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Introduction

= Platelet GPVI receptors are activated by collagen, which is
exposed following atherosclerotic plague rupture during
acute coronary syndromes (ACS). GPVI has also recently been
identified as a receptor for fibrin.

= Aspirin and a P2Y,, inhibitor are routine treatments for
myocardial infarction (MI). However, these drugs are not
always sufficient for heavy coronary thrombus burden during
ST-elevation Ml (STEMI).

= More potent antiplatelet drugs (GPIlIb/llla-inhibitors) may

help in this setting, but are limited by excessive bleeding.

AIM

" Since GPVI has major roles in thrombosis but is much less
important than GPllb/llla for haemostasis, we aimed to
investigate whether a novel platelet GPVI inhibitor,
glenzocimab  (Acticor Biotech), provides additional
antithrombotic effects when combined with aspirin and

ticagrelor.

METHODS

" |nvestigated the antithrombotic effects of adding glenzocimab
(previously known as ACT017) to blood from healthy donors
and 22 patients with ACS treated with aspirin and ticagrelor.

= Compared the effect of glenzocimab with the GPIIb/Illa
inhibitor eptifibatide ex-vivo.

" |nvestigated the effect on platelet aggregation, signalling,
adhesion, thrombin generation, thrombus formation and clot
stability ex vivo.

= Platelets stimulated with collagen and atherosclerotic plagque
material.

" |Intravital microscopy in a murine model of ST-elevation

myocardial infarction and ischaemia-reperfusion injury to

investigate microvascular thrombosis.

conventional dual antiplatelet therapy

INSERM, EFS Grand-Est, Strasbourg, France.

RESULTS

Glenzocimab inhibited plaque-induced Glenzocimab inhibited GPVI and abolished GPVI  Glenzocimab inhibited procoagulant function of
responses signalling in response to atherosclerotic plaque  platelets
Platelet aggregation ELISA Phosphatidylserine exposure
80- 0.5 25
c S
5-- 'g . 0.4- i—— Q 20
S 0 g g Plaque |
2 =~ S 0.3- 0 15 — +ASA+Tic
2 o ; 09- . 3 0 — +Glenzocimab
= L0 - g « | = +Glenz+ASA+Tic
E O % % © P
= £ 0.1- fkk KR gy £ ¥|, — +Eptifibatide
o . Z | — +Epti+ASA+Tic
o 1 25 5 10 25 50
Glenzocimab (ug/ml) 012345678391
. Time (min)
0'0
ATP secretion Protein Phosphorylation Thrombin generation
S 150-
6 g 120- —E;
S S 100- -
= & s
o O S © g0- 2
N o 4- N o EE
© = Q= o)
2% £G 60- i
Q Q > i -
-9 ~ o = 50- 1 %
o B S S 40— X
= S 2 N ~ 0]
< z > o
< O 0- 0- |
- o < v O O O a@ AL
0 (}o (22) ’zg\ ’é\ . 6@‘9 ’;\\ &}b é\
L X F & ¥
4% \® 60'0 XV ((‘fo 1:8' Q,QQ .\xv'
Q X7 \0 Q ® XN
AN XO 0\0 o, Q
X
p-Syk (Y525/526) | = (i D B0 G0 =% == Glenzocimab provided synergistic effects when
Pan-Syk | e ——— added to the blood of DAPT-treated ACS patients
. . . ex Vvivo
Platelet adhesion and P-selectin expression p-LAT (Y200) _m. = _
= Platelet aggregation
pan-LAT ‘...M.-.4..}‘llb‘lli‘lli‘ll"ll.4ll'
S 7 P-PLCY2 (Y1217) | ww e oo oo o —~ 30 Collagen 30 Collagen-related peptide
o Plaque —
o pan-PLCy2 (SC407) M -
S 4 +ASA+Tic = 2
> +Glenzocimab Plaque I I I R I I Q 20- S 20-
0 . < <
g 20- +Glenz+ASA+Tic DMSO * 1 * P dde %k )
S +Eptifibatide ASA ol -1+ -1-154 2 10 s 10—
;g) +Epti+ASA+Tic - NN E - E
rr 1 151115 rr1r1r1 : ) _ ) ) ) _ ﬁ |
012345678910 Glenzocimab I oL, . .T 0
. . 6F1 -+ > © .
Time (min) 0\&@ \\o& ééb Ao';’é &
& O o NN .@
> Y x
OQ C')\Q ,‘Q/ QQ

Alenazy F 1, Harbi M 1, Kavanagh D 2, Price J 1, Harrison P 1, Slater A %, Nicolson PLR 1, Connolly D 1, Kirchhof P 1, Kalia N 1, Jandrot-Perrus M 2, Watson SP 1, Mangin P 3, Thomas MR 1 o
(1) Institute of Cardiovascular Sciences, Institute of Inflammation and Ageing, University of Birmingham, Edgbaston, Birmingham, B15 2TT, UK (2) Université de Paris, LVTS, Inserm U1148, F-75018, Paris, France (3) University of Strasbourg,

BIRMINGHAM

INSTITUTE OF
CARDIOVASCULAR
SCIENCES
Thrombus formation on collagen
P E"J_
)
<
2 20- — Collagen
c ¥| — +Glenzocimab
d:.'i *
= 10- L +Eptifibatide
(O *
g *
0_
| ' | ' |
0 30 100 200 300
Time (Seconds)
Thrombin generation ROTEM (indicator of haemostasis)
200 - 400~
3
= 150- @ 300- e
: : T
§ 100- Q 200-
E 5
= =
?3 50— < 100-
o
0_

=
|

GPVI depletion reduced microvascular thrombosis in an animal
model of STEMI and ischaemia-reperfusion injury
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CONCLUSIONS

" Glenzocimab provided amplified antithrombotic effects when
combined with DAPT

" Less effect on mechanisms of haemostasis compared to eptifibatide

" Appealing for further development for use in STEMI



