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NoonAela otnv MEG kat AipatoAoyikn MATNH

WBCs (/uL) 13.700

HgB (g/dl) 9,8

PLTs (/uL) 9.000

INR 1,2

APTT / FIB 35/348

LDH (U/L) 1.100

TBIL/ ind BIL 2,4/2

Cr/Ur 1,6 /95
(mg/dl)

AEK/ 4% / 10 oxLoToKUTTOPO KOTU
ENniyplopa

CRP (mg/dl) 10

DAT (-)

Fev.ovpwv EB 1027, pH 5,

WBCs/RBCs/HgB/Asukwpa (-)

* MAHA (Mwpoayysutadntikr) AlpoAutikr) Avopio)
* OpopuPormevia

e Otela Nedpikn BAAPN

= TMA (OpopBwTtikn Mikpoayyeslomabeia)
TTP?

Oepaneia;;;
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ADAMTS13 =20%

CT BwpaKOC-KOLALOG:

Mvevpovikn ERBoAR o€ Tunpatiko kKAAdo AKA

‘EAgyxoc yia Aouwdn (-)

ANA

1/80 SLaxvtog

ds-DNA // ENA screening

(-) // ()

ANCA p/c

LA

aCL IgM / 1gG

Anti B2-GPI IgM / IgG

C3/C4




" THROMBOTIC MICROANGIOPATHIES

Mecanical hemolytic anemia (schistocytes*) + peripheral thrombocytopenia (+/- organ failure)

g e

Severe ADAMTS13 Detectable ADAMTS13
deficiency (activity < 10%)

Typically Platelets < 30.000/mm3

TTP & creatinine < 200umol/L (22mg/L) Secondal‘y TMA

Hereditary  Acquired Typical Atypical Malignar!t hypertension
(Upshaw-Schulman) (eg: STEC+) Systemic lupus / APS
/\ (due to an associated cause)
Caciid . . HIV, cancers
Idiopathic econdary Idiopathic Secondary Transplantatio
HIV, drugs, etc. HIV, cancer, drugs, etc.
Systemic lupus Systemic lupus / APS
(check anti-ADAMTS13 Ab)

(Explore alternative complemen
i ould be rechecked the following days

| *TMA is not formally ruled out by a positive antiglobulin test in SLE. Low




Oepareia

RTX 375 mg/m? CyC (NIH)

MP 2g —> 1mg/kg (iv)
PLEX

PLTs *

(k/mm3) . wiIG

1st 2nd 3rd 4 Sth 6th 7th 8th weeks



Oepareia 3" ypone ?

S UVOTTTLKAL:

60xpovoc avdpac:

TMA

APS [31AR (+)aPLs + M.E.]
Moapodikn avtamokplon
0€ TAOOUAPALPEDELC
AVOEKTLKO vOonua O€

AvVOOOKATAOTOAN
o CF%
D\© A
o \°
ooVt

Start plasma exchange

|

% 10% ADAMTS 13

> 10% ADAMTS 13 activity
no evidence for STECSS pneumoniae

Scthety of other causes for TMA
TTP aHUS with anti-CFH Ab
Continu plasma pla plasma exchange and
exchange with FFF ¥ hTu Immunosuppressive
and corticolds . e treatment

Anti-ADANSTIE
autoantibodies

|

Consider 2™ line trealm

Irresponsive after
4 plasma exchange
treatments

Eculizumab treatrmiént




Complement-Mediated Hemolytic Uremic Syndrome

Pathophysiology s o SRS S G SR —

, = O '_‘-‘_-;f“‘ ~

MCOCP (CDasS) Factor 1 Factor H In the rare cases {<10%)

— . caused by anti-CFH
Complement Regulators S % e autoantibody,
Do plasma exchange +/-

; ImEmuUNnSUpPPression rmay
be considered [35])
CS3 convertase
(c3bEb)

S
Alteri:\ative
Pathway
of the alternative 5

pathway amplification Amplification
loop [32.33]) Loop

Management P Endothelium

e Anti-compilement therapy

= Supportive measures
(Sew "Suppoctive Managernert™ aboree)




Complement-Directed Therapies

A e P St e Irmeestigaticnal or ClimicalTrials. goes
pﬂ'ﬂ'l"ﬂﬂ'hl' Spsprcoeseed Diroges Bl ek e=r

Iotacopan
Drar oopan

P Erso i rmak

P et s ol

EculiFuarmals

FEavulizumakb

CronElimaks

oM Ermes - e larbesd FHLUE

CEFALE-1% Tk ey =1 =55

TO-TrAA [Eost-49CT)

HECT, hermabopoaetee o= fransplant; HLEE, FBEmealyfic dremes ssenckeomes: LTE,. Leuboorierse By TR &, Ehromm bl mecraarmeeapathy: TAE-TRLA,
he=smabogemd et ol frans s an f-assoc ladecd o m beoedic rmd orooa e looat oy




[Mopeia tov acBevouc oto xpovo umo C5 avaotoAsa

+ Sintrom
Eculizumab Ravulizumat
CyC (NIH) x 6 (8,2g)
o %
RTX 375mg/m2 x4weeks ?
o ———
PLEX x4
*
PLTSs X
(k/mm3)
COD — ‘
409 \/\____\
P — _/‘\ —
200 -
months
o —

L 2" 3 = S 6™ ™ 8™ g 100" 11



TMA Epidemiology
* TMA classification and nomenclature is challenging, as it lacks consensus and is constantly evolving.

In this review, we highlight various TMAs based on their unique pathophysiologic
mechanisms, and focus on the following TMA syndromes:

G os1 ©-320v D




Complement mediated TMA

* MetaAAayéc oto CFH umeBuvecg yia 60-70% twv CM-TMA awv Kot Sev tpokaAouv
OAeC vOOoO

 TMA nou d¢ev eivat TTP R HUS -> yovidLakog EAeyXoc yLoL 5 puBLOTLKEC TIPWTEIVEC
(CFH, CFI, MCP, CFB, C3)
Kol
g\eyxoc yla UTtopén avtoavilowuatwyv evavtt CFH
=> AIATNQZH, ©EPANEIA, Kivbuvoc urmtotponnc*

e Awakornn Beparmeiag;
Case series 28 pts pe maBoAoyiko yovidio rtou dtekopav Eculizumab=> 46%

UTTOTPOTIN




Fowtnpoata

* CM-TMA o€ €badoc 1naBouc APS ?

e AtakoTii AVOOOKATAOTOANC OTOV CUYKEKPLUEVO a.cBevr); TOTE;

Euvyapiotw yio tnv mpoooxn ooc!



