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PTV MEDICAL HISTORY

FONDAZIONE FTV

e A 45 old woman from Ukraine
* |n Italy since 2003

* Comes to the ER because of two tonic-clonic generalized seizures in 24
hours

* Previously affected by an ischemic stroke

* Cognitive impairment, postural instability, mood swings since May 2018

* No home drug therapy



PTV N.E. AT ADMISSION

POLICLINICO TOR WERGATA

Non fluent aphasia

* Dysmetriain left arm > right arm

e Ataxia, with positive Romberg sign
* Intentional tremor in left arm
 Marked hyperreflexia

* Non-reactive mydriatic pupils
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FONDIIONE FTY

POLICLINICD TOR VERGATA

DIAGNOSTIC INVESTIGATION

3) EEG

4) CSF AND
SIEROLOGY TESTS
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bPTV DIFFERENTIAL DIAGNOSIS:

L(*:‘C _,( |
AUTONJRENI™ ~ ~“THRAKABAATHY?
- Negative # B9-3efigiencgibodies
- - Alcohwdgm e
Because of alcoholism ~ _ pET_CT ne howBMWT ¥ ncreased uptake areas

we empirically start Thiamine

therapy - Absence of suggestive MR signs
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P1V NEUROLOGICAL EXAMINATION 10 DAYS AFTER

... after 10 days of treatment with Valproate, Ceftriaxone, Thiamine...

1. The woman can understand and answer to easy questions: MMSE 25/30

2. Improvement in DYSMETRIA

3. Improvement in AMBULATION still ataxic but possible without any support,
and swinging at Romberg test.

4. Reduction of tremor

5. Hyperreflexia

6. Not reagent, mydriatic pupils
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WE PERFORM ANOTHER EEG:

A | | ) i A ! e A A | ) A h

14/01: Alpha background activity at 9-10 ¢ / s characterized by ~ 21/01: Slow-sharp anomalies on bilateral fronto-center-
poor stability and regularity, mixed with frequent slow theta- temporal sites with alternating side prevalence. Compared to

delta waves with sharp morphology and bi-triphasic waves, the previous exam carried out on 14.1.19, we note a greater
expressed on bilateral fronto-center-temporal sites tending to  stability of the background rhythm and a reduction of the

bi-hemispheric diffusion and to gather in short bouffées lasting slow components.
about 2-3 seconds
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FONDAZIONE PTV
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MEANWRHILE, WE RECEIVE THE RESULTS OF LABORATORY TESTS

MICROBIOLOGIA E VIROLOGIA

BIOLOGIA MOL|

CITOFLUDRIMETRIA E BATTERIOLOGIA SIEROLOGICA

BIOLOGIA MOLECOLARE CLINICA

nelici (F. V¥ Leiden-G18E1A) Assenza della b Traponema FPallidum (TRHA guall Realliva =
Fol. genalici [MTHFR C& rranl Presenza dealla
Fol. genatic: |Pre: ambing G202104 ) Assenza della ) Traponema Pallidum (TPHA quant) Positiva
(1:2560)
“UTOIHHUNIT“I R N R e R N N e NN e - — h
Al anii Bela2-Glieoprolsing igG (CLMA) =F.40 I rﬂpmams‘ F-alll{ll-"'l I'lhrL:lHLI Flr'I'EItII'r'“
Ab anti Batas-Glicoorcteing ighd (CLA) <1.10 I raponeme Fallidum anticom Positiva **
Al antl cardioipi ko OLA) ST .
el e 180 Freponeme Pallidum anticompl (FTA-ABS guant) Positiva .
Ak anti candaiping &G (LA =2 &0 |:1 .ﬂ]:l

Laboratory findings reveale the serological and CSF positivity of Treponema Pallidum,
and so NEUROSYPHILIS IS DIAGNOSED.



PTV NEUROSYPHILIS

FONDAZIONE FTV

* Known as GREAT IMPOSTOR

e onset after about 11 years from the primitive

 Variability of clinical features

DIAGNOSIS:
SIEROLOGICAL FINDINGS (VDRL + / TPHA +/ FTA- ab +)
CSF FINDINGS: VDRL+ and increase in LCR-proteins or
lymphomonocytes
SYMPTOMS (cognitive impairment, aphasia, stroke, tabe...)




bTV NEUROSYPHILIS

CLASSIFICATION:
* ASYMPTOMATIC NEUROSYPHILIS

* MENINGEAL NEUROSYPHILIS: nausea, vomiting headache, Ioss\
of hearing and vision

e MENINGOVASCULAR NEUROSYPHILIS: stroke

. TABE l?ORSALIS: trouble baIanC|r.1g?, a loss of coordl.natl.on, THIS SEPARATION IS
incontinence, an altered walk, vision problems, pains in the > NOW ARCAIC:

abdomen, arms, and legs CLINICAL FEATURES

 GENERAL PARESIS: mood swings, emotional troubles, gi zLFEEA'LE';E TYPE:
personality changes, weakened muscles, a loss of the ability to PRESENT
utilize language, cognitive impairment

* GUMMATOUS DISEASE: destructive inflammation and space-
occupying lesions, most often involving the frontal and parietaw

lobes of the brain.




PTV THE GREAT IMPOSTOR

FONDAZIONE PTV
POLICLINICD TOR VERGATA

REVIEW ARTICLE

Changes in neurosyphilis presentation: a survey on 286

patients

F. Drago, G. Mero,” G. Ciccanese, AF. Agnoletli, E. Corzani, A, Rebora, A Parodi

045,55l Soction of Dematology, IRGES Azienda Oapockalon nkvorsitaia San Maino-25T, Cono, ey .

11% have presentation sympthoms
of 2 different NS types

4% have presentation sympthoms of ‘\
>2 different NS types

10 % HIV +

62% Misdiagnosed

® GENERAL PARESIS ® SYPHILITIC MENINGITIS = MENINGOVASCULAR NS
TABE DORSALIS = GUMMAS m EPILEPSY




Sesie INCREASING TREND IN SYPHILIS

POLICLINICD TOR VERGATA

Table 1. Distribution of confirmed cases of syphilis, EU/EEA, 2012-2016

| w2 | w13 | w | as | 2% |
_-_
Austria 78 - 538 - . L
Belgum 658 E 867 - 872 - 892 N 1531 1531
Bulgaria 309 42 354 49 %0 63 %5 65 Y %7 367 5.1
Croatia 28 07 80 19 51 12 25 06 Y 29 z 06 07
Cyprs 3 07 12 14 18 21 31 37 Y 16 16 19 18
Czech Republc 329 31 402 38 408 39 554 53 Y 538 538 51 51
Denmark 343 6.1 317 57 %1 64 m 137 Y %5 3% 64 69
Estonia 40 30 39 30 35 27 25 18 Y 25 % 19 20
Finland 201 37 153 28 196 36 43 44 Y 20 211 38 41
. . o France 365 - 1014 o 1405 - 1755 . N 1742 1742 - .
ECDC epldemIOIOglcaI data 2012_ 2016: Gemany 414 55 534 66 5821 72 6688 82 Y 75 775 81 92
Gresce 363 - 300 - 247 - 320 - . . .
Hungary 621 - 627 - 622 - 617 . N 712 712 = -
leeland 5 16 3 09 25 77 23 70 Y 30 0 90 97
Ireland 110 24 163 36 04 44 7% 60 Y 21 291 62 63
o . N Italy 1138 19 117 20 1151 19 1060 17 Y 1424 1420 23 23
IncreaSIng trend In Europe (21269 VS 29365) Latvia 148 72 127 63 139 69 141 71 Y 159 159 81 83
Liechensen y « X 8 3 g < % s %
o o o Lithuania 27 76 269 91 %57 87 130 45 Y 151 151 52 54
IncreaSIng trend In Italy (1138 VS 1420) Luxembourg 20 38 27 50 27 49 21 37 Y 27 7 47 48
Malta 35 84 45 107 49 115 41 95 Y 40 20 92 89
Netheriands 649 : 743 - 975 - 1221 N 1515 1515
Norway 109 22 185 37 189 37 172 33 Y 188 183 36 38
Poland 961 25 134 35 1147 30 1239 33 Y 1291 1201 34
Portugal 235 22 155 15 101 10 43 04 Y 705 ) 06 06
Romania 1797 85 1383 70 1267 64 %3 49 Y 28 928 47 47
Sovakia 412 76 337 62 % 68 25 54 Y 9 349 64 63
Slovenia 63 31 35 17 23 11 43 21 Y 35 % 17 16
Spain 341 78 378 80 W68 7T 356 81 Y 3356 386 72
Sweden 197 21 215 29 24 25 05 33 Y 6 345 35 39
UniedKingdom 3347 53 3631 57 4740 74 5168 89 Y 8470 6470 99 102
EUEEA 21260 A7 262 50 24971 54 21915 59 . 30035  29%5 61 65

ASR: age-standardised rate; - = rate not calculated because country has a sentinel surveiflance system




PTV NEUROSYPHILIS

FOMDAIIONE FTV
POLICLINICD TOR WERGATA

TV TR %] Treatment of Neurosyphilis

We can observe the best clinical

» Recommended Regimens”

Aqueous crystalline penicillin G 18-24 million units/d IV, given as 3-4 million i m p rove m e nt i n m e n i ngea I d esea Se .

units IV every 4 hours or as a continuous IV infusion for 10-14 days . .

o In tabe dorsalis and general paresis we

T T observe a quick partial improvement of
» Nonstandard Regimens® t d th I o I

Ceftriaxone 2 g IV once per day for 10-14 days Some Symp Oms an e neuro oglca

Doxycycline 200 mg orally 2 times/d for 28 days dege ne ratio n inte rru ption .

IN = intramuscular; IV = intravenous.

* Come experts recommend 3 weekly doses of 2.4 million units of benzathine penicillin G IM, which
i the treatment for uncomplicated late latent syphilis, after completion of neurosyphilis treatment.

" [ -ohenecid is contraindicated for patients with serious allergy to sulfa-containing medications.

Ceftriaxone 2g ev/die was added in
treatment at the admission.
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FONDIIONE FTY

POLICLINICO TOR VERGATA AUTOIMBMUNITA

Heta 1-42 amilkide liquor [ELISA)

244 00
= BA0 ppml
79.00 paimL < 350
<15.00 piml < 80

T. Pallidum can interfere with Ab42 both directly by
neuronal invasion and indirectly by inflammation due to
presence of spirochetes.

There is a statitically significant difference between
Ab42 CSF between ANS and GP.
May we consider Ab42 as a marker of NS progression?

TEF T =L X L:r I- o7 T=: T e W e R ————

(n=17) (n=23)
p-taul81 343 £ 12.6 347 £ 7.7
t-tau® 176.2 + 72.4 125.2 + 28.1

(n=17) (n=13)

2007.1 + 419.4 2363.3 + 252.5 0.053
(n = 30) (n = 30)
75.1 4 22.9 43.8 + 14.5 <0.001
531.9 + 189.3 196.0 + 59.4 <0.001
(n=53) (n = 36)

AD, Alzheimer’s disease; ANS, asymptomatic neurosyphilis; CSF, cerebrospinal fluid; GP, general paresis; NC, normal control.
Numbers are the mean + standard deviations. Significance was set at P < 0.05 for analysis.



PTV And what about Thiamine?

FONDBIIONE FTV
J AMERICAN
p=gl SOCIETY FOR
MICROBIOLOGY

POLICLINICD TOR VERGATA
Home Articles For Authors About the Journal Subscribe

Journal of
Bacteriology

Articles

Evidence that TP_0144 of Treponema pallidum |Is a Thiamine-Binding Protein

Jiang Bian, Youbin Tu, Song-Mei Wang, Xuan-Y1 Wang, Chunhao Li
1. B. Zhulin, Editor

Genomics studies have shown that T. Pallidum has not a
Thiamine biosynthesis pathway.

To get this vitamin, T. Pallidum is provided of many ABC
carrier proteins called TP0144.




PTV CONCLUSIONS

* You should investigate T. Pallidum in dementia
differential diagnosis, specially in young patients with
seizures and stroke.

* You should consider meningovascular NS in case of
ischemic strokes in young patients with no vascular risk
factors known.

e Epidemiology suggests an increase of Syphilis in Europe:
screening test in population at risk?
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