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CSL312 Safety, Pharmacokinetics, and Pharmacodynamics in ldiopathic Pulmonary Fibrosis

ClinicalTrials.gov Identifier: NCT05130970

The safety and scientific validity of this study is the responsibility of
Recruitment Status @ : Completed

First Posted @ : November 23, 2021
Last Update Posted @ : February 9, 2024

the study sponsor and investigators. Listing a study does not mean

it has been evaluated by the U.S. Federal Government. Read our

disclaimer for details.

View this study on the modernized ClinicalTrials.gov

Sponsor:
CSL Behring

Information provided by (Responsible Party):
CSL Behring

Study Details Tabular View No Results Posted Disclaimer  [E] How to Read a Study Record

Study Description Goto

Brief Summary:
This is a prospective, phase 2a, multicenter, randomized, double-blind, placebo-controlled, parallel-group study to assess the safety, pharmacokinetics (PK), and pharmacodynamics (PD) of
CSL312 in subjects with idiopathic pulmonary fibrosis (IPF).

Condition or disease @ Intervention/treatment © Phase ©

|diopathic Pulmonary Fibrosis Drug: CSL312 Phase 2

Drug: Placebo

Study Design Goto

Study Type @ : Interventional (Clinical Trial)

Actual Enroliment @ : 81 participants
Allocation: Randomized
Intervention Model: Parallel Assignment
Masking: Quadruple (Participant, Care Provider, Investigator, Outcomes Assessor)
Primary Purpose: Treatment
Official Title: A Randomized, Double-blind, Placebo-controlled, Study to Investigate the Safety, Pharmacokinetics, and Pharmacodynamics of CSL312 in
Subjects With Idiopathic Pulmonary Fibrosis
Actual Study Start Date @ : January 27, 2022

Actual Primary Completion Date @ : January 2, 2024

Actual Study Completion Date @ : January 2, 2024

Resource links provided by the National Library of Medicine MiiiH:}NLM

Arms and Interventions Goto
Arm © Intervention/treatment ©
Experimental: CSL312 Drug: CSL312
Administered IV and SC Fully human immunoglobulin G subclass 4/lambda recombinant monoclonal
antibody

Other Names:
e Factor Xlla antagonist monoclonal antibody

e Garadacimab

Placebo Comparator: Placebo Drug: Placebo
Administered IV and SC Same as the CSL312 formulation buffer
Outcome Measures Goto =«

Primary Qutcome Measures @ :
1. Number of participants with treatment-emergent serious adverse events (SAEs) for CSL312 or placebo [ Time Frame: Up to 22 weeks |
. Percent of participants with SAEs for CSL312 or placebo [ Time Frame: Up to 22 weeks |
. Number of participants with treatment-emergent adverse events of special interest (AESIs) for CSL312 or placebo [ Time Frame: Up to 22 weeks ]
. Percent of participants with AESIs for CSL312 or placebo [ Time Frame: Up to 22 weeks ]

2
3
4
5. Number of participants with treatment-emergent CSL312 induced antidrug antibodies (ADAs) [ Time Frame: Up to 14 weeks ]
6. Percent of participants with CSL312 induced ADAs [ Time Frame: Up to 14 weeks ]

7

. Number of participants with treatment-emergent clinically significant abnormalities in laboratory assessments that are reported as adverse events (AEs) for CSL312 or
placebo [ Time Frame: Up to 14 weeks ]

8. Percent of participants with treatment-emergent clinically significant abnormalities in laboratory assessments that are reported as adverse events (AEs) for CSL312 or
placebo [ Time Frame: Up to 14 weeks ]

1. Trough plasma concentration (Ctrough) after subcutaneous (SC) administration of CSL312 [ Time Frame: Up to 14 weeks ]

2. Maximum plasma concentration (Cmax) (last SC dosing interval only) of CSL312 [ Time Frame: Up to 14 weeks ]
3. Time to maximum plasma concentration (Tmax) (last SC dosing interval only) of CSL312 [ Time Frame: Up to 14 weeks ]
4. Area under the plasma concentration-time curve after the first dose interval (AUCO-tau) (last SC dosing interval only) of CSL312 [ Time Frame: Up to 14 weeks ]
5. Ctrough after intravenous (IV) administration of CSL312 [ Time Frame: Up to 8 days ]
6. Cmax after IV administration of CSL312 [ Time Frame: Up to 8 days ]
7. Tmax after IV administration of CSL312 [ Time Frame: Up to 8 days |
8. Mean change from Baseline in FXlla-mediated kallikrein activity of CSL312 [ Time Frame: Up to 14 weeks ]
9. Mean percentage of Baseline in FXlla-mediated kallikrein activity of CSL312 [ Time Frame: Up to 14 weeks ]
Eligibility Criteria Goto -

Information from the National Library of Medicine miii}NLM

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to
join a study. To learn more about this study, you or your doctor may contact the study research staff using the contacts provided below. For
general information, Learn About Clinical Studies.

Ages Eligible for Study: 40 Years and older (Adult, Older Adult)
Sexes Eligible for Study: Al
Accepts Healthy Volunteers:  No
Criteria
Inclusion Criteria:
e Male or female patients > 40 years of age

e Documented diagnosis of IPF
Exclusion Criteria:

¢ History of clinically significant cardiovascular disease, including myocardial infarction, unstable ischemic heart disease, congestive heart failure, or angina during the 6
months before screening

e Sinoatrial or atrioventricular block, uncontrolled hypertension

¢ Active bleeding or current clinically significant coagulopathy

Contacts and Locations Goto =

Information from the National Library of Medicine MEH}NLM

To learn more about this study, you or your doctor may contact the study research staff using the contact information provided by the
Sponsor.

Please refer to this study by its ClinicalTrials.gov identifier (NCT number): NCT05130970

Locations
P Show 47 study locations

Sponsors and Collaborators

CSL Behring

Investigators

Study Director: Study Director CSL Behring

More Information Goto
Responsible Party: CSL Behring
ClinicalTrials.gov Identifier: NCT05130970  History of Changes
Other Study ID Numbers: CSL312_2002
2021 003162 12 ( EudraCT Number )
First Posted: November 23, 2021 Key Record Dates
Last Update Posted: February 9, 2024
Last Verified: February 2024

Individual Participant Data (IPD) Sharing Statement:
Plan to Share IPD: Yes
Plan Description: CSL will consider requests to share Individual Patient Data (IPD) from systematic review groups or bona-fide researchers. For information on
the process and requirements for submitting a voluntary data sharing request for IPD, please contact CSL at clinicaltrials@cslbehring.com.

Applicable country specific privacy and other laws and regulations will be considered and may prevent sharing of IPD.

If the request is approved and the researcher has executed an appropriate data sharing agreement, IPD that has been appropriately
anonymized will be available.

Supporting Materials: Study Protocol
Statistical Analysis Plan (SAP)
Time Frame: IPD requests may be submitted to CSL no earlier than 12 months after publication of the results of this study via an article made available

on a public website.
Access Criteria: Requests may only be made by systematic review groups or bona-fide researchers whose proposed use of the IPD is non-commercial in
nature and has been approved by an internal review committee.

An IPD request will not be considered by CSL unless the proposed research question seeks to answer a significant and unknown medical
science or patient care question as determined by CSL's internal review committee.

The requesting party must execute an appropriate data sharing agreement before IPD will be made available.

Studies a U.S. FDA-regulated Drug Product: Yes
Studies a U.S. FDA-regulated Device Product: No

Additional relevant MeSH terms:

Pulmonary Fibrosis Lung Diseases, Interstitial
Idiopathic Pulmonary Fibrosis Lung Diseases
Fibrosis Respiratory Tract Diseases

Pathologic Processes
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A Clinical Study to Test the Efficacy and Safety of CSL312 on Catheter-associated Blood Clot Formation in Subjects With Cancer Who
Receive Chemotherapy Through a PICC Line

ClinicalTrials.gov Identifier: NCT04281524

The safety and scientific validity of this study is the responsibility of
Recruitment Status @ : Withdrawn (Business decision non-safety

the study sponsor and investigators. Listing a study does not mean )
related.

First Posted @ : February 24, 2020
Last Update Posted @ : March 25, 2020

it has been evaluated by the U.S. Federal Government. Read our

disclaimer for details.

View this study on the modernized ClinicalTrials.gov

Sponsor:
CSL Behring

Information provided by (Responsible Party):
CSL Behring

Study Details Tabular View No Results Posted Disclaimer [ How to Read a Study Record

Study Description Goto -

Brief Summary:
Peripherally Inserted Central Catheters (PICCs) are commonly used in patients with cancer to administer chemotherapy and supportive care medication. However, PICCs and other medical
devices that come into contact with blood increase the risk of blood clots (thrombosis) inside the blood vessels. Conventional blood thinners (anticoagulants) may reduce the risk of
thrombosis but they also increase the risk of bleeding. CSL312, a monoclonal antibody that inhibits the activated blood clotting factor 12 (FXlla) will be assessed for its potential to prevent
thrombus formation in subjects with cancer at risk of PICC-associated thrombosis.

Condition or disease ©@ Intervention/treatment @ Phase O
PICC-associated Thrombosis Drug: CSL312 Phase 1
Drug: Placebo Phase 2
Study Design Goto

Study Type @ : Interventional (Clinical Trial)

Actual Enroliment @ : 0 participants
Allocation: Randomized
Intervention Model: Parallel Assignment
Masking: Quadruple (Participant, Care Provider, Investigator, Outcomes Assessor)
Primary Purpose: Prevention
Official Title: A Phase 1b, Multi-center, Randomized, Double-blind, Placebo-controlled Study to Investigate the Efficacy, Safety, and Pharmacokinetics
of CSL312 in the Prevention of Peripherally Inserted Central Catheter (PICC)-Associated Thrombosis in Subjects With Cancer
Estimated Study Start Date @ : March 2020

Estimated Primary Completion Date @ : August 2021

Estimated Study Completion Date @ : October 2021

Resource links provided by the National Library of Medicine MIIE:}NLM

Arms and Interventions Goto =
Arm © Intervention/treatment @
Experimental: CSL312 Cohort 1 (Dose 1) Drug: CSL312
CSL312 administered as IV infusion CSL312 administered as an IV infusion

Other Name: Garadacimab

Experimental: CSL312 Cohort 2 (Dose 2) Drug: CSL312

CSL312 administered as IV infusion CSL312 administered as an IV infusion

Other Name: Garadacimab

Experimental: CSL312 Cohort 3 (Dose 3) Drug: CSL312

CSL312 administered as IV infusion CSL312 administered as an IV infusion

Other Name: Garadacimab

Experimental: CSL312 Cohort 4 (Dose 4) Drug: CSL312

CSL312 administered as IV infusion CSL312 administered as an IV infusion

Other Name: Garadacimab

Placebo Comparator: Placebo Drug: Placebo
Placebo administered as IV infusion Solution of 70% 0.9% saline / 30% CSL312 diluent
Outcome Measures Goto =

1. Number of subjects with PICC-associated thrombosis [ Time Frame: Up to 29 days after PICC insertion ]
PICC-associated thrombosis which can be either:

a. Asymptomatic PICC associated thrombosis detected by Duplex ultrasound (DUS) or venography at Day 15 or Day 29 after PICC insertion or

b. Symptomatic PICC associated thrombosis up to Day 29 after PICC insertion, suspected clinically due to symptoms of the upper limb or neck, and objectively
confirmed by DUS or venography

2. Percent of subjects with PICC-associated thrombosis [ Time Frame: Up to 29 days after PICC insertion ]
PICC-associated thrombosis which can be either:

a. Asymptomatic PICC associated thrombosis detected by Duplex ultrasound (DUS) or venography at Day 15 or Day 29 after PICC insertion or

b. Symptomatic PICC associated thrombosis up to Day 29 after PICC insertion, suspected clinically due to symptoms of the upper limb or neck, and objectively
confirmed by DUS or venography

Secondary Outcome Measures @ :

1. Overall percentage of subjects with treatment emergent adverse events (TEAEs) and serious adverse events (SAEs) [ Time Frame: Up to 110 days after first dose of
CSL312]

Percent of subjects with related TEAEs [ Time Frame: Up to 110 days after first dose of CSL312 ]

Percent of subjects with TEAEs by severity [ Time Frame: Up to 110 days after first dose of CSL312 ]

Number of subjects treated with CSL312 with detectable antibodies to CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]
Percent of subjects treated with CSL312 with detectable antibodies to CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]
Maximum plasma concentration (Cmax) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

Area under the concentration-time curve (AUCO-t) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

Time of maximum plasma concentration (Tmax) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

Terminal elimination half-life (T1/2) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

©C © ® N o O k~ 0D

Total systemic clearance (CLtot) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

11. Volume of distribution during the elimination phase (Vz) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

12. Accumulation Ratio (AR) of CSL312 [ Time Frame: Up to 110 days after first dose of CSL312 ]

13. Number of subjects with thrombosis-associated catheter occlusion [ Time Frame: Up to 29 days after first dose of CSL312 ]

14. Percent of subjects with thrombosis-associated catheter occlusion [ Time Frame: Up to 29 days after first dose of CSL312 ]

15. Number of subjects with PICC removal or replacement [ Time Frame: Up to 29 days after first dose of CSL312 ]

16. Percent of subjects with PICC removal or replacement [ Time Frame: Up to 29 days after first dose of CSL312 ]

17. Number of subjects with central line-associated blood stream infections (CLABSI) [ Time Frame: Up to 29 days after first dose of CSL312 ]

18. Percent of subjects with CLABSI [ Time Frame: Up to 29 days after first dose of CSL312 ]

Eligibility Criteria Goto -

Information from the National Library of Medicine ii:} NLM

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to
join a study. To learn more about this study, you or your doctor may contact the study research staff using the contacts provided below. For
general information, Learn About Clinical Studies.

Ages Eligible for Study: 18 Years and older (Adult, Older Adult)
Sexes Eligible for Study: Al
Gender Based Eligibility:  Yes
Accepts Healthy Volunteers:  No
Criteria

Inclusion Ciriteria:

e Aged 18 years or older at the time of providing written informed consent
e Diagnosis of malignancy that requires placement of a PICC within the next 3 weeks for administration of chemotherapy (PICC anticipated to be required for at least 1 month)

e Eastern Cooperative Oncology Group (ECOG) performance status of 0, 1, or 2 [Oken et al, 1982], and investigator's expectation that performance status will remain O, 1, or
2 for the duration of the study

Exclusion Criteria:

¢ Active bleeding or with a current clinically significant coagulopathy (eg, international normalized ratio [INR] > 1.5) or clinically significant risk for bleeding (eg, recent
intracranial hemorrhage or bleeding peptic ulcer within the last 4 weeks)

¢ History of venous thrombosis, myocardial infarction or cerebrovascular event within 3 months, or a prothrombotic disorder (eg, antithrombin Ill, protein C or S deficiency)
¢ Life expectancy less than study duration (110 days)

e Platelet count of < 20 x 109/L on the day of dose 1 (Day 1) or within 7 days before first dosing

e Estimated glomerular filtration rate (eGFR) < 30 mL/min/1.73 m2

¢ Treatment with antiplatelet or anticoagulant medication, including thrombosis prophylaxis, within 10 days prior to insertion of the PICC

e Chemotherapy regimen that would be expected to drop the platelet count to < 20 x 109/L

e Chemotherapy regimen with heparin mixed into IV bags (eg, dalteparin 2500 |U/day)

¢ Difficult IV access that would prevent infusion of the IP

¢ |n situ central venous catheter (CVC) or PICC in the 3 months before the Screening Visit. The study PICC must be inserted in the contralateral side, which must be PICC /
CVC naive

e Undergoing dialysis or have another inserted intravascular foreign surface device

e Serum aspartate aminotransferase (AST) and serum alanine aminotransferase (ALT) = 4 x upper limit of normal

Contacts and Locations Goto =

Information from the National Library of Medicine MiiEE}NLM

To learn more about this study, you or your doctor may contact the study research staff using the contact information provided by the
sponsor.

Please refer to this study by its ClinicalTrials.gov identifier NCT number): NCT04281524

Sponsors and Collaborators

CSL Behring

Investigators

Study Director: Study Director CSL Behring

More Information Goto
Responsible Party: CSL Behring
ClinicalTrials.gov Identifier: NCT04281524  History of Changes
Other Study ID Numbers: CSL312_1002
First Posted: February 24, 2020 Key Record Dates
Last Update Posted: March 25, 2020
Last Verified: March 2020

Individual Participant Data (IPD) Sharing Statement:
Plan to Share IPD: Yes
Plan Description: CSL will consider requests to share Individual Patient Data (IPD) from systematic review groups or bona-fide researchers. For information on
the process and requirements for submitting a voluntary data sharing request for IPD, please contact CSL at clinicaltrials@cslbehring.com.

Applicable country specific privacy and other laws and regulations will be considered and may prevent sharing of IPD.

If the request is approved and the researcher has executed an appropriate data sharing agreement, IPD that has been appropriately
anonymized will be available.

Supporting Materials: Study Protocol
Statistical Analysis Plan (SAP)
Time Frame: IPD requests may be submitted to CSL no earlier than 12 months after publication of the results of this study via an article made available

on a public website.
Access Criteria: Requests may only be made by systematic review groups or bona-fide researchers whose proposed use of the IPD is non-commercial in
nature and has been approved by an internal review committee.

An IPD request will not be considered by CSL unless the proposed research question seeks to answer a significant and unknown medical
science or patient care question as determined by CSL's internal review committee.

The requesting party must execute an appropriate data sharing agreement before IPD will be made available.

Studies a U.S. FDA-regulated Drug Product: No
Studies a U.S. FDA-regulated Device Product: No

Additional relevant MeSH terms:
Thrombosis
Embolism and Thrombosis
Vascular Diseases
Cardiovascular Diseases
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Study Description Goto

Brief Summary:
The purpose of the study is to provide a first assessment of safety, tolerability and efficacy of Ir-CPI, administered on top of standard-of-care, on secondary brain injury in patients with spontaneous intracerebral

haemorrhage.

Condition or disease © Intervention/treatment ©@ Phase @

Intracerebral Hemorrhage Drug: Ir-CPI Phase 2

Study Design Goto -

Study Type @ : Interventional (Clinical Trial)

Estimated Enroliment @ : 32 participants
Allocation: Randomized
Intervention Model: Parallel Assignment
Masking: None (Open Label)
Primary Purpose: Treatment
Official Title: A Phase lla, Randomized, Open-label, Proof-of-Concept Study to Evaluate Safety, Tolerability and Efficacy of Ir-CPI in Patients With Spontaneous Intracerebral
Haemorrhage
Estimated Study Start Date @ :  July 31, 2023

Estimated Primary Completion Date @ : August 2025

Estimated Study Completion Date @ :  July 2027

Resource links provided by the National Library of Medicine mnii:}NLM

Arms and Interventions Goto
Arm © Intervention/treatment @
Experimental: Ir-CPI Drug: Ir-CPI
Ir-CPI will be administered on top of standard of care Participants receive a single intravenous dose of Ir-CPI during 48 hours

No Intervention: Standard care

Only standard of care

Outcome Measures Goto

1. Adverse events monitoring [ Time Frame: 360 days post-randomization ]

2. Incidence of abnormalities in physical examination [ Time Frame: 7 days post-randomization ]

A complete physical examination will include, at a minimum, assessments of the cardiovascular, respiratory, gastrointestinal, dermatological, neurological (including basic neurological testing for
isocoria, light reflexes, gait and balance), musculoskeletal and lymphatic systems, in addition to head, eyes, ears, nose, throat, and neck.

3. Change from baseline in HR interval [ Time Frame: 7 days post-randomization ]

Measured by standard 12-lead ECG

4. Change from baseline in PR interval [ Time Frame: 7 days post-randomization ]

Measured by standard 12-lead ECG

5. Change from baseline in QRS duration [ Time Frame: 7 days post-randomization ]

Measured by standard 12-lead ECG

6. Change from baseline in QRS axis [ Time Frame: 7 days post-randomization ]

Measured by standard 12-lead ECG

7. Change from baseline in QT interval [ Time Frame: 7 days post-randomization ]

Measured by standard 12-lead ECG. Two corrections of the QT interval will be investigated: Fridericia's correction (QTcF) and Bazett's correction (QTcB)

8. Change from baseline in blood pressure [ Time Frame: 7 days post-randomization |

Blood pressure (systolic and diastolic) is measured using an automatic device

9. Change from baseline in heart rate [ Time Frame: 7 days post-randomization ]

Heart rate is measured using an automatic device

10. Change from baseline in body temperature [ Time Frame: 7 days post-randomization ]

Measurement of tympanic temperature

1. Change from baseline in perihematomal oedema (PHO) and haemorrhage volumes [ Time Frame: 10 days post-randomization ]

CT scans will be acquired by volumetric CT acquisition with reconstructions in 3 planes, in order to assess hematoma volume and perihematomal volume. Assessment of hematoma expansion will

be performed by comparing follow-up CT scans with baseline CT.

2. Measurement of the effect of Ir-CPI on the activated Partial Thromboplastin Time (@PTT) [ Time Frame: 7 days post-randomization ]

Activated partial thromboplastin time (@aPTT) will be used as a pharmacodynamic marker

3. Measurement of the effect of Ir-CPI on the inhibition of Factor XI (FXI) and Factor Xl (FXIl) procoagulant activities [ Time Frame: 7 days post-randomization ]

The inhibition of Factor Xl (FXI) and Factor XlIl (FXIl) procoagulant activities will be assessed to support the aPTT dynamics

4. Change from baseline in Ir-CPI plasma concentrations [ Time Frame: 7 days post-randomization ]

Eligibility Criteria Goto

Information from the National Library of Medicine jii;}NLIVI

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a study. To learn
more about this study, you or your doctor may contact the study research staff using the contacts provided below. For general information, Learn About Clinical

Studies.

Ages Eligible for Study: 18 Years and older (Adult, Older Adult)
Sexes Eligible for Study: Al
Accepts Healthy Volunteers:  No
Criteria
Inclusion Criteria:
e Male or female patients aged = 18 years.

o Written informed consent obtained before any study assessment. If the patient is not able to give the informed consent personally, consent by a legal representative as defined by local law and
regulation is acceptable.

e First-ever, spontaneous, supratentorial intracerebral haemorrhage in cerebral cortex or deep brain structures (putamen, thalamus, caudate, and associated deep white matter tracts) with a volume > 5

mL and < 60 mL determined by non-contrast CT scan.
e Patients with Glasgow Coma Scale (GCS) best motor score no less than 5.

e Modified Rankin Scale (mRS) score 0-2 prior to ICH symptom onset.
Exclusion Criteria:

o History of personal or familial bleeding disorders; including prolonged or unusual bleeding.

e Known deficiency in factor Xll (FXIl) or haemophilia type A (FVII) or type B (FIX) or type C (FXI).

¢ Infratentorial (midbrain, pons, medulla, or cerebellum) ICH.

e Secondary ICH due to aneurysm, brain tumour, arteriovenous malformation, thrombocytopenia, coagulopathy, acute sepsis, traumatic brain injury (TBI), or disseminated intravascular coagulation (DIC).
¢ Planned neurosurgical hematoma evacuation or other urgent surgical intervention (i.e., surgical relief of increased intracranial pressure) on initial presentation.

¢ Planned anticoagulation reversal treatment.

e Patients with intraventricular haemorrhage (IVH) having a Graeb score of >3 on initial presentation. Patients must not have blood in the 4th ventricle and may only have blood in the 3rd ventricle in the
absence of ventricular expansion. Trace or mild haemorrhage in either or both lateral ventricles is permitted. Patients with hydrocephalus determined radiologically on initial presentation are excluded
regardless of Graeb score.

e Use of immunosuppressive or immune-modulating therapy at admission (e.g., steroids, methotrexate, monoclonal antibodies, etc).
e Patients with active systemic bacterial, viral or fungal infections.

e Women of childbearing potential.

e Have a body weight > 120 kg at screening.

e Severe renal impairment (eGFR < 30 mL/min/1.73 m2).

Contacts and Locations Goto w

Information from the National Library of Medicine M!EEE}NLM
To learn more about this study, you or your doctor may contact the study research staff using the contact information provided by the sponsor.

Please refer to this study by its ClinicalTrials.gov identifier NCT number): NCT05970224

Contacts

Contact: Charlotte Corbisier +32 (0)472 21 01 20 charlotte.corbisier@bioxodes.com

Locations

Belgium

UZ Gent
Gent, East Flanders, Belgium, 9000
Contact: Wendy Stoop +32 (0) 93320449 wendy.stoop@uzgent.be

CHU Ambroise Paré
Mons, Hainaut, Belgium, 7000
Contact: Virginie Vanderhaegen + 32 (0) 6541 7517 virginie.vanderhaegen@hap.be

AZ Groeninge
Kortrijk, West Flanders, Belgium, 8500
Contact: Isabelle Vanpantghem +32 (0)56 63 34 26 isabelle.vanpanteghem@azgroeninge.be

Sponsors and Collaborators

Bioxodes S.A.
More Information Goto ~
Responsible Party: Bioxodes S.A.
ClinicalTrials.gov Identifier: NCT05970224  History of Changes
Other Study ID Numbers: Clin_IrCPI1_201
2022-500491-53-00 ( Registry Identifier: CTIS)
First Posted: August 1, 2023 Key Record Dates
Last Update Posted: August 1, 2023
Last Verified: July 2023

Individual Participant Data (IPD) Sharing Statement:
Plan to Share IPD: No

Studies a U.S. FDA-regulated Drug Product: No
Studies a U.S. FDA-regulated Device Product: No
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A Study to Evaluate the Safety, Tolerability, Pharmacokinetics, and Pharmacodynamics of Ir-CPI in Healthy Male Subjects
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The safety and scientific validity of this study is the responsibility of the study
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Study Description Goto

Brief Summary:
The purpose of this First-in-Human study is to assess the safety, tolerability, pharmacokinetics, and pharmacodynamics of Ir-CPI, a novel dual inhibitor of FXlla and FXla, following IV administration of single ascending
doses in healthy male volunteers.

Condition or disease ©@ Intervention/treatment @ Phase ©

Healthy Drug: Ir-CPI - Dose 1 Phase 1
Drug: Ir-CPI - Dose 2
Drug: Ir-CPI - Dose 3
Drug: Ir-CPI - Dose 4

Drug: Placebo

Study Design Goto -

Study Type @ : Interventional (Clinical Trial)

Actual Enroliment @ : 32 participants
Allocation: Randomized
Intervention Model: Sequential Assignment
Masking: Double (Participant, Investigator)
Primary Purpose: Other
Official Title: A Phase |, Double Blind, Placebo Controlled, Single Ascending Dose Study of Intravenously Administered Ir-CPI to Evaluate Pharmacokinetics, Pharmacodynamics,
Safety and Tolerability in Healthy Male Volunteers
Actual Study Start Date @ : September 12, 2019

Actual Primary Completion Date @ : July 18, 2020

Actual Study Completion Date @ : January 4, 2023

Resource links provided by the National Library of Medicine mnii:}NLM

Arms and Interventions Goto

Arm © Intervention/treatment €
Experimental: Ir-CPI - Dose 1 Drug: Ir-CPI - Dose 1

Participants received a single intravenous dose of 1.5 mg/kg of Ir-CPI during 6 hours 6 participants received a single intravenous dose of 1.5 mg/kg of Ir-CPI during 6 hours
Experimental: Ir-CPI - Dose 2 Drug: Ir-CPI - Dose 2

Participants received a single intravenous dose of 3.0 mg/kg of Ir-CPI during 6 hours 6 participants received a single intravenous dose of 3.0 mg/kg of Ir-CPI during 6 hours
Experimental: Ir-CPI - Dose 3 Drug: Ir-CPI - Dose 3

Participants received a single intravenous dose of 6.0 mg/kg of Ir-CPI during 6 hours 6 participants received a single intravenous dose of 6.0 mg/kg of Ir-CPI during 6 hours
Experimental: Ir-CPI - Dose 4 Drug: Ir-CPI - Dose 4

Participants received a single intravenous dose of 9.0 mg/kg of Ir-CPI during 6 hours 6 participants received a single intravenous dose of 9.0 mg/kg of Ir-CPI during 6 hours
Placebo Comparator: Placebo Drug: Placebo

Participants received a single intravenous dose of placebo during 6 hours For each dose group, 2 additional participants received a single intravenous dose of placebo

during 6 hours (8 in total).

Outcome Measures Goto

1. Measurement of the Safety Lab Parameter Activated Partial Thromboplastin Time (aPTT) [ Time Frame: At pre-dose (baseline), 2, 4, 6, 8, 12, 24, 48, 72 hours post-dose and at the discharge visit (Day 10
+ 2 days) ]

These safety aPTT results were readily available to the Pl for safety follow-up during and after the study drug administration. Safety aPTT was followed up "at the bedside" at regular time-points (as
opposed to the PD biomarker aPTT, which was assessed by the central laboratory alongside the PK time-points). An aPTT ratio was calculated by dividing the aPTT value (in sec) of the specific time-
point (@PTTt) by the baseline aPTT value (in sec) (aPTTbaseline) of the same participant (aPTT ratio = aPTTt/aPTTbaseline). The baseline time-point was considered as having an aPTT ratio of 1.

Concerning the row titles, for example, Day 1 H02:00 corresponds to aPTT ratio results obtained on Day 1, 2 hours after the start of the infusion.

1. Measurement of the Maximum Plasma Concentration (Cmax) of Ir-CPI [ Time Frame: Pre-dose, 0.5, 1, 1.5, 2,4, 6,6.5,7,7.5, 8, 10, 12, 16, 24, 48, 72, 96, 144 hours (144 hours for Dose 4 only) ]

2. Measurement of the Time to Reach Maximum Plasma Concentration (Tmax) of Ir-CPI [ Time Frame: Pre-dose, 0.5, 1,1.5,2,4,6,6.5,7, 7.5, 8, 10, 12, 16, 24, 48, 72, 96, 144 hours (144 hours for Dose
4 only) ]

3. Measurement of the Area Under the Plasma Concentration-time Curve From Time Zero to 6h (AUCO0-6) and From Time Zero to Time of Infinity (AUCinf) [ Time Frame: Pre-dose, 0.5, 1, 1.5, 2, 4, 6, 6.5,
7,7.5,8,10,12, 16, 24, 48, 72, 96, 144 hours (144 hours for Dose 4 only) ]

4. Measurement of the Effect of Ir-CPI on the Activated Partial Thromboplastin Time (aPTT) [ Time Frame: Pre-dose (baseline), 0.5,1,1.5,2,4,6,6.5,7,7.5, 8, 10, 12, 16, 24, 48, 72, 96 hours post-dose
and at the discharge visit (Day 10 + 2 days) ]

The activated partial thromboplastin time (aPTT) is used as a pharmacodynamic marker. No data were available for the Ir-CPIl 1.5 mg/kg group because the results were not usable due to plasma
preparation and method repeatability problems. An aPTT ratio was calculated by dividing the aPTT value (in sec) of the specific time-point (aPTTt) by the baseline aPTT value (in sec) (aPTTbaseline)
of the same participant (aPTT ratio = aPTTt/aPTTbaseline). The baseline time-point (Day 1 H00:00) was considered as having an aPTT ratio of 1.

Concerning the row titles, for example, Day 1 H02:00 corresponds to aPTT ratio results obtained on Day 1, 2 hours after the start of the infusion.

5. Measurement of the Effect of Ir-CPI on Factor XI Activity [ Time Frame: Pre-dose (baseline), 0.5, 1, 1.5, 2,4, 6,6.5,7, 7.5, 8, 10, 12, 16, 24, 48, 72, 96 hours post-dose and at the discharge visit (Day
10 + 2 days) |

The method is a clotting assay where all the clotting factors are present (constant and in excess, brought by the deficient plasma), excepted for FXI, which is brought by the diluted tested plasma,
and clotting is triggered with cephalin, activator and calcium (@aPTT). FXl is the limiting factor and clotting time is inversely proportional to the concentration of FXI. There is an inverse linear
relationship between the percentage of FXI activity and the corresponding clotting time. Central laboratory normal ranges for Factor Xl activity are between 65 and 150 %.

Concerning the row titles, for example, Day 1 H02:00 corresponds to the percentage of FXI activity obtained on Day 1, 2 hours after the start of the infusion.

6. Measurement of the Effect of Ir-CPIl on Factor Xll Activity [ Time Frame: Pre-dose (baseline), 0.5, 1, 1.5, 2, 4,6, 6.5, 7, 7.5, 8, 10, 12, 16, 24, 48, 72, 96 hours post-dose and at the discharge visit (Day
10 + 2 days) |

The method is a clotting assay where all the clotting factors are present (constant and in excess, brought by the deficient plasma), excepted for FXII, which is brought by the diluted tested plasma,
and clotting is triggered with cephalin, activator and calcium (aPTT). FXIl is the limiting factor and clotting time is inversely proportional to the concentration of FXII. There is an inverse linear
relationship between the percentage of FXII activity and the corresponding clotting time. Central laboratory normal ranges for Factor Xl activity are between 50 and 150 %.

Concerning the row titles, for example, Day 1 H02:00 corresponds to the percentage of FXII activity obtained on Day 1, 2 hours after the start of the infusion.

Eligibility Criteria Goto

Information from the National Library of Medicine miEE}NLM

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a study. To learn
more about this study, you or your doctor may contact the study research staff using the contacts provided below. For general information, Learn About Clinical

Studies.
Ages Eligible for Study: 18 Years to 55 Years (Adult)
Sexes Eligible for Study:  Male
Accepts Healthy Volunteers:  Yes
Criteria

Inclusion Criteria:
Participants must satisfy all of the following inclusion criteria before being allowed to enter the study:

1. Have given written informed consent approved by the relevant Ethics Committee (EC) governing the site, indicating that they understand the purpose of and procedures required for the study and are
willing to participate in the study.

2. Male participants between 18 and 55 years of age, inclusive at screening.

3. Otherwise healthy with no clinically significant abnormalities as determined by medical history, physical examination, blood chemistry assessments, haematological assessments, coagulation and
urinalysis, measurement of vital signs, and ECG. Isolated out-of-range values judged by the PI (or designated physician) to be of no clinical significance can be allowed. This determination must be
recorded in the participant's source documents.

4. Have a body weight in the range of 50 to 90 kg inclusive at screening. Have a body mass index (BMI) of 19 to 28 kg/m2 inclusive at screening.

5. Agree to abstain from alcohol intake 24 hours before administration of study drug, during the in-patient period of the study and 24 hours prior to all other ambulatory visits, up until and including the
discharge visit.

6. Agree not to use prescription medications within 14 days prior to study drug administration and through the duration of the study, unless approved by the Pl and Sponsor medical monitor.
7. Non-smokers or abstinence from tobacco or nicotine-containing products for at least 3 months prior to screening.

8. Agree not to use over-the-counter (OTC) medications [including decongestants, antihistamines, and herbal medication (including herbal tea and St. John's Wort)], within 14 days prior to study drug
administration through the discharge visit, unless approved by the Pl and Sponsor medical monitor. Occasional use of paracetamol at recommended doses is allowed. Special rules apply for aspirin,
corticosteroids and nonsteroidal anti-inflammatory drugs (NSAIDS (see exclusion criteria 6-7-8-9)

9. Venous access (both arms) sufficient to allow blood sampling and study drug administration as per protocol.

10. Participants and their partners of childbearing potential [meaning who are not surgically sterile (tubal ligation/obstruction or removal of ovaries or uterus) or post-menopausal (absence of menstrual
periods for at least 12 consecutive months)] must be willing to use 2 methods of contraception: - a highly effective method of birth control starting at screening. Highly effective methods of birth
control are defined as those that result in a low failure rate (i.e. Pearl Index less than 1% per year) when used consistently and correctly, such as implants, rings, patches, injectable or combined oral
contraceptives, intrauterine devices (IUDs), or sexual abstinence (periodic abstinence e.g. calendar, ovulation, symptothermal, postovulation methods, declaration of abstinence for the duration of the
trial, and withdrawal are not acceptable methods of contraception) . - and a local barrier form of contraception. Acceptable barrier methods are either the participant's use of a condom or the
partner's use of an occlusive cap or diaphragm, or spermicides. Participants will not donate sperm from the selection visit and up to 90 days after the infusion. In case of sterile or vasectomised
participants, no contraception will be required for their partners of childbearing potential.

11. Willing/able to adhere to the study visit schedule and other requirements, prohibitions and restrictions specified in this protocol.
Exclusion Criteria:
If any of the following exclusion criteria apply, the participant must not enter the study:

1. Currently have or have a history of any clinically significant medical illness or medical disorders the Pl considers should exclude the participant, including (but not limited to) cardiovascular disease,
neuromuscular, haematological disease, immune deficiency state, respiratory disease, hepatic or gastrointestinal disease, neurological or psychiatric disease, ophthalmological disorders, neoplastic
disease, renal or urinary tract diseases, or dermatological disease.

History of personal or familial bleeding disorders; including prolonged or unusual bleeding.
History of deficiency in factor XlI (FXII) or haemophilia type A (FVII) or type B (FIX) or type C (FXI).
History of cerebral bleeding (e.g. after a car accident), stroke and cerebrovascular accident (CVA).
Anamnestic history of Lyme disease or tick-borne encephalitis.

Use of Acetylsalicylic-Acid (ASA)-containing OTC medications within 1 month prior to screening.

Chronic administration of NSAIDs, chronic use of corticosteroids within 1 month prior to screening.

© N O O &~ 0D

Chronic administration of clopidogrel, ticlopidin, dipyridamole, Coumadin-like anticoagulants, new oral anticoagulant dabigatran, rivaroxaban, apixaban or edoxaban within 3 months prior to
screening.

9. Administration of unfractionated heparin, low molecular weight heparin, fibrinolytic agents and anti-FXa within 3 months prior to screening.
10. Have an active acute or chronic infection or diagnosed latent infection.
11. Systolic blood pressure (SBP) greater than 150 or less than 90 mmHg, diastoli