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Hypothesis = is anti-PF4 Abs have a role of in severity of HIT ? 

Patients with anti-PF4/H only
n= 26

Patients with anti-PF4/H and anti-PF4
n= 21

Thrombopenia + +++

median [min-max] 53 [14-122] G/L 35 [6-82] G/L

Platelet count recovery time 
after heparin withdraw (>150G/L) + +++

median [min-max] 3 [1-21] days 6 [2-17] days

Journal of Thrombosis
and Haemostasis, 2022
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PF4/Heparin
complex

PF4/anti-PF4 Ab 
complex

anti-PF4/H Ab

Objective: 

Evaluate the cooperation between PF4-specific antibodies on platelet 

activation and thrombus formation
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Synergistic effect of 1E12 and 5B9 on thrombus formation

5B9 100µg/ml1E12 2µg/ml 5B9 100µg/ml + Ctrl Ab 2µg/ml

5B9 100µg/ml + 
Héparine 1IU/ml

+

+

5B9 100µg/ml         
+ 1E12 2µg/ml  

500 s-1

Leucocytes

Platelets

Fibrin(ogen)

Fibrin-rich platelet-leukocytes aggregates
1E12

(Anti-PF4 Ab)

5B9
(Anti-PF4/H Ab)

10 min incubation

Microfluidic system in flow chamber coated with vWF (Cellix)

Whole blood from 
healthy donor

8 min perfusion at 
20µl/min (500 s-1)

Ca2+
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Synergistic effect of 1E12 and 5B9 on thrombus formation 
prevents by IdeS or IVIg

+
1E12 2µg/ml  

+  5B9 100µg/ml
+ IV.3 

(10µg/ml)

+ IVIg
(20mg/ml)

500 s-1

500 s-1

+ IdeS
(0.02 U/mg IgG)

+ UFH 
(100 IU/ml)
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Synergistic effect between 1E12 and 5B9

Which mechanism 
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Fc fragments of PF4 specific Abs plays an important 
role in this synergy
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1st Hypothesis: 1E12 changes the PF4 conformation in the same way as heparin 
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Conclusion

Synergic effect between 2 PF4-specific antibodies without heparin

o Increase platelet activation and promotes thrombosis formation in vitro

o Fc fragment of PF4 specific Abs play an important role in this synergy

o PF4 secretion induced by both Abs, even in ‘sub-optimal’ conditions ?

15

This effect may promotes platelet activation and increases 

thrombotic risk in HIT patients even after stopping heparin 
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Synergic effect between anti-PF4/H 5B9 
and anti-PF4 1E12 in ‘sub-optimal’ 

conditions induces PF4 secretion by 
platelets, even in the absence of heparin
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Perspective

Role of this synergy on HIT murin model ?

Human FcγRIIA, hPF4-transgenic, mPF4 knockout 

(Collab. Yotis Senis – Inserm U1255, Strasbourg)
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