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INTRODUCCION

* Microangiopatia trombotica
* Incidencia 3-4 casos/1.000.000 habitantes
* Edad media presentacion 30-40 anos

* Mujeres
* Déficit de ADAMTS13 PTT Adquirida PTT Congénita
(2 formas)
95% 5%
Adultos Ninos y adultos
Auto-anticuerpos (IgG) frente Déficit secundario a

a ADAMTS13 mutaciones gen ADMATS13



FISIOPATOLOGIA

The known players

Causing factors Predisposing Precipitating
factors factors
ADAMTS13 Female gender Conditions increasing
severe deficiency Black ethnicity VWF levels
(autoantibodies, gene mutations, HLA-DRB1*11 (inflammation, infections,
other mechanisms) Obesity pregnancy...)
TTP

Protein candidates
Cell receptor / carrier protein for ADAMTS13? Cellular candidates
Physiologic inhibitor to ADAMTS137 Platelets?
Variability of VWF sensitivity to ADAMTS13 Endothelial cells?
linked to VWF polymorphisms or to factor H?

The unknown players

Thrombotic
Thrombocytopenic Physiology
Purpura Ultralarge VWF multimers
secreted from endothelial cells '
) ) Mo
Circulating ADAMTS13 ™, ADAMTS13 ' Circulating
ultralarge H : narmal
VWF multimers _ . 7 # ‘ VWF multimers
Endothelium - /’;\
’Br]rthmuyrte '
{:} platelet Bilood flow = Schistocytes
’ ¥ % {blood smear)




CLINICA

NEUROLOGICOS

RENALES

FIEBRE

HEMORRAGIA

ASTENIA

ABDOMINALES

Cefalea, parestesias, convulsiones, disminucion del nivel de
conciencia, alteraciones visuales, AIT

FRA, proteinuria, hematuria

Petequias y equimosis, epistaxis

Suele reflejar anemia de instauracion brusca

Nauseas, vomitos, diarrea, dolor



LABORATORIO

Trombocitopenia (<30 x 10°/L)
Tiempos de Coagulacion normal
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Anemia Hemolitica No Autoinmune

- Hb <6 g/dL

- Reticulocitosis

- LDH elevada, Bi Indirecta
elevada y Haptoglobina baja

- Coombs Directo Negativo

SHU (Sindrome Hemolitico Urémico)

Tipico nifos. Toxina Shiga (E.Coli)

Atipico: nifios y adultos.

Predominio de afectacion RENAL (Cr >2 mg/dL)

Fiebre y Neuroldgicos menos frecuentes

Trombocitopenia mas leve




DIAGNOSTICO

Clinica
Anemia Hemolitica
Trombocitopenia

Esquistocitos

BAJO RIESGO

- Cr>2mg/dL
- Plaguetas >30 x 10°/L

Probable etiologia
congénita:
Secuenciar gen ADAMTS13

Positive

Suspicion of acute TMA

v

ADAMTS13 activity

v

<10%

v

TTP

v

>10% —>»  Other diagnosis

—_—

«—— Anti-ADAMTS131gG  — >  Negative

v

Information from ADAMTS13 monitoring during follow-up:
1. ADAMTS13 activity in remission

l

1. Detectable

Yy
Autoimmune TTP

[ 2. Positive at least once

2. Anti-ADAMTS13 IgG during relapses

v v

1. Detectable 1. Always <10%
2. Always negative 2. Always negative

V

ADAMTS 13 gene analysis

—

MNo mutation Mutations

" v '

TTP of unknown etiology inherited TTP (USS)

Acquired TTP of
unknown mechanism




DIAGNOSTICO

Niveles actividad ADAMTS 13

DIAGNOSTICO DE CONFIRMACION

<10%

OTRAS PRUEBAS DIAGNOSTICAS

1. Determinacion de complejos inmunes
circulantes

2. Niveles de antigeno de ADAMTS 13

3. Cambio conformacional de ADAMTS 13



Recambios plasmaticos + Corticoides + Rituximab + Caplacizumab

Respuesta Clinica

< 30 dias de ultimo RP
Exacerbacion < Controles semanales

Plaquetas <150 x 10°%/L

\ TRATAMIENTO \

Plaquetas >150 x 10°/L
No empeoramiento clinico

Suspender RP
Mantener el resto

> 30 dias de ultimo PR

+/- Clinica / \
e ADAMTS13
RItUXI-mab . Plaquetas <150 x 10%/L
Caplacizumab o .
< 10% Acitividad ADAMTS13 +/- Clinica
Remision clinica < 10% Acitividad ADAMTS13

RP + GC +

Rituximab +
Caplacizumab




TRATAMIENTO

* PTT congénita: Plasma fresco congelado

* ADAMTS13 recombinante: en desarrollo COMPLICACIONES

Cardiovascular complications™?
Hypertension
Myocardial infarction
Cerebrovascular accidents

Neurocognitive injury®>47:4°

Short-term memory issues (eg, finding words, processing
information, and retaining new memories)

Concentration skills

Chronic headaches*®

Posttraumatic stress disorder-"

Depression 454850
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