de tres mesos d’evolucid
amb rectorragies i perdua ponderal pendent
de digestiu / endoscopia



Exploracié fisica/
Proves C.

Hiperhémia conjuntival, predomini hiperciliar.

Rash macular ténue a tronc, sense afectacio
palmells ni plantes. No adenopaties.

Neuroldgica basica normal
Proves complementaries:

TPHA +, RPR1/16. VSG 51, PCR 73.
PCR: LGV + rectal TP +

PL: VDRL -.

INGRES : alteracié conducta/relacié amb
consum. Alta voluntaria




Tractament

= Penicil-lina G 4 MU EV cada 4h (10-14d)
= Doxiciclina 100mg/12h 21 dies

= Corticoides i ciclopégics topics ( oft)

Alta voluntaria als 10 d.

Compliment erratic del tractament oral | del
seguiment de les visites.

Patologia dual



‘ Uveitis

= Uveitis:
= Iris
= Cos ciliar
= Coroides

Parpado

Pupila

Esclerética

Iris

Esclerética E \
=




Uveitis

Anterior uveitis Intermediate uveitis
(Iritis, iridocyclitis) (Pars planitis, cyclitis)

Source: Riordan-Eva P, Cunningham E: Vaughan & Asbury’s General
Ophthalmology, 18th Edition: http://www.accesmedicine.com

Copyright @ The McGraw-Hill Companies, Inc. all rights reserved.

Posterior uveitis
(Retinitis, choroiditis, papillitis)

Panveitis
(Diffuse uveitis)



Diagnostic
diferencial
Limitades a I'ull Infeccioses
Idiopatiques VHS
HLAb27 Toxoplasma
VZV
CMV
TBC
Enmascarades No infeccioses i
Limfoma autoinmunes
Melanoma HLAB27-EA, ACJ, AP, AR.
Leucemia Behcet, Sarcoidosis,Lupus,

Ell, EM, ETC

Fanlo, P., Heras, H., Pérez, D., Tiberio, G., Espinosa, G., and Adan, A. (2017). Profile of patients with uveitis referred to a
multidisciplinary unit in northern Spain. Archivos de La Sociedad Espafiola de Oftalmologia (English Ed.), 92(5), 202—-209.
https://doi.org/10.1016/j.oftale.2016.10.005



https://doi.org/10.1016/j.oftale.2016.10.005

Causes
Infeccloses
TABLA |
CAUSAS INFECCIOSAS DE LA UVEITIS
Bacteniana/ Espiroquetas Virales Hongos Parasitos
Tuberculosis Citomegalovirus Candidiasis Toxoplasmosis
Sifilis Virus de Epstein Barr Preumocystis jiroveci Toxocariasis
Enfermedad de Lyme Virus herpes simple Aspergilosis Acanthamoeba
Enfermedad de Whipple Virus de inmunodeficiencia humana Blastomicosis Cystercercosis
Enfermedad por arafiazo de gato Virus herpes zoster Coccidiomicosis Onchocerciasis
Micobacterias atipicas Rubéola Cryptocaccosis
Brucelosis Parotiditis Histoplasmasis
Lepra Esporotricosis
Leptospirosis

Propionibacterium




Postericr synechiae |,
Irregular irs H

Foliclos
(small whitish spots)
in the sverted eyelid
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INCLUSION
CONJUNCTIVITIS

OCULAR SYPHILIS
(ANTERIOR UVEITIS)

Cilinry injection
Deep red oye

Chlamydia Trachomatis
Tracoma
Conjuntivitis x inclusién
Oftalmia neonatal
Neisseria gonorrhoea
Conjuntivitis gonoccocica
Oftalmia neonatal

Cribatge ITS dones
embarassades

| Mucopurdiont
| mecretion

GONOCOCCAL
CONJUNCTIVITIS

Godoy-Mancilla, J., Oyarzun-Barrientos, C., Marin-Cornuy, M., Carrasco-Sanhueza, E., and Aguila-Torres, P. (2022).
Bacterial eye infections associated with sexual transmission infections: A review. Archivos de La Sociedad Espafiola de
Oftalmologia (English Ed.), 97(1), 17-27. https://doi.org/10.1016/j.0ftale.2021.01.009
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Incidéncia de sifilis a Espanya i Catalunya

Numero de casos y tasas por 100.000 hab. Espana, 1995-2022 Figura 9. Incidencia de sifilis por Comunidad Auténoma, 2022
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En 2022 se notificaron 8.141 casos de sifilis
(tasa: 17,10 por 100.000 habitantes).

VIGILANCIA EPIDEMIOLOGICA DE LAS INFECCIONES DE TRANSMISION SEXUAL EN ESPANA, 2022

I


https://www.sanidad.gob.es/ciudadanos/enfLesiones/enfTransmisibles/sida/vigilancia/docs/Informe_Vigilancia_ITS_2022.pdf
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Incidéncia de sifilis a Espanya i Catalunya

* La majoria dels casos
son homes que tenen sexe
amb homes (HSH).

I | I I Entre 24-34 anys.
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VIGILANCIA EPIDEMIOLOGICA DE LAS INFECCIONES DE TRANSMISION SEXUAL EN ESPARA, 2022
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1-2 m després
Rash

Hepatitis/ nefritis
Alopécia

Afect. Sistemica

- Contacte = Primaria Secundarisme

2-6 setmanes
Xancre
adenopatia

Fase infecciosa

Menys d’un any
assimptomatica

2-50 anys
Afectacio SNC
Oft/ otica
Gomas
Cardivascular

Latent Latent

Precog Indeterminad

L g Terciaria
tardana

Desconei
temps
Assimpto

em el

Mmatica

Més d’un any
Assimptomatica
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Infection

40% [ CNS Invasion \

Primary
2—-6 Wk
after infection

10%

Ocular Syphilis
Otic Syphilis

/

‘ Lifetime Latency ’ ‘

Asymptomatic

2-50 Yr after infection

- Chancre Early Neurosyphilis
» Regional
lymphadenopathy
Concurrent
chancre and Early L Asymptomatic Symptomatic
rash (9%) arly Latent « Meningeal
« Asymptomatic syphilis
- =1 Yr after infection =30% . Menir)govascular
) syphilis
Secondary Recurrent
<Rash 1"2 Mo afte.r. «-___ secondary
SEaa primary syphilis syphilis (24%)
« Generalized
lymphadenopathy
« Mucosal lesions
« Alopecia
» Hepatitis
y Neghrms Late Latent
« Asymptomatic
« >1 Yr after infection
70% 30%
1 l Late Neurosyphilis
Tertiary

|

Gummatous Cardiovascular
syphilis
(10%)

disease
(15%)

|

syphilis

Ocular Otic
syphilis

Meningovascular disease,

meningomyelitis

, general

paresis, tabes dorsalis

(5%)

Invasio de SNC fins
40%..

No és imprescindible
per que hi
hagi afectacio ocular.

Sifilis ocular és una
entitat diferent a la
neurosiifilis pero poden
solapar-se

Ghanem KG, Ram S, Rice PA. The
Modern Epidemic of Syphilis. N Engl
J Med. 2020 Feb 27;382(9):845-854.
doi: 10.1056/NEJMra1901593. PMID:
32101666. 1



Etapa Sifilis ocular 3

Oliver et al 2017
7.9%
de secundaria 51% de

Hamze et al 2019
90% Fase infecciosa. o
50% secundarisme neurosifilis.

Godoy-Mancilla, J.,
Oyarzun-Barrientos, C.,
Marin-Cornuy, M.,
Carrasco-Sanhueza, E.,
and Aguila-Torres, P.
(2022). Bacterial eye
infections associated with
sexual transmission
infections: A review.
= Archivos de La Sociedad
Espafiola de Oftalmologia
(English Ed.), 97(1), 17-27.
https://doi.org/10.1016/j.0
ftale.2021.01.009 Ghanimi et al.2019 Pratas et al. 2018
fase latent ... sifilis terciaria
(1/3 fase infecciosa)
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FIGURE 1
Traditional and Reverse Sequence Algorithms

The traditional algorithm, which is dasignad to detect active infection, starts with s
nontreponaemal screening test, such as an RPR, while the reverse aigonthm starts
with a treponemal specific antibody test, typically an EIA or ClA.

Traditional Reverse Sequence
Quantitative
[ RPR ElA or CIA
| r L 1
| _ 1
EIA/CIA+ EIA/CIA-
RPR+ [ RPR- I
l Quantitative
TP-PA or other RPH
trep. test [ - 1
| RPR+Syphilis RPR-
L l (past or present)
TP-PA+ TP-PA- 1
Syphilis Syphilis TP-PA
(past or present) unlikely

Sourca: Revorse Sequance Syphills Scrooning: an ovardaw by the CDC. (past or prosont) Syphilis univkoly
Marcn 31, 201 1. rpoifessed 000 QoW Sicy oy llia. Sy die svebinas sS0es.
Pt Accesssed Jure 17, 2015,
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Ghanem KG, Ram S, Rice PA. The Modern Epidemic of Syphilis. N Engl J Med. 2020 Feb 27;382(9):845-854. doi:
10.1056/NEJMra1901593. PMID: 32101666.
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Mirada
oftalmologia

= Protocols/ guies: Diagnostic diferencial: Sifilis
Intraocular inflamation and uveitis: American Academi of Ophtalmology 2017-2018
» Oliver SE, Aubin M, Atwell L, et al. Ocular Syphilis — Eight
Jurisdictions, United States, 2014-2015. MMWR Morb
Mortal Wkly Rep 2016;65:1185-1188.
DOI: http://dx.doi.org/10.15585/mmwr.mme6543a2externa
| icon.

« Schulz, D.C., Orr,S. M. A, Johnstone, R, Devlin, M. K,
Sheidow, T. G, and Bursztyn, L. L. C. D. (2021). The many
faces of ocular syphilis: case-based update on recognition,
diagnosis, and treatment. Canadian Journal of
Ophthalmology, 56(5), 283-293.
https://doi.org/10.1016/.jcjo.2021.01.006
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https://doi.org/10.1016/j.jcjo.2021.01.006
http://dx.doi.org/10.15585/mmwr.mm6543a2
http://dx.doi.org/10.15585/mmwr.mm6543a2

Ocular Syphilis — Eight Jurisdictions, United States, 2014-2015.

MMWR Morb Mortal Wkly Report

Table 2. Demographic characteristics of patients with

suspected ocular syphilis

Characteristic No.
Total 388
Male 362
Known MSM (among 362 males) 249
HIV-positive 198

(%)
(100.0)
(93.3)
(68.8)
(51.0)

20



Ocular Syphilis — Eight Jurisdictions,United States, 2014-2015.
MMWR Morb Mortal Wkly Report

Table 1. Clinical characteristics,laboratory results and diagnoses for syphilis and ocular
manifestation

Characteristic No. (%)
Total 388 (100.0)

Stage of syphilis

Primary 8 (2.1)
Secondary 101  (26.0)
Early latent 79 (20.4)
Late or latent of unknown duration 193 (49.7)
Unknown 7 (1.8)
Additional symptoms of 87 (22.4)

neurosyphilis



Ocular Syphilis — Eight Jurisdictions, UnitedStates, 2014~
2015. MMWR Morb Mortal Wkly Report

CSF analysis performed 188 (48.5)

CSF VDRL (among 174 with a documented result)
Reactive 122 (70.1)
Nonreactive 52 (29.9)

Severe outcomes, including blindness, occur in both
HIV-positive and HIV-negative patients.

22



The many faces of ocular syphilis:

case-

based update on recognition, diagnosi

s, and treatment
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Valors RPR 26 casos
1/32 3
1/64 5
1/128 6
1/256 )
1/512 4
1/1024 1
1/4096 1

6 casos co-infecci6 VIH
5 dones
3 HSD
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The many faces of ocular syphilis: case-
based update on recognition, diagnosis,
and treatment.

Retinitis
Placoide
corioretinitis

Uveitis:
PANUVEITIS

Neuritis

Vasculitis L .
optica

Desprendiment
de retina
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The many faces of ocular syphilis: case-
based update on recognition, diagnosis,
and treatment.

Cal millorar per part d’oftalmologia
|"anamnesis relacionada amb la salud
sexual.

Cal incloure serologies en |'estudi de
uveitis de presentacio atipica i també
afectacio del nervi optic.
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The many faces of ocular syphilis:
case-

based update on recognition, diagnos
is, and treatment.

Cerebrospinal fluid testing can be performed for
treponemal and nontreponemal antibodies, although this
is not necessary in cases of ocular syphilis as the
diagnosis of neurosyphilis can be made by ophthalmologic
findings in concert with blood serology.

&
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Fem PL amb afectacio
ocular?

-  PL no és necessaria si: (casi el 40%seria normal):
= Signhes i simptomes oculars aillats
= Resultats serologics positius.
- Anomalies oculars confirmades en
l'examen

-  PL es pot considerar si:
> simptomes oculars i resultats
serologics positius en aquells que NO
presenten troballes oculars a I'examen.

RT Journal Article A1 Tuddenham, Susan Al Ghanem, Khalil G T1 Management of Adult Syphilis:
Key Questions to Inform the 2021 Centers for Disease Control and Prevention Sexually
Transmitted Infections Treatment Guidelines JF Clinical Infectious Diseases JO Clin Infect Dis

YR 2022 DO 10.1093/cid/ciac060 VO 74 IS Supplement_2 SP S127 OP S133 SN 1058-4838
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Circuit PL

NEUROLUES

CRITERIOS PARA REALIZACION DE PUNCION LUMBAR EN HDI PARA DESCARTE DE

Indicaciones:

a. Sintomas neurolégicos + RPR positivo.

b. Fracaso terapéutico: Aumento 4 veces el titulo de
RPR en serum que persistan >2 semanas (en
ausencia de sintomas), excluye la reinfeccion y/o
exposicion sexual 3-6 meses previo.

c. Fracaso serolégico: No disminucién de 4 veces el
titulo de RPR en serum después de 12 meses de
tratamiento.

Sin
contraindicaciones

CCEE ETS

A

Paciente con ~ Con

criterio de PL

Programar analitica 24h
previas a PL: Hemograma,
coagulacién, bioguimica,
serologia LUES/RPR)

Si en 6/12 mesos de seguiment no
hi ha un descens dels titols o

Programar visita en
HDI: (Tratamientos: PL)

Consentimiento
informado(Cl) por

duplicado

Incorporar copia
de ClI a Historia
clinica (archivo)

hi ha un increment de dos dilucions SENS

E CRITERIS DE REINFECCIO: ESTA
INDICAT PUNCIO LUMBAR.

contraindicaciones

TC de Craneo

Evaluacion
oftalmoldgica

(FO)

Evaluacion

neurolégica

Contraindicaciones:

a. Trombocitopenia o diatesis hemorragica

b. Uso de anticoagulantes (Stop 24h previas)
c. Sospecha de absceso espinal epidural.

d. Hidrocefalia obstructiva, sospecha de LOE o
edema cerebral.




La sifilis pot afectar el SNC fins en un 40% dels casos.

L afectacio oftalmica (i otica) és una entitat diferent a la
neurosifilis, tot i que poden coincidir.

L afectacio oftalmica pot apareixer en qualsevol etapa de
la sifilis.
La PL pot no ser necessaria

Uveitis : Patro frequent, pero no patognomonic
(Corioretinits placoide post)

El tractament és igual que en la neurosifilis: Endovenos.

29



Tractament

For primary and secondary syphilis in nonpregnant adults, including
HIV- infected adults:

* Penicillin G benzathine, 2.4 million units in a single IM dose
» Doxycycline, 100 mg orally twice a day for 14 days (first alternative)
« Ceftriaxone, 1-2 g daily, IM or IV, for 10-14 days (second alternative)

For latent syphilis in nonpregnant adults, including HIV-infected adults:

« Early latent: penicillin G benzathine, 2.4 million units in a single IM dose

« Late latent: penicillin G benzathine, 7.2 million units total, administered in
3 IM doses of 2.4 million units each at 1-week intervals

» Doxycycline, 100 mg orally twice a day for 28 days (alternative)

Ghanem KG, Ram S, Rice PA. The Modern Epidemic of Syphilis. N Engl J Med. 2020 Feb 27;382(9):845-854. doi: 10.1056/NEJMra1901593.
PMID: 32101666.
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Tractament

For late syphilis (gummas and cardiovascular manifestations) but not neuro-

syphilis:

* Penicillin G benzathine, 7.2 million units total, administered in 3 IM doses
of 2.4 million units each at 1-wk intervals

For neurosyphilis and ocular syphilis:

» Aqueous crystalline penicillin G, 18—-24 million units per day, administered
in IV doses of 3—4 million units every 4 hr or as a continuous infusion, for
10-14 days

* Penicillin G procaine, 2.4 million units in a single IM dose daily, plus pro-
benecid, 500 mg administered orally four times a day, both for 10-14 days
(alternative)

Ghanem KG, Ram S, Rice PA. The Modern Epidemic of Syphilis. N Engl J Med. 2020 Feb 27;382(9):845-854. doi: 10.1056/NEJMra1901593.
PMID: 32101666.
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Tractament

For primary and secondary syphilis in pregnancy:
* Penicillin G benzathine, 2.4 million units in a single IM dose

For latent syphilis in preghancy:

« Early latent: penicillin G benzathine, 2.4 million units in a single IM dose

« Late latent: penicillin G benzathine, 7.2 million units total, administered in
3 IM doses of 2.4 million units each at 1-wk intervals

Ghanem KG, Ram S, Rice PA. The Modern Epidemic of Syphilis. N Engl J Med. 2020 Feb 27;382(9):845-854. doi: 10.1056/NEJMra1901593.
PMID: 32101666.
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‘ Tractament

=  Estudi de contactes

E, 03 %ed: "

i‘ﬁoﬁéf' %‘ Sempre estudiar i tractar als
.ﬂﬁ' 42.3: 24 contactes!

: r;s:«;t O

« G ( ( Parellesdels3 Parellesdels6 Parellesdels
ﬁ 24 i B mesos previsa mesos previsa 12 mesos
n Q /——_7. l'apariciodela l'apariciédela previsal
.:;”p_,f ¢ Fo— clinica clinica diagnostic
il AN meme———
SR SIS ==

/.'@ Agéncia
de Salut Pablica

= Cribatge de les altres ITS / VIH

= Repos sexual
= Declaracio obligatoria
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Limitacions del tractament de la sifilis

= No hi havacuna

La penicil-lina és eficac, pero té limitacions
= Al-lergia (10%) : 1% ?

m}

2a linia doxiciclina / ceftriaxona, perd no per embarassades
= Baixa penetracido a SNC (40% casos pot afectar a SNC)
o Desabastiment mundial, necessitat d'injeccid

El 2019 vam comencar un projecte per trobar alternatives a la
penicil-lina: el Trep-AB

34



Projecte Trep-AB

= Fons europeus
= Col-laboracido amb la U. de Washington
=  Objectiu global: identificar tractaments orals alternatius a la penicil-lina

= Metodologia:
1. Cultiu cel-lular per identificar farmacs
2. Model animal, avaluem la curacid d'Ulceres en conills

3. Estudis en humans en Sifilis (Europa) i Pian (Papua Nova Guinea)

35



Trep-AB

v/

DERIVAR CASOS DE

SOSPIT\A DE SIFILIS PRECOQ SAPS QUE ES LA SiFILIS?

( PRIMARIA, SECUNDARIA, afse:‘t’iersa‘rs'fsg’,;a

LATENT PRE nervios central?
COG)

XANCRE/ ULCERA
GENITALS/ CONDILOMES

PLANS GENITALS/ LESIONS
MUCOSA ORAL e o it o acamant e S 2 v
SEROLOGIA POSITIVA EN PRS- e
ULTIM ANY

amendoza@lluita.org
smunoz@lluita.org



mailto:amendoza@lluita.org
mailto:smunoz@lluita.org

‘ Gracies

Oriol Mitja

Roser Escrig

Adria Mendoza
Clara Sufier

Laia Bertran
M.Angel Rodriguez
Camila Gonzélez
Sergi Gavilan
Gerard Carot
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Number of
neurosyphilis
cases by

country and
type

Years 2020-2022 Guangzhou Barcelona
Asymptomatic meningitis 112 5

Ocular syphilis 36 12
Otosyphilis 14 a
Symptomatic meningitis 17 (1]

Tabes dorsalis 20 o
Meningovascular syphilis 14 (1]

General paresys 50 1]

2 2 neurological symptoms 41 (1]

Total 30a 21

Exact prevalencelincidence unclear — 2-5%?2 (conservative)
CDC surveillance 2022: 203,500 cases syphilis:

A070-10,275 individuals with M3
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Mean tp0574 copies

MIC

P=0.296 L
B0 o011 - MIC: lowest antibiotic

10000 N 5 dilution at which the
1000 =) tp0574 qPCR values
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MIC vs Cmin

Conc Conc Eye

MIC Serum Conc C5F (vitreous)
Penicillin 1V 0,003mg/L 20mg/L  03mg/L  35maglL
Ceftriaxone 0,0025mg/L 29.7mg/L 1.0mg/L 5.1mg/L

1.5-

Linezolid 0,125mg/L Tsmg/l  7.0mg/L 3.00mag/L
PenG/BPG 0.003mg/L 0.012mg/L
Cephalexin 0.25mg/L 0.3mg/L
Cefixime 0.0313mg/L 0.08mg/L
Cefuroxime 0.0156mg/L 0.2mag/L
Amaoxicillin 0.02mg/L =0.2mg/L
Dalvavancin 0,125 19.5mg/L

Quinalones, Carbapenems, Antimicobacterials, Metronidazol are not active
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Montecarlo simulations
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Incidéncia al moén

= [ heqlth Lfe ButBetter Fitness Food Sleep Mindfulness Relationships

US syphilis cases are rising, and STD clinics
warn they’re struggling to find crucial
antibiotic

By Jacqueline Howard, CNN
@ 4 minute read - Published 4:17 PM EDT, Tue October 3, 2023

https://edition.cnn.com/2023/10/03/health/syphilis-bicillin-std-clinics/index.html
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Why syphilis is rising around the
world

By Krupa Padhy OSth July 2023

https://iwww.bbc.com/future/article/2023070
6-the-troubling-rise-in-congenital-syphilis

Mississippi sees 900% rise in number of
infants born with congenital syphilis

Medical professionals attribute the increasing cases of disease to
inadequate prenatal healthcare and understaffed workforce

O A baby with Congenital pemphigus syphiliticus. Photograph: BMJ
Mississippi has registered an alarming rise in the number of infants being
treated for congenital syphilis.

Maya Yang
Sun 12 Feb 2023 19.17 CET

https://www.theguardian.com/us-news/2023/feb/12/mississippi-
alarming-rise-newborns-syphilis
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Table 2. Sensitivity and Specificity of Laboratory Tests for Neurosyphilis.*

Test Sensitivity Specificity
Early Late, Symptomatic Late, Symptomatic
Neurosyphilis Neurosyphilis Neurosyphilis
percent

Serologic tests

Serum VDRL and RPRY 100 50-75 90
CSF VDRL 75§ 30-70 100
(if not contaminated with blood)
Serum FTA-ABS, TPHA 1003 Approximately 96 Approximately 60
CSF FTA-ABS 100 Approximately 99 Approximately 50-70
CSF content
White-cell count >5-10/mm?3q| 100 95 Approximately 97
Protein >45 mg/dl| 90 95 <50

* Data are from case series that show variable results, depending on the base rate of syphilis and whether control sam-
ples were from patients with or without syphilis.?® Data on specificity are from patient populations without syphilis sur-
veyed by the Centers for Disease Control and Prevention. Specificity can be lower for some tests when uncomplicated
primary syphilis has been adequately treated with penicillin. The Treponema pallidum hemagglutination assay (TPHA) is
not available in the United States.

T The prozone phenomenon (high titers giving false negative results) is infrequent but has been reported, mainly in cases
of secondary syphilis. The percentage for reactive test results in early neurosyphilis is inferred from results in primary
and secondary syphilis. The rapid plasma reagin (RPR) test may be less sensitive than the VDRL test and is not used as
frequently for the diagnosis of neurosyphilis.*

i The tests may be negative in the early, primary stage of syphilis but are positive in most cases of asymptomatic and
symptomatic neurosyphilis.

§ The test is almost always positive in cases of symptomatic meningitis.

9| The specificity is lower for patients with human immunodeficiency virus (HIV) infection because of the possibility of
HIV-related meningitis. A CSF white-cell count of more than 10 per cubic millimeter is often used as a diagnostic crite-
rion for neurosyphilis in patients with HIV infection.

| In patients with general paresis, the protein electrophoretic pattern (formerly called the paretic pattern) is characterized
by a ratio of IgG to total protein that exceeds 0.7.

46



PROVES TREPONEMIQUES

FALSOS POSITIUS

FALSOS NEGATIUS

* Infeccions com: Mononucleosis,
Lepra, Borreliosi, Leptospirosi, VIH

« Malalties del col-lagen

*  Anémia hemolitica autoimmune

* Addictes a drogues per via
parenteral

« Malalties periodontals

Periode finestra

Tractament antibiotic

Immunodeficiéncies
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PROVES REAGINIQUES

FALSOS POSITIUS

FALSOS NEGATIUS

« Embaras

*  Usuaris de drogues per via parenteral
*  Lupus eritematds sistemic

* Algunes infeccions com la Tuberculosi
 Pacients > 70 anys

. Periode d’incubacio de la infeccid

*  Fenomen prozona: consisteix
una prova Reaginica falsament negativa degut
als elevats titols d’Ac. Sobretot es dona en la
Sifilis secundaria. Té una incidéncia de I'1-2%,
gue es pot incrementar fins al 10% en pacients
amb VIH.
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Limitacions del tractament de la sifilis

No hi ha vacuna

La penicil-lina és eficac, pero té limitacions
= Al-lergia (10%)
= 2a linia doxiciclina / ceftriaxona, perd no per embarassades
= Baixa penetracido a SNC (40% casos pot afectar a SNC)

o Desabastiment mundial, necessitat d'injeccid

El 2019 vam comencar un projecte per trobar alternatives a la
penicil-lina: el Trep-AB
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Projecte Trep-AB

= Fons europeus
= Col-laboracido amb la U. de Washington
=  Objectiu global: identificar tractaments orals alternatius a la penicil-lina

= Metodologia:
1. Cultiu cel-lular per identificar farmacs
2. Model animal, avaluem la curacid d'Ulceres en conills

3. Estudis en humans en Sifilis (Europa) i Pian (Papua Nova Guinea)
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1.

Obj. 1:

Metodologia:

1.  Sembra de treponemes

2. Cultiu amb/sense antibiotic
durant 7 dies

3. Extraccio de DNA
4. gPCR pel gen tp0O574

Haynes AM, et al Efficacy of linezolid on Treponema pallidum, the syphilis agent

Resultats:
a 10000:
[§ o0 Linezolid
§ 6000 *p<0ﬂ5
A
w 4000
3
2000 * * * * *

(1]

1p0574 copies

T T T T T T
No AB 0.25 0.5 1.0 15 2.0 4.0 Carrier

Antibiotic concentration (pg/ml)

Moxifloxacin
* p<0.05

0.5 1.0 2.0 Carrier

No AB 0.06 0.125 0.25

Antibiotic concentration (ug/ml)

. Trep-AB
resultats del cultiu cel-lul\gzgazn

o

(00574 copies

Q

0574 copies

: A preclinical study. EBioMedicine. 2021 Mar.

European

rc Research

Council

Clofazimine
* p<0.05

2.0 Carrier

No AB 0.06 0125 025 0.5 1.0
Antibiotic concentration (pg/ml)

10000
e Penicillin G
*
6000 PRI
4000
2000 * * * *

0 7 P T T T T
No AB 107 1.5x107 3x10™ 0.015 0.030 0.060 Carrier

Antibiotic concentration (pg/ml)
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European
Research
Council

e.'f Cc

] . TreP-AB
Obj. 2: resultats del model animzizz

Resultats:

Metodologia:

La inoculacié de T. pallidum a la pell
dels conills produeix una ulcera similar
a la que es dona en humans

Control

. e @ 106 T. pallidum viable injection site
Tractem amb diferents antibiotics per

avaluar les taxes de curacio.
Ales imatges A i B es veu la curacié
fent servir linezolid i penicil-lina.
Clofazimine

Linezolid Untreated Moxifloxacin

1. Haynes AM, et al Efficacy of linezolid on Treponema pallidum, the syphilis agent: A preclinical study. EBioMedicine. 2021 Mar.



. o Trep-AB
Obj. 3: resultats preliminars VYY)

d’estudis en humans

European
Research
Council

erc

Resultats preliminars en sifilis Resultats preliminars en pian infantil
Linezolid 5d 600mg/24h: 70,4% curacioé clinica Linezolid 10d 10mg/Kg/24h: 93,5% curacio clinica
Linezolid 10d 600mg/12h: 100% curacid clinica Penicil-lina 96,8% curacio clinica

Penicil-lina 100% curacio clinica




Assaig clinic Trep-AB

Disseny:
=  Multicentric
= Aleatoritzat (1.1), obert

Centres participants

* Adult

« Sifilis primaria,
secundaria o latent
precog

N=165

= Hospital Germans Trias | Pujol, Badalona

* Drassanes-Vall d'Hebron, Barcelona

= Hospital Clinic, Barcelona

= BCN-Checkpoint, Barcelona

= Hospital 12 de octubre, Madrid (inici Gener 2024)

=  Mortimer Market Centre, London (inici Gener 2024)

Linezolid Oral
600mg / 12h x 10 dies

Penicil-lina intramuscular
Una injecci6 de 2.4 MIU

Centres que participaran

4 centres més a Londres

Centres reclutadors de
primaria

Numero de pacients:
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1.

o o . Trep-AB
Antibiotic alternatiu: Linezolid VY YA

= Antibiotic indicat per la pneumonia i certes infeccions de la pell o teixit
subcutani.

= QOraliamb bona penetracidé a SNC

= S'ha trobat eficac contra Treponema en estudis in vitro i en animals.!

* En humans

= Estudis actiu en sifilis (Treponema pallidum) a
Barcelona/Madrid/Londres.

= Estudi actiu en pian infantil (Treponema pertenue) a
Papua Nova Guinea.

Haynes AM, et al Efficacy of linezolid on Treponema pallidum, the syphilis agent: A preclinical study. EBioMedicine. 2021 Mar.
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