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1.  Introduction 

On 29th of August 2024, the MAH submitted a completed paediatric study, PAC study (protocol no. 
19855) conducted in a Chinese paediatric population, in accordance with Article 46 of Regulation (EC) 
No1901/2006, as amended. 

A short critical expert overview has also been provided.  

Assessor's comment: 

The PAC study was performed to fulfil post approval commitment received from the China National 
Medical Product Administration (NMPA) for additional efficacy and safety data in previously treated 
and previously untreated Chinese haemophilia A patients.  

 

2.  Scientific discussion 

2.1.  Information on the development program 

The MAH stated that the PAC study (protocol no. 19855) was a post-approval commitment study in 
China. It is a multicenter, uncontrolled, open-label, single arm treatment, 2-part study in previously 
treated children and adolescents/adults with severe haemophilia A (Part A), and in previously 
untreated, and minimally treated (Part B) Chinese children with severe haemophilia A. 

2.2.  Information on the pharmaceutical formulation used in the study 

Kovaltry (BAY 81-8973; octocog alfa) is a full-length recombinant human coagulation factor VIII 
(rFVIII) product, formulated with sucrose. 

2.3.  Clinical aspects 

2.3.1.  Introduction 

The MAH submitted a final report for: 

PAC study, B003238, protocol no. 19855 which is entitled: “A Post Approval Commitment study to 
evaluate the efficacy, safety, and pharmacokinetics (PK) of Kovaltry in Chinese children, 
adolescents/adults with severe hemophilia A.” 

2.3.2.  Clinical study 

Study B003238: A Post Approval Commitment study to evaluate the efficacy, safety, and 
pharmacokinetics (PK) of Kovaltry in Chinese children, adolescents/adults with severe hemophilia A. 

Description 

Study B003238 (PAC study, protocol no. 19855) is a multicentre, uncontrolled, open-label, single arm 
treatment, 2-part study in previously treated children and adolescents/adults with severe haemophilia 
A (Part A), and in previously untreated, and minimally treated (Part B) Chinese children with severe 
haemophilia A. 
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The PAC study comprises the following study parts: 

 Part A collected clinical data in 42 PTPs Chinese patients with severe haemophilia A (30 
children [<12 years of age] and 12 adolescents/adults [≥12 years of age]) to provide 
additional efficacy and safety data for the use of BAY 81-8973 for prophylaxis and treatment of 
bleeding episodes in this patient population. The treatment duration was 6 months. All patients 
were evaluated for inhibitor development and incremental recovery. PK data were collected 
from 24 patients (12 children and 12 adolescents/adults). 

 Part B assessed the efficacy and safety of BAY 81-8973 in 3 PUPs/MTPs Chinese children with 
severe haemophilia A. Study patients were to be treated until at least 50 EDs were achieved. 
All patients were evaluated for inhibitor development and incremental recovery. 

Methods 

Study participants 

Part A (PTP): 44 patients were enrolled in Part A of the study. As 2 of these patients did not pass 
screening (1 screening failure and 1 due to parent/guardian’s decision), 42 PTPs participated in Part A 
(30 in the <12 years age group and 12 in the ≥12 years age group). All 42 patients completed the 6-
month treatment period with BAY 81-8973. The SAF and mITT are identical and include 30 treated 
patients <12 years and 12 treated patients ≥12 years age. No per protocol efficacy analysis was 
performed for Part A because only one patient <12 years (2.4%) was excluded from the PPS (i.e., the 
minimum of 5% of mITT specified in the study protocol was not reached). 

Part B (PUPs/MTPs): 3 patients (2 Previously untreated and 1 minimally treated) were enrolled and 
treated in Part B of the study. One PUP prematurely discontinued the study due to his 
parent/guardian’s withdrawal of consent on the same day the first study treatment was administered. 
The other 2 patients were each treated for at least 50 EDs with BAY 81-8973. The SAF and mITT are 
identical and include all 3 treated patients. 

Treatments 

All treatment decisions for identifying appropriate prophylactic treatment regimen were guided by 
clinical judgment based on the approved PI and the individual patient characteristics and treatment 
response. 

Patients in Part A were treated for 6 months at the following doses according to the prescribing 
information (PI) for BAY 81-8973: 

 Patients ≤12 years of age: 25 to 50 IU of BAY 81-8973 per kg body weight twice weekly, three 
times weekly, or every other day according to individual requirements for 6 months 

 Patients >12 years: 20 to 40 IU of BAY 81-8973 per kg of body weight two or three times per 
week according to individual requirements for 6 months 

Patients in Part B were to be treated until at least 50 ED were achieved. 

 Prophylaxis treatment might begin with 15 to 50 IU/kg (minimum dose: 250 IU) at least 1 day 
a week; alternatively, prophylaxis could be started directly with a once-a- week schedule 
minimum dose of 250 IU for PUPs/MTPs of any weight. 

 The starting dose could be tailored to the patient’s weight or demonstrated bleeding tendency. 

 Individual patient dose decisions were at the discretion of the investigator. 
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Patients received study drug for treatment at home. 

BAY 81-8973 was also used for treatment of bleeding events and with surgical procedures. In case 
PUPs or MTPs would develop a factor VIII inhibitor, ITI treatment was to be provided at a dose of up to 
200 IU/kg daily for up to a maximum of 18 months or until failure. 

 

Objectives 

Part A in PTPs (children <12 years of age and adolescents/adults ≥12 years of age) 

The primary objective was to evaluate the efficacy of prophylaxis treatment with BAY 81-8973 in 
Chinese children (<12 years) and adolescents/adults (≥12 years) with severe haemophilia A. The 
primary effect variable was ABR of all bleeding episodes (sum of spontaneous bleeds and trauma 
bleeds excluding bleeding episodes due to surgery) during prophylaxis treatment. 

 The secondary efficacy variables were: 

 ABR of bleeding episodes within 48h of previous prophylaxis infusion (total, joint, spontaneous, 
trauma) (for Part A only) 

 ABR of total bleeding episodes during prophylaxis treatment (for Part B only) 

 ABR of treated bleeding episodes (total, joint, spontaneous, trauma) 

 ABR of target joint bleeding episodes 

 Study patient’s/caregiver’s assessment of response to treatment of bleeding episodes 
(excellent, moderate, good, or poor) 

 Physician’s assessment of the response to treatment of bleeding episodes in minor surgery 
(excellent, moderate, good, or poor) 

 Evaluate proportion of patients without bleeding episodes 

 The number of infusions per bleeding episode 

 Factor VIII usage (expressed as number of infusions and IU/kg per year, as well as IU/kg per 
event) 

 Incremental recovery 

 

Part B in PUPs/MTPs (children <6 years of age) 

The primary objective was to assess the efficacy of BAY 81-8973 within 48 hours of previous 
prophylaxis infusion in previously untreated/minimally treated Chinese children (<6 years of age) with 
severe haemophilia A. The primary efficacy variable was ABR of all bleeding episodes (sum of 
spontaneous bleeds and trauma bleeds excluding bleeding episodes due to surgery) within 48 hours of 
a previous prophylaxis infusion. 

The secondary efficacy variables were the same as in Part A. 

Safety variables for both Part A and Part B included incidence of AEs and SAEs, FVIII inhibitor 
development as measured by Nijmegen-modified Bethesda assay: patients who developed positive 
inhibitor titers (Bethesda ≥0.6 BU/mL), safety laboratory variables and vital signs including systolic 
and diastolic blood pressure, heart rate and body temperature. 
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Other variables included PK evaluation for Part A only. 

 Concentration-time courses of FVIII 

 Evaluation of PK-parameters: Cmax, AUC, AUCnorm, AUC (0-t last), AUC (0-t last) norm, Cmax 
norm, clearance, MRT, Vss, and t½. 

Study design 

This is a multicentre, uncontrolled, open-label, single arm treatment, 2-part study in previously treated 
(Part A), previously untreated, and minimally treated (Part B) Chinese children and adolescents/adults 
with severe haemophilia A. 

Study participants who developed high-titer inhibitor (>5 BU/mL, confirmed by central laboratory) 
related to study drug, that interfered with effective treatment with FVIII, might opt to enter optional 
immune tolerance induction (ITI) treatment with study drug or leave the study and be treated with 
other therapies outside of the study at the discretion of the investigator. 

Part A (PTPs) 

Part A was to assess the efficacy, safety, and PK of BAY 81-8973 in previously treated Chinese children 
and adolescents/adults with severe haemophilia A. Part A was planned to investigate a total of 42 
PTPs. 

PK was to be assessed in a subset of 12 children (<12 years) and 12 adolescents/adults (≥12 years). 

Efficacy and safety data for use of BAY 81-8973 for treatment of bleeding episodes were also to be 
collected. 

 Study participants were to be treated for 6 months at the following doses according to the 
prescribing information for BAY 81-8973: 

o Study participants ≤12 years of age: 25 to 50 IU of BAY 81-8973 per kg body weight 
twice weekly, three times weekly, or every other day according to individual 
requirements for 6 months. 

o Study participants >12 years: 20 to 40 IU of BAY 81-8973 per kg of body weight two 
or three times per week according to individual requirements for 6 months. 

 Part A was to include 5 study visits (Screening, Baseline, Visit 3/Month 1, Visit 4/Month 2, Visit 
5/Final visit/Early Termination). All participants were also to receive a safety follow-up call 
approximately 2 weeks after the final study visit. 

Part A of the study was to collect clinical data in 42 previously treated Chinese participants with severe 
haemophilia A (30 children and 12 adolescents/adults) to provide additional efficacy and safety data 
for the use of BAY 81-8973 for prophylaxis and treatment of bleeding episodes in this patient 
population. Pharmacokinetic data were also to be collected from 24 participants. 

Part B (PUPs/MTPs) 

Part B was to assess the efficacy and safety of BAY 81-8973 in previously untreated/minimally treated 
Chinese children with severe haemophilia A. Part B was planned to investigate approximately 6 
PUPs/MTPs. 

Efficacy and safety data for the use of BAY 81-8973 for treatment of bleeding episodes were also to be 
collected. 
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 Study participants were to be treated until at least 50 ED was achieved. 

o Treatment may begin with start of prophylaxis with 15 to 50 IU/kg (minimum dose: 250 
IU) at least 1 day a week; alternatively, prophylaxis could be started directly with a once-
a-week schedule minimum dose of 250 IU for PUPs/MTPs of any weight. 

o The starting dose may be tailored to the participant’s weight or demonstrated bleeding 
tendency. 

o Individual participant dose decisions were at the discretion of the investigator. 

o Part B was to include 8 study visits (Screening, Baseline, Visit 3 [approximately 5 ED], Visit 
4 [approximately 10 ED], Visit 5 [approximately 15 ED], Visit 6 [approximately 20 ED], 
Visit 7/Interim visit [approximately 30 to 40 ED], and Visit 8/Final visit [50 ED]/Early 
Termination). All parents/caregivers of participants in Part B were also to receive a safety 
follow-up call approximately 2 weeks after the end of treatment. 

Part B of this study was to collect clinical data to provide additional efficacy and safety data for the use 
of BAY 81-8973 for prophylaxis and treatment of bleeding episodes in this patient population. 

 

Study population 

Part A (PTPs) 

44 patients were enrolled in Part A of the study. As 2 of these patients did not pass screening (1 
screening failure and 1 due to parent/guardian’s decision), 42 PTPs participated in Part A (30 in the 
<12 years age group and 12 in the ≥12 years age group). All 42 patients completed the 6-month 
treatment period with BAY 81-8973. The SAF and mITT are identical and include 30 treated patients 
<12 years and 12 treated patients ≥12 years age. No per protocol efficacy analysis was performed for 
Part A because only one patient <12 years (2.4%) was excluded from the PPS (i.e., the minimum of 
5% of mITT specified in the study protocol was not reached). 

The median age was 8.0 years (range 2.3 to 11.0) for the <12 years age group and 21.0 years (range 
12.0 to 35.0) for the ≥12 years age group (including 5 patients aged 12 to <18 years). All patients 
were Chinese and were of Asian race. 

36 (25 in the <12 years and 11 in the ≥12 years age group) of the 42 patients (85.7%) had severe 
haemophilia A (FVIII activity <1%) based on their historical records. 6 patients (5 in the <12 years 
and 1 in the ≥12 years age group) had historic FVIII level <2%, all were confirmed to have FVIII <1% 
at baseline. 

Seven (23.3%) participants in the <12 years age group and 4 (33.3%) in the in the ≥12 years age 
group had a family history of haemophilia, but none had a family history of inhibitor. 

In the <12 years age group, 2 (6.7%) received on demand treatment, 17 (56.7%) received regular 
prophylaxis treatment, and 11 (36.7%) received intermittent prophylaxis treatment with a FVIII 
product prior to the study. 21 (70%) participants had more than 20 EDs with any FVIII products during 
the previous 3 months. 

The median number of any type of bleeds in the previous year was 8.0 (0 to 53) with median numbers 
of bleeds of 13.5, 4.0 and 9.0 corresponding to on-demand, regular prophylaxis and intermittent 
prophylaxis participants, respectively. The median number of joint bleeds in the previous year was 2.0 
(0 to 18) and the percentage of participants with a history of target joints was 36.7%. 
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In the <12 years age group, 2 (16.7%) received on demand treatment, 5 (41.7%) received regular 
prophylaxis treatment, and 5 (41.7%)) received intermittent prophylaxis treatment with a FVIII 
product prior to the study. Ten (83.3%) participants had more than 20 EDs with any FVIII products 
during the previous 3 months. 

The median number of any type of bleeds in the previous year was 9.5 (1 to 56) with median numbers 
of bleeds of 44.0, 4.0, and 9.0 corresponding to on-demand, regular prophylaxis and intermittent 
prophylaxis participants, respectively. The median number of joint bleeds in the previous year was 4.0 
(0 to 54) and the percentage of participants with a history of target joints was 41.7%. The maximum 
number of 4 target joints was present in 1 (8.3%) participant in this age group. 

 

Part B (PUPs/MTPs) 

3 patients (2 PUPs and 1 MTP) were enrolled and treated in Part B of the study. One PUP prematurely 
discontinued the study due to his parent/guardian’s withdrawal of consent on the same day the first 
study treatment was administered. The other 2 patients were each treated for at least 50 EDs with BAY 
81-8973. The SAF and mITT are identical and include all 3 treated patients. 

The median age was 25 months (range 13 to 33). All patients were Chinese and were of Asian Race. 

All 3 patients had severe haemophilia A (FVIII activity <1%) based on their historical records. The MTP 
had received 1 previous ED before study enrolment. 

Assessor's comment: 

The study was a multicenter, uncontrolled, open-label, single arm treatment, 2-part study in 
previously treated (Part A), previously untreated, and minimally treated (Part B) Chinese children 
and adolescents/adults with severe haemophilia A.  

In Part A, there were 30 children in < 12 years age group with a median age of 8.0 years and 12 
adolescents in the above with a median age of 21.00 which included 5 patients aged 12-18 years of 
age. In Part B, the median age was 25 months (range 13 to 33 months).  

 

Pharmacokinetics 

Pharmacokinetic assessments were performed in Part A only. The study design involved plasma 
sampling for BAY 81-8973 quantification. A sparse sampling schedule was used for participants under 
12 years (pre-infusion, 15 min, 4 h, and 24 h post-infusion), while a rich sampling schedule was 
applied to those aged 12 years and above (pre-infusion, 10 min, 30 min, 1 h, 4 h, 6 h, 24 h, and 30 h 
post-infusion). Samples were analysed using a validated Sponsor Specific Analytical Method Instruction 
validated at Q2 Solutions Laboratories China (QBEJ) for Factor VIII activity. Pharmacokinetic 
parameters for BAY 81-8973 were summarized using descriptive statistics. 

 

Assessor's comment: 

The sampling schedule is deemed adequate for assessing non-compartmental calculation of AUC. 
The plasma concentration values may be used in population PK and/or population PK/PD analyses 
which is not reported in the current assessment report. 
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Results 

Pharmacokinetic results 

Figure 1 presents a graphical summary of pharmacokinetic (PK) data for three age groups: <6 years, 6 
to <12 years, and ≥12 years, displayed on a semilogarithmic scale. 

 

Figure 1 Geometric mean/SD for concentration of FVIII (IU/dL) in plasma (PK analysis set – Part A) 

 

Table 1 provides a summary of the collected PK data at each sampling time point for each age group. 
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Table 1 Summary statistics for concentrations of FVIII (IU/dL) in plasma (PK analysis set – Part A) 

 

 

Non-compartmental AUC across the age groups are summarized in Table 2. 

 

Table 2 Summary statistics of pharmacokinetic parameters of FVIII in plasma (non-compartmental) 
(PK analysis set – Part A) 
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Assessor's comment: 

The PK appears comparable across age groups. However, from the summary statistics there appears 
to be an age-related effect on PK exposure (AUC and CMAX), where younger age correlates with 
lower PK exposure. 

 

Efficacy results 

Part A (PTPs) 

The primary efficacy variable was annualized bleeding rate (ABR) of all bleeding episodes (sum of 
spontaneous bleeds and trauma bleeds exclude bleeding due to surgery) during prophylaxis treatment. 

Results for the primary efficacy variable are summarized in Table 4-1 (numbered as in the applicant´s 
clinical overview). The median ABR under treatment with BAY 81-8973 scored below the previous 12 
months bleed numbers: 2.00 bleeds per year vs 8.0 in the <12 years age group and 0.00 bleeds per 
year vs 9.5 in the ≥12 years age group (see table below). 

Prophylaxis treatment with BAY 81-8973 was used in previously treated Chinese children and 
adolescents/adults with regards to the prevention of bleeds using prophylaxis dose regimens of 2 or 3 
times per week or every other day with a mean dose per infusion administered in the <12 years age 
group and ≥12 years age group of 33.0 ± 5.3 IU/kg and 26.8 ± 3.9 IU/kg, respectively. 

 

Applying this treatment regimen, 43.3% of the patients in the <12 years age group and 58.3% in the 
≥12 years age group remained completely bleed free during the 6 months treatment period. 

 

Part B (PUPs/MTPs) 

For Part B, the primary efficacy variable was the ABR of all bleeding episodes within 48 hours of a 
previous prophylaxis infusion in previously treated or minimally treated haemophilia A Chinese 
children. None of the participants experienced bleeds within 48 h after a prophylaxis infusion. A total of 
2 bleeds were reported throughout Part B, which were treated with BAY 81-8973 infusion. 
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Assessor's comment: 

In Part A, a total of 62 bleeds were reported during prophylaxis treatment with a median ABR of 
1.00 and 51 bleeds with a median ABR 2.00 in the <12 years age group and 11 bleeds were 
reported in the ≥12 years age group with a mean ABR of 0.00. In Part B, the ABR of all bleeding 
episodes within 48 hours was 0.00. However, in an EU article 46-procedur, the data should be 
presented in age groups of below and above 18 years of age and not < and > 12 years of age as 
presented in this report, in order to differentiate the paediatric data. Nevertheless, since the 
majority of the children were in the age group of <12 years of age and in addition there were few 
bleeds within the > 12 years of age group, the issue is not further pursued. 

The results are consistent with previous data in children/adolescents/adults for BAY 81-8973 and is 
what is expected with successful prophylaxis.  

 

Secondary and additional efficacy variables 

ABR of bleeding episodes within 48h of previous prophylaxis infusion (total, joint, 
spontaneous, trauma) (for Part A only) 

In participants <12 years of age, (n=30), a total of 34 bleeds were reported within 48h of the previous 
prophylaxis infusion, resulting in a mean and median ABR of 2.26 ± 3.10 and 0.00, respectively. The 
number of participants who experienced at least 1 bleed within 48h of the previous prophylaxis 
infusion was 14 (46.7%). 16 out of the 34 bleeds (47.1%1) were trauma bleeds and the remaining 
(18/34, 52.9%1) spontaneous bleeds, resulting in mean ABRs of 1.06 ± 1.70. Furthermore, 19 out of 
the 34 bleeds were joint bleeds (55.9%1, mean ABR 1.26 ± 2.77, median 0.00). 

In participants ≥12 years of age (n=12), a total of 8 bleeds were reported within 48 h of the previous 
prophylaxis infusion, resulting in a mean and median ABR of 1.36 ± 2.19 and 0.00, respectively. The 
number of participants who experienced at least 1 bleed within 48h of the previous prophylaxis 
infusion was 4 (33.3%). Half of the 8 bleeds were trauma bleeds and the other half spontaneous 
bleeds, resulting in mean ABRs of 0.68 ± 1.33 (median 0.00) and 0.68 ± 1.00 (median 0.00), 
respectively. Furthermore, 5 out of the 8 bleeds were joint bleeds (62.5%1, mean ABR 0.84 ± 1.33, 
median 0.00). 

ABR of total bleeding episodes during prophylaxis treatment (for Part B only) 

A total of 2 bleeds were reported throughout Part B, 1 in each of the 2 participants who completed the 
study. Both bleeds were trauma bleeds and were treated with BAY 81-8973 infusions. Response to the 
treatment was assessed by the participant/caregiver as good for 1 bleed and moderate for the other. 

ABR of treated bleeding episodes (total, joint, spontaneous, trauma) 

In participants <12 years of age, 44 out of the 51 bleeds reported in this age group were treated 
bleeds (mean ABR 2.92 ± 4.19, median ABR 0.00), 21 (47.7%1) of which were trauma bleeds (mean 
ABR 1.39 ± 2.38, median ABR 0.00) and the remaining (23/44, 52.3%1) spontaneous bleeds (mean 
ABR 1.53 ± 3.65, median ABR 0.00). Furthermore, 31 out of the 44 treated bleeds were joint bleeds 
(70.5%1, mean ABR 2.06 ± 4.09, median ABR 0.00). 

In participants ≥12 years of age, 10 out of the 11 bleeds reported in this age group were treated 
bleeds (mean ABR 1.69 ± 2.28, median ABR 0.00), 4 (40.0%*) of which were trauma bleeds (mean 
ABR 0.68 ± 1.33, median ABR 0.00) and the remaining (6/10, 60.0%*) spontaneous bleeds (mean 

 
1 The percentage was manually calculated 
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ABR 1.02 ± 1.86, median ABR 0.00). Furthermore, 8 out of the 10 treated bleeds were joint bleeds 
(80%*, mean ABR 1.35 ± 2.00, median ABR 0.00). 

ABR of target joint bleeding episodes 

In participants <12 years of age, 2 out of the 7 participants with target joints confirmed at screening 
experienced a total of 9 joint bleeds, all of which affected target joints (mean ABR 2.52 ± 4.35, 
median ABR 0.00). 

In participants ≥12 years of age, 2 out of the 5 participants with target joints confirmed at screening 
experienced a total of 4 joint bleeds, three of which affected target joints (mean ABR 1.22 ± 1.84, 
median ABR 0.00). 

Study patient’s/caregiver’s assessment of response to treatment of bleeding episodes 
(excellent, moderate, good, or poor) 

In participants <12 years of age, the response was assessed as “good” or “excellent” for 65.9% of the 
44 treated bleeds. In only 1 (2.3%) of the treated bleeds was the response assessed as “poor”. 

In participants ≥12 years of age, the response was assessed as “good” or “excellent” for 70.0% of the 
10 treated bleeds. None of the response was assessed as “poor”. 

Physician’s assessment of the response to treatment of bleeding episodes in minor surgery 
(excellent, moderate, good, or poor) 

In participants <12 years of age, the response was assessed as “good” or “excellent” for 65.9% of the 
44 treated bleeds. In only 1 (2.3%) of the treated bleeds was the response assessed as “poor”. 

In participants ≥12 years of age, the response was assessed as “good” or “excellent” for 70.0% of the 
10 treated bleeds. None of the response was assessed as “poor”. 

Evaluate proportion of patients without bleeding episodes 

In participants <12 years of age, 43.3% did not experience any bleed and 66.7% did not experience 
any joint bleed during the prophylaxis treatment period. 53.3% of the participants did not experience 
any bleed within 48 hours of a previous prophylaxis infusion. 

In participants ≥12 years of age, 58.3% did not experience any bleed or any joint bleed during the 
prophylaxis treatment period, and 66.7% did not experience any bleed within 48 hours of a previous 
prophylaxis infusion. 

The number of infusions per bleeding episode 

In participants <12 years of age, in total, 91 infusions of Kovaltry were administered for the treatment 
of 44 bleeds. The first infusion per bleed was given to treat a spontaneous bleed (23 bleeds [52.3%]), 
or to treat a trauma bleed (21 bleeds [47.7%]). The median number of infusions per bleed was 1.00 
(range: 0.0 to 14.0). The majority of bleeds (84.3%) were successfully treated with ≤2 infusion, and 
15.7% of the bleeds required ≥3 infusions. The median number of days between the previous 
prophylaxis treatment and a bleed was 1.31 days ranging from 0.1 to 9.5 days. The respective time 
was 1.00 day ranging from 0.1 to 3.4 days for spontaneous bleeds, and 1.86 days ranging from 0.1 to 
9.5 days for trauma bleeds. For the 7 untreated bleeds, they resolved without any additional BAY 81-
8973 infusion. 

In participants ≥12 years of age, in total, 16 infusions of BAY 81-8973 were administered for the 
treatment of 10 bleeds. The first infusion per bleed was given to treat a spontaneous bleed (6 bleeds 
[60.0%]), or to treat a trauma bleed (4 bleeds [40.0%]). The median number of infusions per bleed 
was 1.00 (range: 0.0 to 4.0). The majority of bleeds (81.8%) were successfully treated with ≤2 
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infusion, and 18.2% of the bleeds required ≥3 infusions. The median number of days between the 
previous prophylaxis treatment and a bleed was 1.58 days ranging from 0.5 to 3.6 days. The 
respective time was 1.72 days ranging from 1.3 to 3.6 days for spontaneous bleeds, and 1.40 days 
ranging from 0.5 to 1.7 days for trauma bleeds. For the 1 untreated bleed, it resolved without any 
additional BAY 81-8973 infusion. 

Factor VIII usage (expressed as number of infusions and IU/kg per year, as well as IU/kg 
per event) 

In participants <12 years of age, the median BAY 81-8973 dose per infusion for bleeds was 31.22 
IU/kg/infusion (range 26.3 to 37.1) and the median total dose per bleed was 1906.25 IU/bleed. The 
median total number of infusions required per subject for the treatment of bleeds during the study was 
5.50 infusions and the median total annual dose used for the treatment was 297.56 IU/kg/year.  

In participants ≥12 years of age, the median BAY 81-8973 dose per infusion for bleeds was 27.18 
IU/kg/infusion (range 21.4 to 30.8) and the median total dose per bleed 1500.00 IU/bleed. The 
median total number of infusions required per subject for the treatment of bleeds during the study was 
3.00 infusions and the median total annual dose used for the treatment was 132.66 IU/kg/year.  

Incremental recovery 

Incremental recovery of BAY 81-8973 showed mean in vivo recovery values of 1.82 ± 0.26 kg/dL for 
the <12 years age group and 2.03 ± 0.46 kg/dL for the ≥12 years age group at baseline. For both age 
groups, the recovery was stable over the 6 months treatment period. 

Outcomes of surgeries 

In participants<12 years of age two minor surgeries were performed (both dental extractions), with 
one mild bleed reported and treated with study drug after the surgery. There was no need for blood 
transfusions, and the haemostasis was assessed as excellent for both surgeries. 

Participant ≥12 years of age, two minor surgeries were performed, which were 2 cases of gastroscopy 
3 months apart for the same participant with no loss of bleed. There was no need for blood 
transfusions, and the haemostasis was assessed as excellent for both surgeries. 

 



 
Assessment report for paediatric studies submitted according to Article 46 of the 
Regulation (EC) No 1901/2006  

 

EMA/563514/2024  Page 16/20
 

Assessor's comment: 

In total, 62 bleeds were reported during the prophylaxis treatment; 51 bleeds (participants <12 
years of age) and 11 bleeds (participants ≥12 years of age). 

In participants <12 years of age, prophylaxis treatment with BAY 81-8973 was efficacious in 
previously treated Chinese children with regards to the prevention of bleeds using prophylaxis dose 
regimens of 2 or 3 times per week or every other day with a median dose of 31.6 IU/kg/infusion. In 
participants <12 years of age, 27 out of the 51 bleeds (52.9%) were trauma bleeds and the 
remaining 34 bleeds (47.1%) were spontaneous bleeds. 32 out of 51 bleeds were joint bleeds 
62.7% and 28.13% of those were target joint bleeds. 34 bleeds were reported within 48h of the 
previous prophylaxis infusion. Most of the bleeds (84.3%) were successfully treated with ≤2 
infusions of BAY 81-8973at doses between 26.3 and 37.1 IU/kg/infusion. Response to treatment was 
assessed as “good” or “excellent” for 65.9% of the treated bleeds. 

In participants ≥12 years of age, prophylaxis treatment with BAY 81-8973 was efficacious in 
previously treated Chinese adolescents/adults with regards to the prevention of bleeds using 
prophylaxis dose regimens of 2 or 3 times per week with a median dose of 27.3 IU/kg/infusion. 4 
out of the 11 bleeds 36.4% were trauma bleeds and the remaining 7 (63.6%) were spontaneous 
bleeds. 8 bleeds were reported within 48h of the previous prophylaxis infusion. Most of the bleeds 
(81.8%) were successfully treated with ≤2 infusions of BAY 81-8973 at doses between 21.4 and 
30.8 IU/kg/infusion. Response to treatment was assessed as “good” or “excellent” for 70.0% of the 
treated bleeds. 

In conclusion, the results are consistent with previous data from adults and children and what can 
be expected from prophylaxis treatment. 

 

Safety results 

All 42 treated participants, 30 in the <12 years age group and 12 in the ≥12 years age group, were 
included in the safety analysis. 

Exposure  

Part A 

The mean time on study was 183.2 ± 3.7 days for patients <12 years of age and 181.2 ± 4.3 days for 
≥12 years of age, during which the patients accumulated a median of 80.0 and 77.0 EDs to BAY 81-
8973, respectively. Only 1 patient <12 years of age had less than 50 EDs (actual 45 EDs). 

Part B (PUPs/MTPs) 

For PUPs/MTPs, the mean time on study was 113.3 ± 97.7 days (median 161.0; range 1.0 to 178.0), 
during which 2 patients (1 PUP and 1 MTP) accumulated 51 EDs to BAY 81-8973 each. One PUP had 
less than 50 Eds. 

Adverse events 

Part A (PTPs) 

TEAEs, i.e., AEs that started after the first BAY 81-8973 infusion and up to 3 days after the last dose, 
occurred in 16 (38.1%) patients (13 in the <12 years age group and 3 in the ≥12 years age group). 

All TEAEs were mild or moderate in intensity, except for 1 severe TEAE occurring in the <12 years age 
group that was also serious (1 case of epilepsy). 
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The highest incidence of TEAEs was seen in the following MedDRA system organ classes:  

• Infections and infestations (n=10, 23.8%), with the most frequent preferred terms being ‘upper 
respiratory tract infection’ (n=6, 14.3%) or ‘tonsillitis’ (n=4, 9.5%). 

• Gastrointestinal disorders (n=3, 7.1%), and 

• Injury, poisoning and procedural complications in 2 (4.8%) patients. All other SOCs and preferred 
terms each affected 1 patient (see table below). 

 

 

One study drug-related TEAE (PT: vomiting) was reported in one patient in <12 years age group, which 
was mild in intensity. 



 
Assessment report for paediatric studies submitted according to Article 46 of the 
Regulation (EC) No 1901/2006  

 

EMA/563514/2024  Page 18/20
 

Deaths, serious adverse events and other significant adverse events 

Part A 

No patient died or discontinued study treatment due to any AE. 2 treatment-emergent SAEs i.e., 
epilepsy and haemarthrosis were reported, occurring in a patient with medical history of epilepsy and a 
patient with a history of target joint, respectively. Neither of the SAEs was considered as study drug-
related and the outcome for both was resolved (see table below). 

  

 

Part B (PUPs/MTPs) 

TEAEs occurred in 2 (66.7%) patients (1 each in the PUP and MTP groups). All TEAEs were mild in 
intensity and were not study drug-related. By PT, the following TEAEs were reported in 1 patient each: 
diarrhoea, cough and rhinorrhoea in 1 PUP, and COVID-19 and respiratory tract infection in 1 MTP. 

None of the TEAEs was considered serious or of special interest, and there were no TEAEs leading to 
discontinuation or death. 

Assessor's comment: 

TEAEs, i.e., AEs that started after the first infusion and up to 3 days after the last dose, occurred in 
16 (38.1%) patients (13 in the <12 years age group and 3 in the ≥12 years age group). All TEAEs 
were mild except one case of epilepsy that was considered serious TEAE in Part A. The most 
common treatment-emergent adverse events (TEAE) were infections and infestations (n=10, 
23.8%), gastrointestinal disorders (n=3, 7.1%), and Injury, poisoning and procedural complications 
in 2 (4.8%) patients. Two treatment-emergent SAEs were reported and included epilepsy and 
haemarthrosis and neither were considered treatment related. None of the patients died or 
discontinued treatment due to TEAEs. 

In conclusion, the overall pattern of adverse events resembles the previously known pattern, hence 
there were no unexpected findings.  

 

FVIII inhibitors  

No participant developed a positive FVIII inhibitor level (≥0.6 BU/mL; Nijmegen modified Bethesda 
assay) during the study, neither in PTPs nor in PUPs/MTPs. Note, 2 patients (1 PUP and 1 MTP) reached 
51 EDs. In Part A, 1 patient (≥12 years) had family history of developing inhibitors. In Part B, none of 
the patients had a family history of developing inhibitors. 
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Assessor's comment: 

Development of inhibitors is a known risk in both plasma derived FVIII and recombinant FVIII. The 
occurrence of an antibody against factor VIII, a so-called inhibitor, is the most important 
complication in haemophilia treatment. Inhibitors occur very commonly in previously untreated 
patients (PUP) with severe haemophilia A, usually within the first 50 exposure days (ED) (“Guideline 
on the clinical investigation of recombinant and human plasma-derived factor VIII products” 
EMA/CHMP/BPWP/144533/2009 rev. 2). Indeed, no patients developed FVIII inhibitors in study 
19855. However, inhibitors are predominantly developed during the first 50 EDs of treatment in 
previously untreaded patients. In Part B of the study 19855, there were three patients, where only 2 
had been previously untreated and 1 minimally treated patient. It is also noted that these 
PUPs/MTPs patients in Part B had no family history of developing inhibitors. With only three 
participants previously untreated or minimally treated, the safety data regarding development of 
inhibitors in Chinese children is limited. Ultimately, this does not affect the safety in the approved 
EU-population.  

 

Clinical laboratory, immunogenicity and other safety evaluations 

In general, none of the treatment-emergent shifts in safety laboratory evaluations were considered 
clinically meaningful. No TEAEs in the MedDRA primary SOC Investigations were reported.  

Further safety analyses included the pre- and post-infusion values of systolic and diastolic blood 
pressure, heart rate, respiration rate and body temperature, and their changes from baseline. With the 
exception for an AE of hypertension (reported term: high blood pressure) reported in the ≥12 years 
age group, no relevant changes were detected for any of these parameters during the course of the 
study. The AE of hypertension was mild in intensity and was not assessed as study drug-related. 

2.3.3.  Discussion on clinical aspects 

PAC study (protocol no. 19855) was a multicentre, uncontrolled, open-label, single arm treatment, 2-
part study in previously treated children and adolescents/adults with severe haemophilia A (Part A), 
and in previously untreated, and minimally treated (Part B) Chinese children with severe haemophilia 
A. 

The primary objective in Part A was to evaluate the efficacy of prophylaxis treatment with BAY 81-8973 
in Chinese children (<12 years) and adolescents/adults (≥12 years) with severe haemophilia A. The 
primary objective in Part B was to assess the efficacy of BAY 81-8973 within 48 hours of previous 
prophylaxis infusion in previously untreated/minimally treated Chinese children (<6 years of age) with 
severe haemophilia A. 

In Part A, the primary effect variable was ABR of all bleeding episodes (sum of spontaneous bleeds and 
trauma bleeds excluding bleeding episodes due to surgery) during prophylaxis treatment. The median 
ABR under treatment with BAY 81-8973 was 2.00 bleeds per year vs 8.0 in the <12 years age group 
and 0.00 bleeds per year vs 9.5 in the ≥12 years age group. However, in an EU article 46-procedur, 
the MAH should have presented the data in age groups of below and above 18 years of age and not < 
and > 12 years of age as presented in this report, in order to differentiate the paediatric data. 
Nevertheless, since the majority of the children were in the age group of <12 years of age and there 
were few bleeds in the >12 years of age group, the issue is not further pursued. 
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In Part B, the primary efficacy variable was ABR of all bleeding episodes (sum of spontaneous bleeds 
and trauma bleeds excluding bleeding episodes due to surgery) within 48 hours of a previous 
prophylaxis infusion. None of the participants experienced bleeds within 48 h after a prophylaxis 
infusion. A total of 2 bleeds were reported throughout Part B, which were treated with BAY 81-8973 
infusion. 

Of the reported 62 bleeds reported, 54 bleeds (44 in the <12 years and 10 in the ≥12 years age 
groups) were treated with the study drug. A majority of the bleeds were spontaneous bleeds (52.3% in 
<12 years and 60.0% in ≥12 years age groups) and the remaining (47.7% and 40.0%, respectively) 
were trauma bleeds. Furthermore, the majority of the treated bleeds in children (70.5%) and 
adolescents/adults (80.0%) were joint bleeds. In both age groups, all bleeds were of mild/moderate 
intensity except for one in adolescents. Most of the bleeds were successfully treated with ≤2 BAY 81-
8973 infusions (84.3% in the <12 years age group and 81.8% in the ≥12 years age group). Response 
to treatment was assessed as good or excellent for most treated bleeds (66% in the <12 years age 
group and 70% in the ≥12 years age group). 

TEAEs, i.e., AEs that started after the first infusion and up to 3 days after the last dose, occurred in 16 
(38.1%) patients (13 in the <12 years age group and 3 in the ≥12 years age group). All TEAEs were 
mild except one case of epilepsy that was considered serious TEAE in the mITT population. The most 
common treatment-emergent adverse events (TEAE) were infections and infestations (n=10, 23.8%), 
gastrointestinal disorders (n=3, 7.1%), and Injury, poisoning and procedural complications in 2 (4.8%) 
patients. Two treatment-emergent SAEs were reported and included epilepsy and haemarthrosis and 
neither were considered treatment related. None of the patients died or discontinued treatment due to 
TEAEs. In conclusion, the overall pattern of adverse events resembles the previously known pattern, 
hence there were no unexpected findings. 

No patients developed FVIII inhibitors in study 19855. However, inhibitors are predominantly 
developed during the first 50 EDs of treatment in previously untreaded patients. In Part B of the study 
19855, there were three patients, where only 2 had been previously untreated and 1 minimally treated 
patient. It is also noted that these PUPs/MTPs patients in Part B had no family history of developing 
inhibitors. With only three participants previously untreated or minimally treated, the safety data 
regarding development of inhibitors in Chinese children is limited. Ultimately, this does not affect the 
safety in the approved EU-population. 

In Part A, PK was evaluated. The sampling schedule is deemed adequate for assessing non-
compartmental calculation of AUC. The plasma concentration values may be used in population PK 
and/or population PK/PD analyses which is not reported in the current assessment report. The PK 
appears overall comparable across age groups. However, from the summary statistics there appears to 
be an age-related effect on PK exposure (AUC and CMAX), where younger age correlates with lower PK 
exposure. 

3.  CHMP overall conclusion and recommendation 

In conclusion, there were no unexpected findings in terms of efficacy, safety and PK results and the 
variation is considered approvable.  

The benefit-risk balance of Kovaltry remains positive. 

  Fulfilled: 

No regulatory action required.   

 


