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Informacion
Identificador Cod. Protocolo
2022-502881-25-00 (CTIS) AP-0103

Areaterapéutica
Enfermedades [C] - Hematologia [C15]]|

Enfermedad investigada
Hemofilia B

Titulo Cientifico

Estudio global, abierto para investigar la eficacia y la seguridad de SerpinPC en sujetos con hemofilia B con
inhibidores (PRESent-3)
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Justificacion
Phase Il a/b<br/

Objetivo Principal

Evaluar la eficacia y la seguridad del tratamiento profilactico con SerpinPC, administrado por via subcutdnea a
pacientes con hemofilia B (HemB) con inhibidores.

Variables de Evaluacion Primaria

Criterio de valoracion del estudio: Hemorragias tratadas (expresada como tasa de hemorragia anualizada [THA]) en
el periodo de observacion y durante las primeras 24 semanas de tratamiento con SerpinPC

Momentos temporales de evaluacién primaria
No aportado

Objetivo Secundario

Evaluar la tolerabilidad de SerpinPC.
Caracterizar en mayor profundidad el perfil farmacocinético (FC) de SerpinPC

Variables de Evaluacion Secundaria

¢ Treated bleeds (expressed as ABR) other than those defined by the primary endpoint (eg, during the first 48
weeks) ¢ Treated spontaneous bleeds (expressed as ABR) ¢, Treated spontaneous joint bleeds (expressed as ABR)
¢, Total coagulation factor and/or bypass product consumption during SerpinPC treatment ¢ PK concentrations of
SerpinPC ¢, Haemophilia Quality-of-Life Questionnaire for Adults (Haem-A-QoL) Physical Health scale in subjects
aged 17 to ¢65 years<br/

Momentos temporales de evaluacién secundaria
No aportado

Criterios de Inclusién

Sujetos varones con ¢12 y ¢,65 afios en el momento del consentimiento informado.
Funcion hematologica adecuada, definida como un recuento plaguetario ¢100 000/¢1 (¢,100 x 109/) y un nivel de
hemoglobina ¢10 g/dl (¢,100 g/l 0 ¢6,206 mmol/l) en las visitas de seleccion y previa a la administracion.
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Funcion hepética adecuada, definida como un nivel de bilirrubina total ¢1,5 x limite superior de la normalidad (LSN,
excepto el sindrome de Gilbert) y aspartato aminotransferasa y/o alanina aminotransferasa ¢ 3 x LSN en las visitas
de seleccion y previa a la administracién; sin signos clinicos ni pruebas analiticas o radiogréaficas conocidas
compatibles con cirrosis hepatica

Funcion renal adecuada, definida como un nivel de creatinina sérica ¢,2,0 x LSN en las visitas de seleccién y previa
a la administracion.

Ser capaz de usar un diario para documentar los episodios hemorragicos y el uso de medicacion (se permite la
asistencia del cuidador para adolescentes)

Los pacientes sexualmente activos con una pareja que pueda quedarse embarazada deben aceptar el uso de
métodos anticonceptivos eficaces durante todo el estudio.

Las medidas anticonceptivas eficaces incluyen preservativo con o sin espermicida, una combinacion de preservativo
masculino con capuchén, diafragma o esponja con espermicida (métodos de doble barrera), vasectomia, pareja que
utiliza medidas anticonceptivas estables (anticonceptivo hormonal combinado [estrégeno y progestageno] o
anticonceptivo hormonal con solo progestageno, iniciado 2 o mas ciclos menstruales antes de la seleccion,
dispositivo intrauterino [DIU], sistema intrauterino liberador de hormonas [SIU], ligadura de trompas bilateral), y/o
abstinencia sexual.

Ser capaz de proporcionar el consentimiento informado por escrito (asentimiento del adolescente y consentimiento
del progenitor/tutor/representante legal cuando proceda) para participar y tener la oportunidad de comentar el
estudio con el investigador o el delegado.

HemB documentada histéricamente (definida como factor IX ¢0,05 Ul/ml [¢5 %]).

Los sujetos que estén actualmente en un programa de profilaxis deben estar dispuestos a interrumpir la profilaxis
(incluida la profilaxis puntual en caso de acontecimientos deportivos) antes de la primera dosis de SerpinPC.
Inhibidor del factor IX actualmente o en el pasado que requiera un tratamiento actual con agentes de desvio
(bypass) en base a la historia clinica o los informes de laboratorio.

THA documentada de ¢6 en los 12 meses anteriores a la seleccion (sujetos sin una pauta profilactica) o una THA
documentada ¢,2 para los sujetos con una pauta profilactica.

al menos 12 semanas de documentacion prospectiva de los episodios hemorragicos en el estudio no
intervencionista AP-0105 antes de la administracion de SerpinPC, o dispuesto a completar un periodo de
observacion de 12 semanas (como minimo) en AP-0103.

Sin hemorragia en los 7 dias anteriores al inicio (el periodo de observacion prospectiva puede ampliarse si hay una
hemorragia activa en curso).

Dimero D ¢750 ¢ g/l; en los casos en que haya una hemorragia en resolucién, el umbral de exclusion es ¢1750 mg/l
en las visitas de seleccion y previa a la administracion

Criterios de Exclusioén

Tener trombofilia grave conocida (definida como deficiencia de antitrombina o de proteina S o C). Cualquier afeccion
médica, psicolégica o psiquiatrica importante que pudiera hacer que el paciente no fuera apto para el estudio o que
pudiera interferir en la interpretacion de los resultados del estudio. Tener antecedentes u otros indicios de abuso
reciente de alcohol o drogas segun lo determinado por el investigador (en los 12 meses anteriores a la seleccién).
Tener infeccion conocida por el VIH con recuento de CD4 (o recuento de linfocitos T) <200 células/¢ | en las 24
semanas anteriores a las visitas de seleccién y previa a la administracion. Son elegibles los pacientes con infeccion
por VIH que tengan CD4 >200 y cumplan todos los demas criterios. Recibir tratamiento con anticoagulantes o
antiagregantes plaquetarios en la actualidad o tener previsto recibirlo. Tener previsto donar/almacenar esperma
durante el tratamiento con SerpinPC Y en los 30 dias posteriores a la Gltima dosis de SerpinPC. Cualquier otra
afeccion o comorbilidad significativa que, en opinion del investigador, haria que el paciente no fuese apto para la
inclusion o que pudiera interferir en la participacion o la finalizacion del estudio. Paciente con inhibidor del factor IX
previo que respondio a la induccién de inmunotolerancia y permanece en profilaxis con concentrado de factores.
Haber tenido trombosis venosa profunda (excluida la trombosis asociada a acceso venoso), embolia pulmonar,
infarto de miocardio o accidente cerebrovascular en el pasado. Antecedentes de intolerancia a las inyecciones s.c.
Hipertension no controlada (tension arterial sistélica >160 mmHg; tension arterial diastélica >100 mmHg). Peso >150
kg o indice de masa corporal >40 kg/m2. Tener cancer activo o requerir tratamiento para el cancer, excepto
carcinoma basocelular. Participacion en otro ensayo clinico intervencionista (excepto AP-0105) durante los 30 dias
previos a la seleccion. 9. Recibir terapia génica para la HemB en la actualidad
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Ceim
CEIm Regional de la Comunidad de Madrid
C/ Aduana 29 32 planta 28013 Madrid
comite.regional@salud.madrid.org
913702824
Centros

Hospital Universitario La Paz

Madrid
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Medicamentos

SerpinPC
SOLUTION FOR INJECTION
SUBCUTANEOUS INJECTION

Principios Activos: N/A

Huérfano Experimental
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Sin resultados
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Information
Identifier Protocol Code
2022-502881-25-00 (CTIS) AP-0103

Therapeutic area
Diseases [C] - Hemic and Lymphatic Diseases [C15]|

Investigated Disease
Hemophilia B

Scientific Title

A Global, Open-label Study to Investigate the Efficacy and Safety of SerpinPC in Subjects With Hemophilia B With
Inhibitors (PRESent-3)
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Rationale
Phase Il a/b<br/

Main Objective

To evaluate the efficacy and safety of prophylactic SerpinPC administered subcutaneously in subjects with
hemophilia B (HemB) with inhibitors

Primary Endpoints

Study Endpoint: Treated bleeds (expressed as annualized bleeding rate [ABR]) in the observation period and during
the first 24 weeks under SerpinPC

Temporary moments of secondary assessment
Not provided

Secondary Objective

To evaluate the tolerability of SerpinPC
To further characterize the PK profile of SerpinPC

Secondary Endpoints

Treated bleeds (expressed as ABR) other than those defined by the primary endpoint (eg, during the first 48 weeks)
Treated spontaneous bleeds (expressed as ABR)

Treated spontaneous joint bleeds (expressed as ABR)

All bleeds requiring treatment (expressed as ABR; ie, all bleeds that would ordinarily be treated with factor
concentrate/bypass agent if therapy were available)

Total coagulation factor and/or bypass product consumption during SerpinPC treatment

PK concentrations of SerpinPC throughout the study

Haemophilia Quality-of-Life Questionnaire for Adults (Haem-A-QoL) Physical Health scale in subjects aged 17 to 65
years

Temporary moments of secondary assessment
Not provided

Inclusion criteria
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Male subjects 12 and 65 years of age at the time of informed consent

Adequate hematologic function, defined as a platelet count of 100,000/L (100 x 109/L) and hemoglobin level of 10
g/dL (100 g/L or 6.206 mmol/L) at Screening and Pre-dosing visits

Adequate hepatic function, defined as a total bilirubin level of 1.5 x upper level of normal (ULN, excluding Gilbert
syndrome) and aspartate aminotransferase and/or alanine aminotransferase of 3 x ULN at Screening and Pre-dosing
visits; no clinical signs or known laboratory or radiographic evidence consistent with cirrhosis of the liver

Adequate renal function, defined as a serum creatinine level of 2.0 x ULN at Screening and Pre-dosing visits

Able to use a diary to document bleeding events and medication usage (caregiver assistance allowed for
adolescents)

Sexually active subjects with a partner who could become pregnant should agree to use effective contraception for
the duration of the study Effective contraceptive measures include condom with or without spermicide, a combination
of male condom with either cap, diaphragm, or sponge with spermicide (double barrier methods), vasectomy, partner
using stable contraceptive measures (combined [estrogen and progestogen-containing] hormonal contraception or
progestogen-only hormonal contraception initiated 2 or more menstrual cycles prior to screening, intrauterine device
[IUD], intrauterine hormone-releasing system [IUS], bilateral tubal ligation), and/or sexual abstinence

Capable of providing written informed consent (adolescent assent and parental/guardian/legal representative
consent when appropriate) for participation and having the opportunity to discuss the study with the Investigator or
delegate

Historically documented HemB (defined as factor IX 0.05 IU/mL [5%])

Subjects who are currently in a prophylaxis program must be willing to stop prophylaxis (including episodic
prophylaxis for sporting events) before the first dose of SerpinPC

Historical or ongoing factor IX inhibitor requiring current treatment with bypass agents based on medical records or
laboratory reports

Documented ABR of 6 in the 12 months before screening (subjects not on prophylaxis regimen) or documented ABR
of 2 for subjects on prophylaxis regimen

At least 12 weeks of prospective documentation of bleeding episodes in the AP-0105 non-interventional study before
SerpinPC dosing, or willing to complete a 12-week observational period (at minimum) in AP-0103

No bleeding in the 7 days before Baseline (the prospective observation period can be extended if there is an ongoing
active bleed)

D-dimer of 750 g/L; in cases where there is a resolving bleed, the exclusion threshold is 1750 mg/L at Screening and
Pre-dosing visits

Exclusion criteria

Known severe thrombophilia (defined as antithrombin deficiency and/or protein S deficiency and/or protein C
deficiency) Any major medical, psychological, or psychiatric condition that could cause the subject to be unsuitable
for the study or could interfere with the interpretation of the study results History of or other evidence of recent
alcohol or drug abuse as determined by the Investigator (in the 12 months before screening) Known HIV infection
with CD4 count (or T-cell count) of <200 cells/L within 24 weeks before Screening and Pre-dosing visits. Patients
with HIV infection who have CD4 > 200 and meet all other criteria are eligible Current or planned treatment with
anticoagulant or antiplatelet drugs Is planning to donate/bank sperm during SerpinPC treatment AND within 30 days
of last dose of SerpinPC Any other significant conditions or comorbidities that, in the opinion of the Investigator,
would make the subject unsuitable for enroliment, or could interfere with participation in, or completion of the study
Patient with previous factor 1X inhibitor who responded to immune tolerance induction and remains on prophylactic
factor concentrate Previous deep vein thrombosis (excluding line-associated thrombosis), pulmonary embolism,
myocardial infarction, or stroke History of intolerance to SC injections Uncontrolled hypertension (systolic blood
pressure >160 mm Hg; diastolic blood pressure >100 mm Hg) Weight >150 kg OR body mass index >40 kg/m2 Has
active cancer and/or requires therapy for cancer, except for basal cell carcinoma Participation in another
interventional clinical trial (except for AP-0105) during the 30 days before screening Ongoing, or planned treatment
with gene therapy for HemB
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(Last Update: 25/11/2024)
Authorization Start of Trial First patient Halted Restarted

08/08/2023

End of
recruitment

Not aported

16/11/2023

Premature end
(Spain)

Not aported

inclusion

Not aported

Premature End
(Global)

Not aported

Not aported

Trial end
(Spain)

Not aported

Not aported

Trial end
(Global)

Not aported

Sponsor

Apcintex Limited United Kingdom
3rd Floorl Ashley Road

Contact Person

Chief Medical Officer
+442039206789

info@apcintex.com

Monetary support: N/A

Sponsor type: Commercial

Ceim

CEIm Regional de la Comunidad de Madrid
C/ Aduana 29 32 planta 28013 Madrid

comite.regional@salud.madrid.org
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Medication
SerpinPC
SOLUTION FOR INJECTION
SUBCUTANEOUS INJECTION
Active Principles: N/A
Orphan Experimental

No results




