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Imbalance of coagulation and fibrinolysis → 
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Current therapies 
- TXA and hormonal therapy

Limitations
- Short half-life of TXA 
- Dissatisfaction with hormonal therapy
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HMB-003 is a fatty acid-conjugated peptide-based plasmin inhibitor

HMB-003 was designed as a long-acting antifibrinolytic

1 ISTH 2026. Urbanus, Rolf: A Long-Acting Peptide Plasmin Inhibitor with Extended Antifibrinolytic Activity Enabling Once-per-Cycle Subcutaneous 
Treatment for Heavy Menstrual Bleeding: Preclinical Development of HMB-003.
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HMB-003 is a fatty acid-conjugated peptide-based plasmin inhibitor

X-ray structure and molecular model confirms active 
site binding  and ternary complex

HMB-003

HMB-003 was designed as a long-acting antifibrinolytic
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• tPA: fibrinolysis
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Key elements of hemostasis:
• Collagen: platelet capture

(primary hemostasis)
• Tissue factor (TF): 

coagulation initiation
(secondary hemostasis)

• tPA: fibrinolysis

Compounds:
• HMB-003: compound of 

interest
• TXA: benchmark control
• iHMB-003: negative control
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Fibrin formation→ plasmin(ogen) binding to fibrin→ HMB-003 binding to
active site of plasmin

21



Reset slide

Under the tab 'Home', at the top left 
of the new slide button, there is a 
'Reset' button. If this button is 
pressed, the slide will reset 
everything to correct the house style 
(colors, font sizes, image placement, 
etc.)

Create heading, 
sub-heading or bullets

1. Via ‘Home’ > ‘Paragraph’ you can 
turn the text into a heading, sub-
heading or bullets in the correct 
corporate identity 

2. Stand in front of the text you want 
to change

3. With the arrow to the left, you 
decrease the level. With the arrow 
to the right, you increase the level

HMB-003 colocalizes with fibrin and plasmin(ogen)

22

t=15 min
Shear: 300 s-1

Magnification: 200x

TL DIC Fibrin (AF488) HMB-003 (AF647)

Plasmin(ogen) (CF568) Platelets (MitoTracker) Overlay



Reset slide

Under the tab 'Home', at the top left 
of the new slide button, there is a 
'Reset' button. If this button is 
pressed, the slide will reset 
everything to correct the house style 
(colors, font sizes, image placement, 
etc.)

Create heading, 
sub-heading or bullets

1. Via ‘Home’ > ‘Paragraph’ you can 
turn the text into a heading, sub-
heading or bullets in the correct 
corporate identity 

2. Stand in front of the text you want 
to change

3. With the arrow to the left, you 
decrease the level. With the arrow 
to the right, you increase the level

HMB-003 colocalizes with fibrin and plasmin(ogen)

23

TL DIC Fibrin (AF488) HMB-003 (AF647)

Plasmin(ogen) (CF568) Platelets (MitoTracker) Overlay

t=15 min
Shear: 300 s-1

Magnification: 1000x



Reset slide

Under the tab 'Home', at the top left 
of the new slide button, there is a 
'Reset' button. If this button is 
pressed, the slide will reset 
everything to correct the house style 
(colors, font sizes, image placement, 
etc.)

Create heading, 
sub-heading or bullets

1. Via ‘Home’ > ‘Paragraph’ you can 
turn the text into a heading, sub-
heading or bullets in the correct 
corporate identity 

2. Stand in front of the text you want 
to change

3. With the arrow to the left, you 
decrease the level. With the arrow 
to the right, you increase the level

Inactivated HMB-003 (iHMB-003) does not colocalize with fibrin 
and plasmin(ogen)

24

TL DIC Fibrin (AF488) iHMB-003 (AF647)

Plasmin(ogen) (CF568) Platelets (MitoTracker) Overlay

iHMB-003 = lysine 
inhibited HMB-
003

t=15 min
Shear: 300 s-1

Magnification: 1000x



Reset slide

Under the tab 'Home', at the top left 
of the new slide button, there is a 
'Reset' button. If this button is 
pressed, the slide will reset 
everything to correct the house style 
(colors, font sizes, image placement, 
etc.)

Create heading, 
sub-heading or bullets

1. Via ‘Home’ > ‘Paragraph’ you can 
turn the text into a heading, sub-
heading or bullets in the correct 
corporate identity 

2. Stand in front of the text you want 
to change

3. With the arrow to the left, you 
decrease the level. With the arrow 
to the right, you increase the level

HMB-003 colocalizes with fibrin and plasmin(ogen)

25

Shear: 300 s-1

Magnification:200x
1 image per 20 sec

Time

Flo
w

Platelet capture Fibrin formation
Plasmin(ogen) 
binding to fibrin

HMB-003 binding 
to plasmin

Platelets
Fibrin
Plasmin(ogen)
HMB-003



Reset slide

Under the tab 'Home', at the top left 
of the new slide button, there is a 
'Reset' button. If this button is 
pressed, the slide will reset 
everything to correct the house style 
(colors, font sizes, image placement, 
etc.)

Create heading, 
sub-heading or bullets

1. Via ‘Home’ > ‘Paragraph’ you can 
turn the text into a heading, sub-
heading or bullets in the correct 
corporate identity 

2. Stand in front of the text you want 
to change

3. With the arrow to the left, you 
decrease the level. With the arrow 
to the right, you increase the level

Conclusion

HMB-003 potently inhibits fibrinolysis in a human whole blood microfluid 
model that recapitulates key elements of hemostasis under flow

In a whole blood tPA based microfluidic flow model,

- TXA potency (IC50 41 µM) is aligned with its therapeutic range

- HMB-003 inhibits fibrinolysis with IC50 1.4 µM, consistent with potency obtained in 
other in vitro assays

- HMB-003 colocalizes with plasmin(ogen) and fibrin, consistent with HMB-003 
inhibiting plasmin through active site binding, and plasmin localizing to fibrin
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