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Selected items from  
the ISTH 2021 Congress

Magdalena Łętowska

Blood Transfusion Department, Institute of Hematology and Transfusion Medicine, Warsaw, Poland

The 2021 virtual ISTH Congress was organi-
zed in Philadelphia (July 17–22). From numerous 
oral and poster presentations as well as educa-
tional lectures I selected several topics which  
offer insight into new options of thrombosis 
management. 

Ciraparantag is a small molecule for an-
ticoagulant reversal of drugs such as VKAs and 
DOACs. In two randomized, placebo-controlled, 
dose-ranging studies with 80 healthy adults, Ci-
raparantag was administered in single IV doses  
≥ 60 mg to show rapid and sustained anticoagulant 
reversal of apixaban or rivaroxaban. Ciraparantag 
was well tolerated [1].

Direct oral anticoagulants (DOACs) re-
present an off-label, but potential alternative to 
traditional therapy for heparin-induced thrombo-
cytopenia (HIT). Assessment reports on DOACs 
for HIT are infrequent; mostly related to scarce 
retrospective studies with small cohorts and case 
series. In a retrospective cohort study of 77 HIT 
patients, DOACs were associated with low rates 
of thrombotic and hemorrhagic events [2]. 

TTP is a life-threatening, microvascular oc-
clusion characterized by systemic platelet clump 
formation, ischemia and organ failure, profound 
thrombocytopenia and fragmentation of RBCs 
leading to hemolytic anemia. TTP is caused by 
a severe deficiency of the metalloproteinase, 
ADAMTS13 (< 10% of normal enzyme activity), 
the enzyme that cleaves HMW vWF multimers. 
The deficiency in ADAMTS13 function occurs 
via one of two mechanisms: cTTP  (< 5% of 
TTP cases), autosomal recessive homozygous 

or compound heterozygous mutations in the 
ADAMTS13 gene leading to reduced enzyme 
function and iTTP: antibody-mediated reduction 
in enzyme activity and/or accelerated enzyme 
clearance.

TAK-755 is a fully glycosylated recombinant 
human ADAMTS-13 protein produced in the CHO 
mammalian expression system in a plasma-protein 
free milieu that restores ADAMTS13 function. It 
seems to be a new option for TTP therapy. Phase 1  
results were promising and showed  that TAK-
755 was well tolerated by patients with cTTP, 
and increased ADAMTS13 activity. Clinical trials 
were continued. The ongoing study phase 3 is 
focused on assessment of the safety and efficacy 
of TAK-755 in the prophylactic and on-demand 
management of cTTP. Study phase 2 (SOAR-HI) 
— investigates PK safety, and TAK-755efficacy 
as supplementation to standard care of ITTP 
patients [3]. 

To evaluate local tolerability of recombinant 
ADAMTS13 (rADAMTS13) the drug was subcuta-
neously injected to rabbits. It was demostrated that 
a single rADAMTS13 sc injection gave no dermal 
or histopathologic findings [4].

Therapeutic plasma exange (TPE) is still 
indicated for iTTP caused by autoantibodies to 
ADAMTS13. Caplacizumab limits the need 
forTPE and improves platelet recovery and 
survival, though indicated as TPE support. Cli-
nical experience with caplacizumab suggests 
that platelet increase occurs much faster than 
with TPE alone. TTP management without TPE 
may also be considered. RCT are still required 
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to demonstrate whether caplacizumab alone is 
sufficient for ITTP patients or whether TPE is 
still necessary [5].
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