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Terminoloji

Hemolitik Uremik Sendrom

Klasik triad : MAHA, trombositopeni, akut
bobrek hasari

Tipik olarak diyare sonrasi

Trombotik trombositopenik purpura

Pentad: MAHA, trombositopeni, uremi,
ates, norolojik bulgu

Dusuk ADAMTS13




Terminoloji

* Trombotik Mikroanjiyopatiler

—>Endotel hasari sonucu kapiller/arteriollerde trombositten zengin pihtilarin sebep
oldugu organ hasari, trombositopeni ve hemolitik anemi

- Primer TMA (HUS, atipik HUS / CM-TMA, DI-TMA, immun/non immun TTP)
- Sekonder TMA: (HELLP, AFAS, DIK, Skleroderma renal kriz, malign hipertansiyon)



Hemolitik Uremik Sendrom

Hemolitik anemi — trombositopeni — akut bobrek hasari

Shiga toxin kaynakli hastalik (Shigella, e. coli); genellikle kanli diyare ve siddetli
karin agrisi

Cocuklarda sik

Pandemilerle iliskili



HUS- Patofizyoloiji

Dolasimdaki Shiga-toxin’in bobrek endotelinde
gb3 reseptorleri tarafindan alinmasi

Ribozom hasari ile protein sentez inhibisyonu ve
endotel hucre olumu

« e

Endotel hasarinin getirdigi trombotik cevap

Trombositopeni ve shear-stress kaynakli MAHA

INT

Replication of STEC
Production of Shiga toxin

Mucosal injury (bacterial effacement of
epithelium, thrombotic injury to
mesenteric microvasculature, or both)

I Nonbloody diarrhea,
bloody diarrhea, and
Il abdominal pain

Toxin translocates from the gut through
transcellular and paracellular routes

Toxin circulates systemically in soluble (shown),
cell-bound, and vesicle-encapsulated forms
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Toxin-Gb3 complex undergoes
retrograde transport through
Golgi apparatus
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Proteolysis

| Proteolysis leaves A, and A,
subunits linked by a disulfide
bond on the stem of a cleaved
loop
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In ER, the enzymatically active

A, fragment is liberated from
the A, fragment through
disulfide-bond reduction

The A, fragment cleaves an
adenine in the 28S rRNA
of 60S ribosomal subunits

Organ-specific microvasculature
injury initiates thrombotic responses
(e.g., intraglomerular microthrombi

and platelet adhesion)

Inhibition of
protein synthesis

Induction of
ribotoxic stress

HUS

’ Thrombocytopenia ] CLINICAL

£ CASCADE
bl Hemolysis “

I End-organ damage j




HUS- Tedavi ve Prognoz

v/

Destek tedavi, gereklilik %70’e yakin tamamen Cesitli derecede sekel
halinde diyaliz.. remisyon bobrek hasari

v



CM-TMA (atipik HUS)

Kompleman dlzenleyici proteinlerde mutasyon veya bunlara karsi antikor (%10)
Faktor H, Faktor |, CD46, C3, Faktor B, Trombomodulin
Cogunlukla cocuklar

Dusuk penetrans, edinilmis hastalik

Epidemiyolojik veri sinirli



CM-TMA (atipik HUS)

« Kompleman aktivasyonu=> Endotel hasrari=> HUS klinigi
e KOtu prognoz

e Eculizumab, Ravulizumab



Trombotik Trombositopenik Purpura

« ADAMTS13 eksikligi
- Immin
- Herediter

« MAHA + trombositopeni + organ hasari
 Klasik pentad nadir



TTP- Epidemiyoloji

* Yilhk milyonda 3 vaka
* Medyanyas: 40
e F>M




TTP- Patofizyoloji

 ADAMTS (a disintegrin and metalloproteinase with

a thrombospondin type 1 motif, member 13) / VWFCP (von
Willebrand factor-cleaving protease)

« Buyuk, yapisik VWF multimerlerinin degradasyonu (6zellikle
yuksek shear stresi)

v

* Mikrovaskuler trombozlar, maha ve trombositopeni



TTP-
Patofizyoloji

Thrombotic
Thrombocytopenic

Physiology
Purpura

Ultralarge VWF multimers
secreted from endothelial cells

No
ultralarge P normal
VWF multimers - . ? ' ‘ s VWF multimers
Endothelium
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J Microthrombi
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natomopathology)



TTP -
Klinik
spektrum
genis

mm Halsizlik> %63

== Gastrointestinal semptomlar—> %45

s NOrolojik bulgular—-> %50

= Purpura—> %50




TTP- Laboratuvar

Anemi—> Medyan hematokrit: 21%

Trombositopeni—=> Medyan trombosit: 10.000 /mcL; neredeyse her zaman <

30.000 /mcL
LDH yuksek, bazen ekstrem
Indirekt bilirubin yiksek

Kreatinin nadiren > 3 mg/dL
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PLASMIC

Variable 0 points 1 point
S ko r u Platelet count <30 x 10%/L No Yes
Hemolysis* No Yes
Active cancer** Yes No
History of solid-organ or stem-cell transplant Yes No
MCV <9.0x 10** L (<90 fL) No Yes
INR <15 No Yes
Creatinine <2.0 mg/dL (176.8 umol/L) No Yes

*Reticulocyte count >2.5%, haptoglobin undetectable, or indirect bilirubin >2.0 mg/dL
(34.2 pmol/L).

**Treated for cancer within the past year.
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TTP-Tedavi

* Total Plazma Degisimi
- Eksik olan ADAMTS13’U yerine koyar

—->ADAMTS13’e karsi gelismis
antikorlari uzaklastirir.

—>Dolasimda var olan bluyuk VWF
multimerlerini uzaklastirir.

Blood Pump




Kortikosteroid

TTP-Tedavi Rituksimab

Kaplasizumab



Tedavi edilmezse

%90 mortal
TTP -

Prognoz :
TPE ile %90
sagkalim




* Tesekkurler..
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