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Overview of hemophilia

Hemophilia is an inherited bleeding disorder, caused by a deficiency in the production
of clotting proteins (clotting factors)’2

Hemophilia A Hemophilia B

 FVIII deficiency’ « FIX deficiency’
« Classic hemophilia? « Also known as Christmas disease?
« Most common form « Less common form
- Affects approximately 80% of hemophilia - Affects approximately 20% of hemophilia
population’? population’:3

Severity of disease can be predicted by the level of residual FVIII or FIX activity'2

@ WEFH estimates that there are i " ¥ WFH and CDC estimates that there are 18,580-
= ~271,359 cases of hemophilia globally? ’%‘ 33,000 people with hemophilia in the US34
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Inheritance pattern of hemophilia

Hemophilia A and B are both X-linked recessive traits with the gene mutation appearing on the X chromosome:’

Inheritance from a Inheritance from a male with Inheritance from a
male with hemophilia hemophilia and a female carrier female carrier

Father O Mother Father O O Mother Father O Mother
XY XX XY XX XY XX
I I é é I I]érl é lléé I I]érl I é
Son Son Daughter Daughter Son sSon Daughter Daughter Son Son Daughter Daughter
XY XY XX XX XY XY XX XX XY XY XX XX

Healthy non-carrier ‘ Hemophilia . Carrier
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Diagnosis and clinical classification
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Screening for hemophilia is based on:
« Family history!
« Known carrier mother (30% of cases are spontaneous)
« Laboratory features'? (prolonged aPTT; normal PT; low levels of FVIII or FIX)
« Preoperative screening’

Severe hemophilia Moderate hemophilia Mild hemophilia
A: 44.4%3 B: 25.2%3 A: 16.4%3 B: 35.4%3 A: 37.4%3 B: 37.7%3

<1% factor level? 1-5% factor level? >5% to <40% factor level?

Occasional spontaneous bleeding;

Spontaneous bleeding into joints prolonged bleeding with minor trauma

Rare spontaneous bleeding; severe

> . : . 5
or muscles or surgery? bleeding with major trauma or surgery
Usually May Rarely
have joint problems# have joint problems# have joint problems#
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Clinical presentation

G « Prolonged bleeding'-?

« Severe bleeding’
« Large joints: ankle, elbow, knee
 Soft tissues: muscle, mucocutaneous

« Life-threatening bleeding’
« Intracranial hemorrhage (usually traumatic in origin)
« Retroperitoneal bleeding
- Episodic bleeding in the gastrointestinal tract

« Postoperative bleeding’

Repeated bleeding leads to arthropathy, even in young adults3+4

Driving | in rare
change | disease

©2024 Novo Nordisk * For use in scientific exchange



Clinical management: current therapies

Treatment priorities include prevention of bleeding and joint damage and prompt management
of bleeding episodes’

Replacement therapy?3 Non-factor therapies'2>-2 Adjunctive therapies’

Hemophilia A Hemophilia A with and without inhibitors Hemophilia A
« Standard half-life « FVIIIa mimetics'’ « DDAVP
» Extended half-life  Antifibrinolytics
* Ultra-long half-life3

Hemophilia B Hemophilia A and B without inhibitors Hemophilia B
- Standard half-life * Anti-TFPI mADb?® - Antifibrinolytics

Extended half-life

For FVIIIa mimetics:
Challenges remain: = Subcutaneous dosing weekly, biweekly, or monthly?>
» Not intended to treat acute bleeding episodes’
» No development of FVIII inhibitors observed?®
» Not seen to be inhibited by existing FVIII inhibitors’:?

* Frequent IV administration?
» Lack of adherence*
» Development of alloantibodies?

Guidelines suggest a comprehensive care model involving a multidisciplinary approach is adopted, which

prioritizes psychosocial wellbeing and quality of life as well as the treatment of acute bleeding’
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Novel therapies

mAbs against TFPI recently approved for hemophilia A and B without inhibitors4.

Anti-TFPI'-3 MOA: Restores thrombin generation by blocking the inhibitory effect of TFPI on the initiation

of coagulation

Bispecific antibodies
with FVIIIa mimetic
properties’-3

Recombinant technology approved for hemophilia A

MOA: Bridges FIXa and FX to restore the function of missing activated FVIII

RNAI therapeutic targeting antithrombin to rebalance the coagulation system and

SIRNA knockdown promote hemostasisZ5. Under investigation for use in the US (phase 3).

of antithrombin?2> o , , , _ _ ,
MOA: Inhibits antithrombin, an anticoagulant that inactivates FXa and thrombin>

AAV gene therapy treatments recently approved for hemophilia A and B

Gene therapy'®”

MOA: Replacement of a defective FVIII or FIX gene sequence with the corrected version

SerpinPC: serine protease inhibitor (SERPIN) engineered to inhibit APC. Under investigation for
use in the US (phase 1/2)

MOA: Promotes clotting by prolonging the lifespan of the prothrombinase complex

Anti-APC protease
inhibitors®?

Y@ O %O B % O
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Summary

Hemophilia is a rare inherited condition’ that can be challenging to manage?

Five decades of advances have brought the widespread availability of effective hemophilia treatments34

Several unmet needs remain:
Bleeding events still occur?
Progression of joint disease?®
Poor adherence to prophylaxis’
Inhibitor development?®

Further technological advances may offer more effective and less burdensome hemophilia treatments,
addressing the remaining unmet needs and enabling patients to achieve a hemophilia-free mindset®1°
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