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(Recombinant AAV2/6 Human Factor VIII Gene Therapy) in Adult Male Participants with Moderately Severe to
Severe Hemophilia A (FVIII:C1%)

Justificacion
No aportado

Objetivo Principal

Evaluate the efficacy of a single infusion of PF-07055480 in participants18 and <65 years of age with moderately
severe to severe hemophilia A (FVIII C 1%).

Variables de Evaluacién Primaria

Total annualized bleeding rate (ABR, spontaneous and traumatic bleedings, treated and untreated) from Week 12
through at least 15 months following PF-07055480 infusion versus Total ABR on prior Factor VIII (FVIII) prophylaxis
replacement regimen.

Momentos temporales de evaluacion primaria
No aportado

Objetivo Secundario

To demonstrate that the use of exogenous FVIII is significantly reduced post PF-07055480 infusion.

To assess additional efficacy parameters post PF-07055480 infusion including FVIII activity level, use of exogenous
FVIII, information on bleeding events and PROs.

Estimate the durability of efficacy up to 5 years after PF-07055480 infusion.

To estimate the safety and tolerability of PF-07055480, including immunogenicity, for the study duration of 5 years
after PF-07055480 infusion.

Variables de Evaluacion Secundaria

Factor VIII (FVIII) activity level >5% at 15 months following infusion of PF-07055480. ABR (spontaneous and
traumatic treated bleedings) from Week 12 through at least 15 months following PF-07055480 infusion versus ABR
on prior FVIII prophylaxis replacement regimen. Annualized infusion rate (AIR) of exogenous FVIII from Week 12
through at least 15 months following infusion of PF-07055480 versus AIR on prior FVIII prophylaxis replacement
regimen. FVIII activity level from Week 12 through 15 months following infusion of PF-07055480. The following
secondary parameters will be assessed from Week 12 through at least 15 months after PF-07055480 infusion and
compared with prior FVIII prophylaxis replacement regimen: Annualized FVIII consumption. Annualized bleeding rate
(ABR) of specific type: o by cause (spontaneous or traumatic) o by location (in joints, in target joints, or in soft
tissue). Total ABR by cause and by location. Percentage of participants without bleeds. The following secondary
parameters will be assessed by visit after PF- 07055480 infusion: FVIII activity level. Change from baseline in joint
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health as measured by the HIHS instrument. Change from baseline in the following patient-reported outcome (PRO)
endpoints: o Haemophilia Quality of Life Questionnaire for Adults (Haem-AQoL) o Haemophilia Activities List (HAL).
The following parameters will be analysed yearly or by visit as appropriate: ABR. FVIII activity level. AIR of
exogenous FVIII. Annualized FVIII consumption. ABR of specific type: o by cause (spontaneous or traumatic). o by
location (in joint, in target joints, or in soft tissue). Total ABR. Total ABR by cause and by location. Percentage of
participants without bleeds. The following parameters will be analysed yearly or by visit as appropriate: Change from
baseline in joint health as measured by the HJHS instrument. Change from baseline in PRO endpoints: Haem-A-QoL
and HAL. In addition, ABR, Total ABR, and AIR will be analyzed throughout the 5 year study period. - Incidence and
severity of adverse events (AESs). - Events of special interest (such as hypersensitivity reactions, clinically reported
thrombotic events, and malignancy). - Immunogenicity: Antibodies against adeno-associated virus 6 (AAV6) capsid
protein (neutralizing antibodies [nAbs] and anti-drug antibodies [ADASs]). T-cell responses against AAV6 capsid and
against the transgene. FVIII inhibitors.

Momentos temporales de evaluacion secundaria
No aportado

Criterios de Inclusién

Males who have been followed on routine Factor VIl prophylaxis therapy in the lead-in study (C0371004) and have
150 documented exposure days to a Factor VIII protein product

Moderately severe to severe hemophilia A (Factor VIII activity 1%)

Suspension of FVIII prophylaxis therapy post study drug infusion

Criterios de Exclusioén

Anti-AAV6 neutralizing antibodies History of inhibitor to Factor VIII Laboratory values at screening visit that are
abnormal or outside acceptable study limits Significant and/or unstable liver disease, biliary disease, significant liver
fibrosis Planned surgical procedure requiring Factor VIII surgical prophylactic factor treatment 12 months from
screening visit Active hepatitis B or C Serological evidence of human immunodeficiency virus HIV-1 or HIV-2 with
either Cluster of Differentiation 4 positive (CD4+) cell count 200 mm3 or viral load >20 copies/mL
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Medicamentos

giroctocogene fitelparvovec
SOLUTION FOR INFUSION
SOLUTION FOR INFUSION

Principios Activos: N/A

Huérfano Experimental

Servicio de hematologia
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Information
Identifier Protocol Code
2024-512075-12-00 (CTIS) C3731003

Transitioned 2019-004451-37

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

Investigated Disease
hemophilia A

Scientific Title
C3731003 Phase 3, Open-Label, Single-Arm Study to Evaluate the Efficacy and Safety of PF-07055480
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(Recombinant AAV2/6 Human Factor VIII Gene Therapy) in Adult Male Participants with Moderately Severe to
Severe Hemophilia A (FVIII:C1%)

Rationale
Not provided

Main Objective

Evaluate the efficacy of a single infusion of PF-07055480 in participants18 and <65 years of age with moderately
severe to severe hemophilia A (FVIII C 1%).

Primary Endpoints

Total annualized bleeding rate (ABR, spontaneous and traumatic bleedings, treated and untreated) from Week 12
through at least 15 months following PF-07055480 infusion versus Total ABR on prior Factor VIII (FVIII) prophylaxis
replacement regimen.

Temporary moments of secondary assessment
Not provided

Secondary Objective

To demonstrate that the use of exogenous FVIII is significantly reduced post PF-07055480 infusion.

To assess additional efficacy parameters post PF-07055480 infusion including FVIII activity level, use of exogenous
FVIII, information on bleeding events and PROs.

Estimate the durability of efficacy up to 5 years after PF-07055480 infusion.

To estimate the safety and tolerability of PF-07055480, including immunogenicity, for the study duration of 5 years
after PF-07055480 infusion.

Secondary Endpoints

Factor VIII (FVIII) activity level >5% at 15 months following infusion of PF-07055480. ABR (spontaneous and
traumatic treated bleedings) from Week 12 through at least 15 months following PF-07055480 infusion versus ABR
on prior FVIII prophylaxis replacement regimen. Annualized infusion rate (AIR) of exogenous FVIII from Week 12
through at least 15 months following infusion of PF-07055480 versus AIR on prior FVIII prophylaxis replacement
regimen. FVIII activity level from Week 12 through 15 months following infusion of PF-07055480. The following
secondary parameters will be assessed from Week 12 through at least 15 months after PF-07055480 infusion and
compared with prior FVIII prophylaxis replacement regimen: Annualized FVIII consumption. Annualized bleeding rate
(ABR) of specific type: o by cause (spontaneous or traumatic) o by location (in joints, in target joints, or in soft
tissue). Total ABR by cause and by location. Percentage of participants without bleeds. The following secondary
parameters will be assessed by visit after PF- 07055480 infusion: FVIII activity level. Change from baseline in joint
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health as measured by the HIHS instrument. Change from baseline in the following patient-reported outcome (PRO)
endpoints: o Haemophilia Quality of Life Questionnaire for Adults (Haem-AQoL) o Haemophilia Activities List (HAL).
The following parameters will be analysed yearly or by visit as appropriate: ABR. FVIII activity level. AIR of
exogenous FVIII. Annualized FVIII consumption. ABR of specific type: o by cause (spontaneous or traumatic). o by
location (in joint, in target joints, or in soft tissue). Total ABR. Total ABR by cause and by location. Percentage of
participants without bleeds. The following parameters will be analysed yearly or by visit as appropriate: Change from
baseline in joint health as measured by the HJHS instrument. Change from baseline in PRO endpoints: Haem-A-QoL
and HAL. In addition, ABR, Total ABR, and AIR will be analyzed throughout the 5 year study period. - Incidence and
severity of adverse events (AESs). - Events of special interest (such as hypersensitivity reactions, clinically reported
thrombotic events, and malignancy). - Immunogenicity: Antibodies against adeno-associated virus 6 (AAV6) capsid
protein (neutralizing antibodies [nAbs] and anti-drug antibodies [ADASs]). T-cell responses against AAV6 capsid and
against the transgene. FVIII inhibitors.

Temporary moments of secondary assessment
Not provided

Inclusion criteria

Males who have been followed on routine Factor VIl prophylaxis therapy in the lead-in study (C0371004) and have
150 documented exposure days to a Factor VIII protein product

Moderately severe to severe hemophilia A (Factor VIII activity 1%)

Suspension of FVIII prophylaxis therapy post study drug infusion

Exclusion criteria

Anti-AAV6 neutralizing antibodies History of inhibitor to Factor VIII Laboratory values at screening visit that are
abnormal or outside acceptable study limits Significant and/or unstable liver disease, biliary disease, significant liver
fibrosis Planned surgical procedure requiring Factor VIII surgical prophylactic factor treatment 12 months from
screening visit Active hepatitis B or C Serological evidence of human immunodeficiency virus HIV-1 or HIV-2 with
either Cluster of Differentiation 4 positive (CD4+) cell count 200 mm3 or viral load >20 copies/mL
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