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Trombotické mikroangiopatie

* Onemocnéni, u kterych dochazi k obstrukci mikrocirkulace a souc¢asné k projevim
mikroangopatické hemolyzy
* Primarni TMA syndromy
—TTP
— atypicky hemolyticko uremicky syndrom - komplementem podminéné TMA, hereditarni a ziskané
— téhotenstvim indukovany aHUS
— shiga toxin HUS
— Pneumokokovy HUS
— polékové TMA
— hereditarni poruchy metabolismu B12, plasminogenu a dalsi

* Systémova onemocnéni s MAHA a trombocytopenii
— preeklampsie / HELLP syndrom
— hypertenzni krize
— systémové infekce, DIC
— diseminované malignity
— autoimunity - SLE
— komplikace transplantaci (HSCT nebo SOT)
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Shiga-toxin Producing Escherichia coli: Pathogenicity, Supershedding, Diagnostic Methods, Occurrence, and
Foodborne Outbreaks
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A model of the parallel pathogenic processes in HUS. Excess complement activation on
endothelial cell, platelet, and red cell surfaces leads to C5a release and membrane attack
complex (MAC) formation.
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69% of Patients With aHUS Showed Their First Clinical
Manifestation while experiencing One of the Following
Complement Amplifying Conditions 1
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Reference: Noris M, Caprioli J, et al. 2010, Clin J Am Soc Neprhol 5: 1844-1859
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CYTOKINE RELEASE SYNDROME



Cytokine release syndrome

* Komplikace imunoterapie
* T cell engager - blinatumomab
* CAR T cells (94% CRS, 27% sCRS)
* PD1 inhibitory
* Transplantace krvetvorby od haploidentickych
darct bez T deplece
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Suspension for IV infusion
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For autologous use only |

Target Total Volume 10mL-50mL per bag Dispense with Medication Guide
Dosage: See prescribing information.

Contains 2 x 10° to 2.5 x 10° CAR-positive viable T cells

Cryopreserved in: 31.25% (v/v) of Plasma-Lyte A, 31.25% (v/v) of 5% Dextrose/0.45%

sodium chloride, 20% (v/v) of 25% HSA, 10% (v/v) of 10% Dextran 40 (LMD)/5% Dextrose
and 7.5% (v/v) DMSO

Store at < -120°C; vapor phase of liquid nitrogen Na%l_e: JOhRNDgB
Properly identify intended recipient and product DOB: 01-JAN-2000

Do not use leukocyte depleting filter DIN: W1234 17 123456
Do not irradiate Expiry: 01-JAN-2018 \
Not evaluated for infectious substances Batch: 12345678 1
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Pathophysiclogy
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Fatigue, headache Hypatension, Hypoxia
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Clinical signs and symptoms Neurotoxicity =% Ssizures
e i 16 === % confusion
cardiotoxicity (= : # waord-finding difficulty
Fever ~ aphasia
Fatigue, headache Hypotension, Hypoxia # paresis, cranial nerve pakies
Arthralgia, rigor ;
Nauses, vomiting vascular leakage with
Ty peripheral and =% ARDS
hyp coagulopathy and DIC pulmanary edema
Diagnostic features Acutelidnewin Tropanin elevations Pulmonary
ey Injury
CRP >150-200 mg/dl stress cardiomyopathy Prolanged aPTT edEEun x-
Cytopeniasup to o QTc prolongation ko , i EEG pathologies
eyt apeni ferritin (10,000 mg/l} Hypaofibrinogenemia
Grade 1 Grade 2 Grade3 Graded
CTCAE Grade 5 dingto Syrnp’nm_s requiring aggressive
maoderate intervention n o
General symptoms requiring S Pt 7 Owygen (= 40% FiD 2} Life-threatening symptoms
symtomatic therapy 4] 4 !'gt;' I-‘_ o) s # Hypaotension responsiveto high ¥ Mechanical ventilation
# Fever = ﬂ“'m bbb LR dase vasopressors (> 1000ug’h = any grade 4 organ toxicity
e vids ar low dose ioarh ivalert) i L
5 VASOpressors narepinepnrine equiva [excl. transaminitis)
» Mauseaetr. X T # anygrade 3 organ toxicityor grade
= amy Grade 2 organ toxicity AR,
Therapeutic approach Onygen supply (= 40% FiD2) Tocilizumahb !Iile'bhylpredrisulune
Low dose vasopressors = 4-8 mgfkg BW, max. 800 mg/day) F 2mgfkg BW
Symptomatic support [« 1000ug/h narepinephrine # Insufficient response: repeat once after 24-72 hrs
4 F||.n.ds . equivalent] If refractory consider
F artipynatics i TNF-z blocker, anakinra
Oxygen supply [ 40% Fi02) Mechanical 3 b b
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Anti-infective therapy :fihc:ﬂug;: ﬂ: : s = {ydophosphamide
ug/h norepinephrine equivalent) % ATG, akmbuzumiab
Differential diagnosis
MAS/HLH
Anaphylactic Reaction Tumaor lysis syndrome [TLS) Sepsis ; :
i ._ : - : = ; = family history of MAS/HLH?
» Prior exposure? » hyperuricemia, hyperkalemia = Positive blood cultures, X-ray etc. : o abarads i
» Response to anthistamines? = hyperphosphatemia, hypocalcemia ' Response to anti-infective therapy? ¥ et e alierations Sssetie d wath HLH/IAS
; ) ] (PRFL, STX 11, STXBPZ, MUNC13-4)?
Fig. 1 Pathogenesis and management of CR5. ATG anti-thymocyte globuling BITE bispecific T cell engager, CAR chimeric antigen receptar, |FiNy
interferon gamma, TNFa tumar necrosis factor alpha, IL-6 interleukin 6, MCP-1 monocyte chemoattractant protein 1, DIC disseminated intravascular
coagulation, ARDS acute respiratory distress syndrome, FiC2 fraction of inspired oxygen, BW body weight, MAS macrophage activation syndrome,
HLH hemophagocytic lymphohistiocytosis
Gaodel ICM 2017
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