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1. Introduction

On 27 February 2024, the MAH submitted a completed paediatric study for Adynovi, in accordance with
Article 46 of Regulation (EC) No1901/2006, as amended.

A short critical expert overview has also been provided.

2. Scientific discussion

2.1. Information on the development program

The MAH stated that study 261601: ADYNOVATE drug use-results survey is a stand-alone study.
2.2. Information on the pharmaceutical formulation used in the study

Adynovate (marketed in the EU as Adynovi) contains rurioctocog alfa pegol, a pegylated recombinant
human factor VIII (FVIII) with an extended half-life (EHL) due to the addition of a 20 kDa polyethylene
glycol (PEG). It belongs to the pharmacotherapeutic group of blood coagulation FVIII (Anatomical
Therapeutic Chemical code: B02BD02).

Conjugation with the hydrophilic PEG increases the molecular size of the FVIII concentrates and is
expected to improve the pharmacokinetic (PK) profile, as well as extend the biological half-life (t1/2).
ADYNOVATE (PEGylated, recombinant antihemophilic factor; Takeda), an EHL FVIII product, is a full-
length form of ADVATE (recombinant antihemophilic factor; Takeda) covalently conjugated with a PEG
moiety (ADYNOVATE (Antihemophilic Factor (Recombinant) PEGylated) 2023).

2.3. Clinical aspects
2.3.1. Introduction

ADYNOVATE has been confirmed to be safe and effective in clinical studies in patients with severe
hemophilia A. However, because information on the safety and efficacy of ADYNOVATE in Japanese
patients is limited and the use of ADYNOVATE is not limited to patients with severe hemophilia A, a
drug use-results survey was conducted to investigate the safety and efficacy of ADYNOVATE in actual
use in daily clinical practice.

In this submission, results from the completed ADYNOVATE drug use-results survey (Study 261601),
which was conducted in Japan to investigate the safety and efficacy of ADYNOVATE in actual use in
daily clinical practice, were summarised. This study included patients <18 years of age; thus, this
submission is provided to comply with the requirements as stipulated in Article 46 of the European
Union (EU) Pediatric Regulation (Regulation [EC] No 1901/2006, as amended).

The MAH submitted a final report for:

. Study 261601, ADYNOVATE drug use-results survey
ADYNOVATE drug use-results survey (Study 261601)
Description

The ADYNOVATE drug use-results survey (Study 261601) was conducted to understand the following
items in the actual clinical use of ADYNOVATE:

® Unexpected adverse drug reactions (ADRs)
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® Occurrence of ADRs in the actual clinical use of Adynovate
® Factors that could affect safety and efficacy
® Occurrence of FVIII inhibitor development in patients with hemophilia A

e Safety and efficacy for hemophilia A patients who received prophylaxis therapy and on-
demand therapy

Hemophilia A patients who received ADYNOVATE in the real world clinical setting were eligible for
enrollment in this survey. This included the following patients who were treated with ADYNOVATE at
the contracting medical institutions.

® Previously treated patients who had 4 or more exposure days to other products (PTPs)

® Previously untreated or minimally treated patients who had 3 or less previous exposure days
to other products (PUPs)

The observation period was 1 year after the beginning of Adynovate administration for PTPs and 2
years after the beginning of Adynovate administration for PUPs.

Methods
Study participants

Hemophilia A patients who received ADYNOVATE in the real world clinical setting were eligible for
enrollment in this survey. This included PTPs and all PUPs who were treated with ADYNOVATE at the
contracting medical institutions.

Treatments

Not applicable, as this was a drug use-results survey which aimed to investigate the safety and efficacy
of Adynovate in actual use in daily clinical practice.

Objective(s), Outcomes/endpoints

The ADYNOVATE drug use-results survey (Study 261601) was conducted to understand the following
items in the actual clinical use of ADYNOVATE:

® Unexpected adverse drug reactions (ADRs)

® Occurrence of ADRs in the actual clinical use of Adynovate

® Factors that could affect safety and efficacy

® Occurrence of FVIII inhibitor development in patients with hemophilia A

e Safety and efficacy for hemophilia A patients who received prophylaxis therapy and on-
demand therapy
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Assessor’'s comment

No formal definitions for objectives, outcomes, or endpoints were provided in the submission.
According to the submitted cover letter, study documentation beyond the final study report, were only
available in Japanese (including the study protocol and SAP) and therefore not provided. While this
clearly is a limitation for the assessment of the provided data, this issue is not further pursued due to
the exploratory character of the submitted survey.

Sample size

This survey was started by defining the target sample size as “PTPs, 120 patients; PUPs, no sample
size predetermined,” and the target sample size was changed to 165 (PTPs: 140 patients; PUPs: 25
patients) because of the expansion of the indication to children aged <12 years (partial change
approval).

Sample size estimation rationale

Of the patients with hemophilia A in Japan, approximately 4,000 receive genetically recombinant
human factor VIII products, of whom approximately 10% are expected to switch from the conventional
products to ADYNOVATE in the period of 3 years after launching. However, launching and developments
of other extended half-life genetically recombinant human factor VIII products for hemophilia A have
been progressing. The number of patients who were actually going to receive ADYNOVATE was
expected to fall below approximately one-half of the estimated number described above. Therefore, the
target patient number was set to 140 PTPs as the number of collectable cases for ADYNOVATE safety
examination. For PUPs, statistics show the birthrate of hemophilia A patients to be 1 out of 5,000
males and the number of annual male births to be 515,000, providing an estimated annual number of
births with hemophilia A of 103. With a percentage of severe and moderate hemophilia A patients of
79.3% (2,137/2,696), it is estimated that there are 82 new patients receiving factor VIII annually.
However, the target number of PUPs for 3 years after approval of supplemental New Drug Application
for pediatrics is estimated at approximately 10% of the above-indicated number of patients treated
with ADYNOVATE in view of the progress of clinical development or launch of similar products by
competitors nowadays.

Randomisation and blinding (masking)

Not applicable.

Statistical Methods

Analysis sets

In this survey, two analysis sets, “safety analysis set” and “effectiveness analysis set,” were
established. The “safety analysis set” (patients included for safety evaluation) included the patients
who did not meet the following criteria among those for whom registration was completed and CRFs
were collected.
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® Had not used ADYNOVATE or was unknown
e Had not made any visit after the initial prescription
® Presence or absence of adverse events unknown

e “Enrollment completion date” or “observation period completion date” was out of the contract
period

® Not meeting enrollment criteria

® Registration form or previous separate volume not finalized

The “effectiveness analysis set” (patients included in efficacy evaluation) included the patients who did
not meet the following criteria among those included in the safety evaluation.

o Off-label use

e Efficacy evaluation unclear

Patient composition was investigated using the following items:

Number of registered patients, number of patients whose CRFs are collected, number of patients
included in the safety evaluation, number of patients included in the efficacy evaluation, number of
withdrawal/discontinuation, reasons for and details of withdrawal/discontinuation, and others.

Items investigated related to safety were

® Occurrence of adverse events and adverse drug reactions/infections (type, severity and
incidence, etc.)

® Factors that may affect safety (type and incidence of adverse drug reactions, etc. according to
patient background)

Items investigated related to efficacy were
® Prophylaxis: ABR
® On-demand: hemostatic effectiveness, number of doses to treat a bleed

”w

Physician-rated effectiveness (“poor,” “fair,” “*good,” or “excellent”) using below evaluation criteria
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Table 6.5.2.6-1 Criteria for the evaluation of treatment response

Excellent Full relief of pain and cessation of objective signs of bleeding (e.g., swelling, tenderness, and
decreased range of motion in the case of mntraarticular hemorrhage) after a single mfusion. No
additional infusion 1s required for the control of bleeding. Administration of further infusions to
maintain hemostasis would not affect this scoring.

Good Definite pain relief and/or improvement in signs of bleeding after a single infusion. Possibly requires
more than 1 mnfusion for complete resolution.

Fair Probable and/or slight relief of pain and slight improvement in signs of bleeding after a single
mnfusion. Required more than 1 infusion for complete resolution.

Poor No improvement or condition worsens.

Assessor’'s comment

According to the provided study report, a statistical analysis plan was prepared and finalised before the
CRFs for all patients were finalised (version 1 dating March 1, 2018, revision to version 2 dating June 8
2023). However, according to information received with the submission, the SAP was only available in
Japanese and therefore not provided. The statistical methodology applied is therefore unclear.

Results
Recruitment/Participant flow/Number analysed

135 patients were registered from 66 medical institutions. Among the medical institutions from which
patients were registered, the mean number of registered patients per medical institution was 2, the
minimum number of registered patients was 1, and the maximum number of registered patients was 8.
This survey had originally been conducted in patients who received ADYNOVATE for the first time, with
a target sample size of 165 patients (140 PTPs and 25 PUPs). However, as the deadline for registration
was set as “within 3 months after the start of administration of ADYNOVATE,” the survey could not be
conducted at medical institutions for which contract procedures were to be performed after the
confirmation of administration because of the difficulty in meeting the registration deadline, and
patients could not be registered immediately after the start of administration at contract medical
institutions. For these reasons, the registration period ended with 135 registered patients.

Of the 135 registered patients, the CRFs were collected from all 135 patients. All patients whose CRFs
were collected were included in the safety evaluation. Of the patients included in the safety evaluation,
131 patients were included in the efficacy evaluation, and 4 patients whose efficacy evaluation was
unclear were excluded.
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Registered patients

135 patients 66 medical institutions
Patients whose CRFs were not collected
0 patients
Patients whose CRFs were collected
135 patients
Patients included in the safety evaluation Patients excluded from the safety evaluation
135 patients 0 patients
Patients included in the efficacy evaluation Patients excluded from the efficacy evaluation
131 patients 4 patients
Reason for exclusion (overlapping tabulation)
Efficacy evaluation unclear 4 patients

Figure 9.2-1 Patient composition

Details of treatment

The mean duration of long-term prophylaxis therapy was 353.0 days overall, with 343.0 days in PTPs
and 510.7 days in PUPs. The mean dose per administration was 39.8 IU/kg overall, 39.4 IU/kg in PTPs,
and 45.8 IU/kg in PUPs. The mean dosing frequency was 2.0 times per week overall, 2.0 times per
week in PTPs, and 1.8 times per week in PUPs. The mean total number of doses was 96.2 overall, 93.4
in PTPs, and 140.7 in PUPs.

Baseline data

All patients had a confirmed diagnosis of congenital hemophilia A. Of 135 patients, 134 (99.26%) were
male and 1 (0.74%) was female.

Most patients (80 [59.26%]) were 18-64 years old; 35 (25.3%) patients were aged <12 years, 5
(3.70%) patients were aged =12 and <18 years, 9 (6.67%) patients were aged =65 years and the age
was unknown in 6 (4.44%) patients (date of birth and age cannot be provided).

By treatment history, among PTPs (N=123), most patients (77 [62.60%]) were 18-64 years old; 29
(23.58%) patients were aged <12 years, 4 (3.25%) patients were aged =12 and <18 years,

7 (5.69%) patients were aged =65 years and the age was unknown in 6 (4.88%) patients. Among
PUPs (N=12), 6 (50.0%) patients were aged <12 years, 1 (8.33%) patient was aged =12 and <18
years, 3 (25.0%) patients were aged =18 and <65 years, and 2 (16.67%) patients were aged =65
years.
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There were 33 (26.83%) patients in PTPs and 2 (16.67%) patients in PUPs with past history of
bleeding episodes; the percentage of PTPs tended to be higher than that of PUPs. Hemophilic
arthropathy was observed in 60 (48.78%) patients in PTPs and 3 (25.0%) patients in PUPs. There were
29 (23.58%) patients in PTPs and 4 (33.33%) patients in PUPs whose most recent annualized bleeding
rate (ABR) was >0 and <1 times/year. The percentage of PUPs tended to be slightly higher than that of
PTPs. Regarding other patient baseline characteristics, the number of patients in the PUP group was
small and there was a limitation in interpretation; therefore, the difference could not be evaluated.

Table 10.1-1 Patient background (safety analysis set)

Overall PTPs PUPs
Patient background Number Percentage Number Percentage Number Percentage
som Levels of e | o e [ o
patients patients patients
Number of patients
mcluded in safety 135 - 123 - 12 -
evaluation
History of treatment 4 or more days of 123 0111 123 100.00 ) )
with factor VIII administration (PTPs) } i )
products before 3 or less days of - 8 89 ) ) - 100.00
administration of administration (PUPs) ) - )
ADYNOVATE Unknown* 0 0.00 - - - -
Number of days of 0 to 3 days 12 8.89 0 0.00 12 100.00
adnmunistration of factor | 4 to 50 days 4 2.96 4 325 0 0.00
VIII products before | 51 to 150 days 3 222 3 244 0 0.00
the administration of | > 151 days 109 80.74 109 88.62 0 0.00
ADYNOVATE Number of days of 7 5.19 7 5.69 0 0.00
(cumulative) administration
unknown
Gender Male 134 99.26 123 100.00 11 91.67
Female 1 0.74 0 0.00 1 §.33
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Table 10.1-1 Patient background (safety analysis set) (continued)

Chyerall PTP: PUB:
Patient back groumnd Humbes Pezcentaze Humj:er Parcentage Humber Percentage
item Levels of % = % of %
patients patents patents
Age (years) 12 35 1503 10 1358 i 5000
12 and < 18 5 370 4 3.25 1 833
=18 and = 65 B0 50245 77 §2.60 3 2500
[25] o 6.67 7 5.60 2 1567
Unknown (date of birth ] 44 ] 488 U 0.00
nd ape canmot be
provided)
Medical care category | Inpatient o 667 4 3.35 5 41.67
Ouipatient 124 3.33 119 06.75 7 5833
Face Aszian 135 10000 113 1010060 12 10:0.00
White ] 0,00 L 000 0 0.00
Black ] 000 0 000 0 0.00
Orher ] 0,00 L 000 0 0.00
Serious blesding Mo 110 21.48 a3 7967 12 10:0.00
Yas 12 14.07 14 1545 0 0.0
Unknown ] 44 4 488 0 0.00
Surgical histary Ko 100 T4.07 a1 7308 o T5.00
Yes 1% 21.48 27 2195 2 15.67
Unknown ] 44 5 4407 1 833
Past history Mo ] 71.11 84 6002 10 8333
Yes 35 1503 33 26.83 2 15.67
Unknown 4 106 4 3.25 0 0.00
Breakdowm of past Hepamts C ] 19.245 25 2033 1 833
history (overlapping Hepatus B 3 21 3 24 0 0.00
tabulation) Oither 12 g20 11 394 1 833
Complications Mo 98 72.59 a0 73.17 8 66,67
Yas 35 1503 32 26.02 3 2500
Unknown 2 148 1 021 1 833
Breakdowm of HIV infection 44 f 488 0 0.00
complications Hypertension 15 11.11 13 10.57 2 16.67
{overlapping Hyperlipidemia 5 370 5 407 0 0.00
tabulation) Disbates mellins ] 44 ] 488 0 0,040
astmic nlcer 2 1.4 2 1.463 0 0.00
Chronic gasirifis 5 370 5 407 0 0.00
Anemia 2 1.48 1 0.21 1 833
Epilepsy 2 1.48 2 1.63 0 0.00
Diepression ] 0,00 0 0.00 0 0.00
Insommnia g 5.03 g 4.50 0 0.00
(Oither 15 11.11 15 1220 0 0.00
Hemophilic Mo &0 51.11 4l 44250 8 G667
arthropatiny Tes 63 46.67 &0 48.78 3 2500
Lnknown i 21 2 1.463 1 833
Target joint Mo 110 21.48 100 gl.30 10 8333
ez 17 12.59 17 1382 0 0.0
Unknown g 5.03 i 4.88 2 15.67
Hepatic impainment Mo 124 3.33 114 9268 12 10:0.00
Yes g 5.03 g &.50 0 0.00
Unknown 1 074 1 0.21 0 0.00
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Table 10.1-1 Patient background (safety analysis set) (continued)

Crrerall PTP: PUB:
Patient backzroumnd Huzaber Percentaze Humj:er Parcantage Himber Percentage
item Leels of % . % of %
patients padents patents
Breakdowm of hepatic | Hepattis C i 17 i 14 0 0.00
impairment Hepattis B 1 074 1 .81 0 (.04
{(overlapping Cirthosis . 148 . 1.63 0 0.04)
tabulation) Fatty liver 3 12X 3 24 0 .04
Orther L Q.00 L 006D 0 0.0
Flenal impaimmens Mo 132 07.78 130 o7.56 12 10:0.00
Tes 2 148 2 1.63 0 0.04
Unknown ] 074 1 081 0 0.04
Breakdowm of renal Dhiabetic nephropathy 1 074 1 .81 0 (0.0H)
impainment Feenal caloulns 0 Q.00 0 006D 0 0.00
(oveslapping Orther ] 074 ] 21 0 (0.04)
tabulaton)
Allersy Ko 122 00.37 11 20.24 11 9147
Yz g 503 7 5.60 1 833
Unknown 5 370 5 407 0 0.040
Breakdown of allerzy | Dmg 3 171 3 14 0 0.04
{(overlapping Food i 212 2 1.63 1 833
tabulation) Pollen 2 148 2 1.63 0 0.04)
Crther 1 074 1 081 0 0.04
Comze of bemophilis A | Congenital i5 10000 1313 10H0. 08 12 1060 04D
Acquirad L Q.00 L 006D 0 0.04
Age at hemophilia A 1 41 3037 38 30.89 3 2500
diagmosis (years) 1 and <2 12 3l 1106 28 2276 3 2500
12 and < 18 4 206 E] 24 1 8.33
18 and < 65 7 519 4 3.25 3 2500
G5 2 148 1 .21 1 8.33
Tnknown 50 i7. 44 30.84 1 833
Most recent anmslized | =0 and < 1 33 1444 28 23.58 4 3333
bleeding rate =1and=10 + 31159 44 3577 i 0.0
(s year) 10 14 037 14 1138 0 (.04
Unknown + 1159 El 2927 8 G667
Severfy of bemophilia | Severs (< 1%) 101 T4.81 a3 75.61 8 G667
A (plasma residual Moderate (= 1% o 12 11.33 14 13.01 2 15.67
factor VI activity) %)
Mild (= 5%) o 667 7 5.60 2 16,67
Unknown {measured 7 519 7 5.60 0 0.0
walue mmknown or not
measured)
Stams of administration | Kowvaltry 5 37 4 3.25 1 8.33
of factor VIO products | Eloctate 1 074 1 .81 0 0.00
before the start of MowvoEight 1 074 1 .21 0 .04
admrinistration of Adbcate 105 77.78 102 g1.03 3 25.00
ADYMOVATE (most | Kpeenate FS 7 5.19 7 5.60 i 0.4
TeCEnt) Cross eizht MM 5 370 5 4.07 0 (.04
Confact F 2 148 1 .81 1 833
Crther 2 148 2 1.63 0 0.04
Mot performed 7 519 0 006D 7 5833
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Table 10.1-1 Patient background (safety analysis set) (continued)

Crverall PTP: FlP:
Patient background Hurber Percenmge Hu:u:ber Parcantage Humber Percentage
item Levels of 5 = % of %
patienis patents patients

Dwosing regimen before | Prophylaxds therapy T8 57.78 T8 63.41 0 0.00
the start of Om-demand 25 18.52 21 17.07 4 3333
administration of replacement therapy
ADYMOVATE (most | Prophylads and oo- 22 16.30 2 17.89 0 0.00
TeCent) demamd replacement

therapy

(Ot 3 1 17 2 1.63 1 833

Mot performed 7 5.10 ] 0.00 7 5833
History of facter VI | Mo 104 774 97 78.86 7 5833
inhibitor developmant | Yas 7 5.10 7 5.60 0 0.00

Unknown 24 17.78 19 1545 5 4167
Family history of Ho 56 4148 52 4228 4 3333
hemophilia Tes 5 37.78 44 3740 5 41.67

Unknown 28 20.74 25 20.33 k] 25.00
Family history of Ho o0 6667 85 §2.11 5 41.67
mhibitor developmeant | Yas ] 44 ] 488 0 0.00

Unknown 39 1889 32 26.02 7 5833
Fregnancy Ho 1 100.00 ] 0.00 1 10:0.00

Tes ] 0.00 ] 0.00 0 0.00
Concomutant drgs o o4 60.63 89 7136 5 41.67

Tes 41 3037 34 27.64 7 5833
Concomitsnt therapies | Mo 134 00. 24 122 00,19 2 100.00

Tas 1 074 1 0.81 0 0.00

*Unknown: The CPFs were collectsd and tabulated as FTPs
Perrenfaze Yo Mumber of patients / Mumber of patients inchuded in safety evalation * 100

Assessor’'s comment

The overall study population was comprised of 135 HA patients. Regarding the paediatric study
population, 35 (25.3%) patients were under 12 years of age, including 6 PUPs. 5 (3.7%) patients were
>12 and <18 years of age, including 1 PUP. It is noted that the PTP definition applied (=4 EDs) differs
from the commonly used definition used in the EU (=150 EDs). Baseline characteristics were not
summarised according to age subgroups and no further comments on the demographics of the
paediatric study population can therefore currently be made. A general request for additional analyses
on paediatric subgroups is made.

Efficacy results

Of the patients included in the efficacy evaluation of prophylaxis therapy, 90.70% (117/129) of
patients received long-term prophylaxis therapy. Of these, spontaneous bleeding occurred in 20.51%
(24/117) of patients and breakthrough bleeding occurred in 27.35% (32/117) of patients. By
treatment history, patients who received long-term prophylaxis therapy accounted for 92.44%
(110/119 patients) in PTPs and 70.00% (7/10 patients) in PUPs. Among them, spontaneous bleeding
occurred in 21.82% (24/110 patients) in PTPs, and breakthrough bleeding occurred in 28.18% (31/110
patients) in PTPs and 14.29% (1/7 patients) in PUPs.

The median annualized rate of spontaneous bleeding was 1.99 times/year (range, 1.00 to 3.59). By
treatment history, the rate was 1.99 times/year (minimum, 0.9; maximum, 18.5) in PTPs.

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

EMA/511224/2024 Page 13/55




The median annualized rate of breakthrough bleeding was 3.09 times/year (range, 1.54 to 5.01). By
treatment history, the rate was 3.16 times/year (minimum, 0.9; maximum, 45.0) in PTPs and 2.91
times/year (minimum, 2.9; maximum, 2.9) in PUPs.

The ABR (spontaneous bleeding) in the long-term prophylaxis therapy is shown in Table 11.1.1-1, and
the ABR (breakthrough bleeding, all bleeds occurring in patients on prophylaxis therapy) in the long-
term prophylaxis therapy is shown in Table 11.1.1-2.

Table 11.1.1-1 Annualized bleeding rate (spontaneous bleeding) (long-term prophylaxis therapy)
(effectiveness analysis set)

Overall PTPs PUPs
Prophylaxis therapy Number Number Number
of Percentage of Percentage of Percentage
patients/ (%) patients/ (%) patients/ (%)
statistics statistics statistics
Number of patients mcluded in efficacy evaluation 129% 119 10%*
Number of patients receiving long-term 117 90.70 110 92.44 7 70.00
prophylaxis therapy
Number of patients with spontaneous bleeding 24 20.51 24 21.82 0 0.00
during prophylaxis therapy
Annualized bleeding rate | Mean 3.08 3.08 -
Standard deviation 3.71 3.71 -
Minimum 0.9 0.9 -
First quartile 1.00 1.00 -
Median 1.99 1.99 -
Third quartile 3.59 3.59 -
Maximum 18.5 18.5

Annualized bleeding rate = (number of spontaneous bleeding events during each treatment period/each treatment period) = 3652425
*Two patients who received the prophylaxis therapy, “preventive treatment.” were excluded from the patients mcluded in the efficacy
evaluation for prophylaxis therapy.

**In 2 PUPs, the details of “prophylaxis treatment™ was “immune tolerance therapy™ and “perioperative administration™; therefore, these

patients were excluded from tabulation.
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Table 11.1.1-2 Annualized bleeding rate (breakthrough bleeding) (long-term prophylaxis therapy)

(effectiveness analysis set)

Overall PTPs PUPs
Prophylaxis therapy Number Number Number
of Percentage of Percentage of Percentage
patients/ (%) patients/ (%) patients/ (%)
stafistics stafistics statistics
Number of patients included in efficacy evaluation 129* 119 10%%*
Number of patients receiving long-term 117 90.70 110 92.44 7 70.00
prophylaxis therapy
Number of patients with breakthrough bleeding 32 27.35 31 28.18 1 14.29
during prophylaxis therapy
Annualized bleeding rate | Mean 5.14 5.21 291
Standard deviation 8.07 8.19 -
Minimum 0.9 0.9 2.9
First quartile 1.54 1.11 291
Median 3.09 3.16 291
Third quartile 5.01 5.10 291
Maximum 45.0 45.0 2.9

Annualized bleeding rate = (number of breakthrough bleeding events during each treatment peniod/each treatment period) = 365.2425

*Two patients who received the prophylaxis therapy, “preventive treatment.” were excluded from the patients included in the efficacy

evaluation for prophylaxis therapy.

**In 2 PUPs, the details of “prophylaxis treatment™ was “immune tolerance therapy™ and “penioperative administration™; therefore, these

patients were excluded from tabulation.

Hemostatic effectiveness of treatment of breakthrough bleeding during prophylaxis therapy

Of 122 patients who received prophylaxis therapy, 139 breakthrough bleeding events occurred in 35
patients (28.69%), and 91 breakthrough bleeding events in 32 patients were treated with ADYNOVATE.
Of these, the treatment was rated as “excellent” for 33 events (36.26%), as “good” for 56 events
(61.54%), and as “poor” for 2 events (2.20%). There was no evaluation as “fair.”

The 2 breakthrough bleeding events assessed as “poor” occurred in patients who had factor VIII
inhibition as a serious adverse drug reaction; therefore, the events were considered to be associated
with the impact of inhibitor development.

The hemostatic effectiveness of treatment of breakthrough bleeding during prophylaxis therapy is
shown in Table 11.1.2.1-1.
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Table 11.1.2.1-1 Hemostatic effectiveness of treatment of breakthrough bleeding

(effectiveness analysis set)

Overall PTPs PUPs
Treatment of breakthrough bleeding by the Number of Number of Number of
. ) . | Percentage ) . | Percentage . | Percentage
administration of ADYNOVATE patients/ = | patients/ patients/
(%) (%) (%5)
events events events
Number of patients included in efficacy evaluation 131 119 12
Number of patients receiving prophylaxis therapy 122 93.13 111 93.28 11 91.67
Number of patients with breakthrough bleedin,
vmiber oF patients With breaiiinongh bleecing 35 28.69 32 28.83 3 27.27
during prophylaxis therapy
Number of breakthrough bleeding events 139 132 7
Numt?er of _patlents treated for breakthrough 3 91 43 29 90.63 3 100.00
bleeding with ADYNOVATE
Number of breakthrough bleeding events treated 91 36 5
with ADYNOVATE
Efficacy evaluation*: Excellent 33 36.26 32 37.21 1 20.00
Good 56 61.54 54 62.79 2 40.00
Fair 0 0.00 0 0.00 0 0.00
Poor 2 220 0 0.00 2 40.00

*For evaluation. the number of events was counted instead of the number of patients.

The most common number of doses required to treat breakthrough bleeding was 1, regardless of the
site, severity, or type of bleeding.

The number of doses required to treat breakthrough bleeding and percentage is shown in Table
11.1.2.1-2.

Table 11.1.2.1-2 Number of doses required to treat breakthrough bleeding and percentage
(effectiveness analysis set)

Number of doses
Item
1 2 3 >4

. Intraarticular 43 (81.1) 5 (9.4) 4 (7.5) 1 (1.9

Bleeding
" Intramuscular 14 (87.5) 0 (0.0) 2 (12.5) 0 (0.0)

site
Other 16 (27| 1 (4.5) 4 18| 1 @.5)
Breakdown i Mild 64 (88.9) 4 (5.6) 4 (5.6) 0 (0.0)
. Severity of

of bleeding bleedin Moderate 8 (47.1) 2 (11.8) 6 (35.3) 1 (5.9)
g Severe 1 (500)| 0 (0.0) 0 (0.0) 1 (50.0)
Type of Spontaneous bleeding 60 (81.1) 6 (8.1) 6 (8.1) 2 2.7)
bleeding Traumatic bleeding 13 (76.5) 0 (0.0) 4 (23.5) 0 (0.0)

Hemostatic effectiveness of on-demand replacement therapy

In 17 patients who received on-demand replacement therapy, 61 bleeding events were treated. Of
these, the treatment was rated as “excellent” for 20 events (32.79%), as “good” for 36 events
(59.02%), as “fair” for 4 events (6.56%), and as “poor” for 1 event (1.64%). The haemophilia A
patient in whom treatment was rated as “poor” was old and the number of days of administration of
factor VIII products was "0 days.” ADYNOVATE was administered 3 times for the treatment of
subcutaneous hematoma and hematuria (severity, moderate). Inhibitor development was observed 3
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days after the start of the administration of ADYNOVATE for the bleeding concerned, and the
administration ended 6 days after the start.

The hemostatic effectiveness of on-demand replacement therapy is shown in Table 11.1.2.2-1.

Table 11.1.2.2-1 Hemostatic effectiveness of on-demand replacement therapy
(effectiveness analysis set)

Overall PTPs PUPs
On-demand replacement therapy Number of Number of Number of
i .| Percentage . ) Percentage . . Percentage
patients/ patients/ = patients/ =
(%) (%) (%)
events events events
Number of patients included in efficacy
umber of patients included in efficacy 131 119 12
evaluation
Number of patient: -demand
umber of patients receiving on-deman 17 12.98 14 1176 3 25.00
replacement therapy
Number of bleeding events 61 58 3
Efficacy evaluation*: Excellent 20 32.79 19 32.76 1 3333
Good 36 59.02 35 60.34 1 3333
Fair 4 6.56 4 6.90 0 0.00
Poor 1 1.64 0 0.00 1 3333

*For evaluation, the number of events was counted mstead of the number of patients.

The most common number of doses required to treat bleeding was 1, regardless of the site, severity,
or type of bleeding.

The number of doses required to treat bleeding and percentage are shown in Table 11.1.2.2-2.

Table 11.1.2.2-2 Number of doses required to treat bleeding and percentage
(effectiveness analysis set)

Number of doses
Ttem
1 2 3 =4
. Intraarticular 34 944 0 (0.0) 1 (2.8) 1 (2.8)
Bleeding
” Intramuscular 4 (80.0) 0 (0.0) 0 (0.0) 1 (20.0)
site
Other 15 (75.0) 1 (5.0) 1 (5.0) 3 (15.0)
Breakdown i Mild 45 (93.8) 1 (2.1) 0 (0.0) 2 (4.2)
) Severity of
of bleeding bleedin Moderate 3 (50.0) 0 (0.0) 1 (16.7) 2 (333)
i Severe 5 (711.4) 0 (0.0) 1 (14.3) 1 (14.3)
Type of Spontaneous bleeding 42 (93.3) 0 (0.0) 2 (4.4) 1 (22
bleeding Traumatic bleeding 11 (68.8) 1 (6.3) 0 (0.0) 4 (25.0)

Efficacy summary

Of the 129 patients included in the efficacy evaluation of prophylaxis therapy, 117 (90.70%) received
long-term prophylaxis therapy. Among them, spontaneous bleeding occurred in 20.51% (24/117) of
patients and breakthrough bleeding in 27.35% (32/117) of patients. By treatment history, patients
who received long-term prophylaxis therapy accounted for 92.44% (110/119 patients) in PTPs and
70.00% (7/10 patients) in PUPs. Among them, spontaneous bleeding occurred in 21.82% (24/110
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patients) in PTPs, and breakthrough bleeding occurred in 28.18% (31/110 patients) in PTPs and
14.29% (1/7 patients) in PUPs.

The median annualized rate of spontaneous bleeding was 1.99 times/year (range, 1.00 to 3.59), and
the median annualized rate of breakthrough bleeding was 3.09 times/year (range, 1.54 to 5.01).

For the treatment of bleeding, hemostatic effectiveness in the administration for breakthrough bleeding
during prophylaxis therapy and on-demand replacement therapy was evaluated. Of the 122 patients
who received prophylaxis therapy, 139 breakthrough bleeding events occurred in 35 patients
(28.69%), and 91 breakthrough bleeding events in 32 patients were treated with ADYNOVATE. Of
these, the treatment was rated as “excellent” for 33 events (36.26%), as “good” for 56 events
(61.54%), and as “poor” for 2 events (2.20%). The treatment was rated as “fair” in none of the
patients. In 17 patients who received on-demand replacement therapy, 61 bleeding events were
treated. Of these, the treatment was rated as “excellent” for 20 events (32.79%), as “good” for 36
events (59.02%), as “fair” for 4 events (6.56%), and as “poor” for 1 event (1.64%).

Safety results

Overall, 135 patients were included in the safety evaluation; 123 were PTPs and 12 were PUPs.

The primary safety outcome in this survey is “inhibitor development” and “shock, anaphylaxis”
corresponding to important identified risks in the risk management plan.

Occurrence of Adverse Events

Overall, 10 (7.41%) patients reported 19 AEs. By treatment history, 5 (4.07%) patients in the PTP
group and 5 (41.67%) in the PUP group reported AEs.

The only AE reported in =2 patients overall was FVIII inhibition with 4 (2.96%) patients; 1 (0.81%)
patient in PTPs and 3 (25.0%) patients in PUPs.

Corresponding to primary safety outcome, FVIII inhibition was the only AE reported as the event
corresponding to “inhibitor development” (ADYNOVATE Japan drug use-results survey [261601] CSR,
Table 10.3.3.1-1). The AEs reported as those corresponding to “shock, anaphylaxis” were dermatitis
atopic and eczema, reported in 2 (1.48%) patients, all from the PUP group; 1 (0.74%) patient each
had AEs dermatitis atopic and eczema (ADYNOVATE Japan drug use-results survey [261601] CSR,
Table 10.3.3.1-2).

The occurrence of adverse events (AEs) is shown in Table 4.
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Table 4. Occurrence of Adverse Events (Safety Analysis Set)

Overall PTPs PUPs

Number of patients included in safety evaluation 135 123 12

Number of patients with adverse events 10 5 5

Number of adverse events® 19 6 13

Incidence of adverse events, % 7.41 4.07 41.67

Type of adverse event Number of patients with adverse events by type

(incidence [%0])*

Infections and infestations 2(1.48) 1(0.81) 1(8.33)
Nasopharyngitis 1(0.74) 0 (0.00) 1(8.33)
Tonsillitis 1(0.74) 1(0.81) 0 (0.00)

Neoplasms benign, malignant and unspecified (incl 1(0.74) 1(0.81) 0 (0.00)

cysts and polyps)

Hepatic cancer 1(0.74) 1(0.81) 0 (0.00)

Blood and lymphatic system disorders 4(2.96) 1(0.81) 3(25.00)

Overall PTPs PUPs
Factor VIII inhibition 4 (2.96) 1(0.81) 3(25.00)

Nervous system disorders 1 (0.74) 1(0.81) 0 (0.00)
Thrombotic cerebral infarction 1 (0.74) 1(0.81) 0 (0.00)

Respiratory, thoracic and mediastinal disorders 1(0.74) 1(0.81) 0 (0.00)
Epistaxis 1(0.74) 1(0.81) 0(0.00)

Gastrointestinal disorders 1(0.74) 1(0.81) 0 (0.00)
Discoloured vomit 1 (0.74) 1(0.81) 0 (0.00)

Skin and subcutaneous tissue disorders 2(1.48) 0 (0.00) 2(16.67)
Dermatitis atopic 1(0.74) 0 (0.00) 1(8.33)
Eczema 1(0.74) 0 (0.00) 1(8.33)

Musculoskeletal and connective tissue disorders 1 (0.74) 0 (0.00) 1(8.33)
Haemarthrosis 1(0.74) 0 (0.00) 1(8.33)

Injury, poisoning and procedural complications 1 (0.74) 0 (0.00) 1(8.33)
Subcutaneous haematoma 1(0.74) 0 (0.00) 1(8.33)

CSR=clinical study report; MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred term;
PTP=previously treated patient who had 4 or more exposure days to other products; PUP=previously untreated or
minimally treated patient who had 3 or less previous exposure days to other products; SOC=system organ class

3 Number of adverse events: In cases of multiple occurrences of the same PT in the same patient, the total number of
occurrences was counted.

® Number of patients with adverse events by type: Multiple occurrences of the same SOC and PT in the same patient
were not counted in an overlapping manner.

MedDRA/J version (26.0)
Source: ADYNOVATE Japan drug use-results survey (261601) CSR, Table 10.3.1.1-1

Occurrence of Adverse Drug Reactions/Infections

Overall, 5 (3.70%) patients reported 5 ADRs; 4 (2.96%) patients had FVIII inhibition and 1 (0.74%)
patient had a thrombotic cerebral infarction. By treatment history, among PTPs, 2 (1.63%) patients
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reported ADRs (1 [0.81%] patient each had FVIII inhibition and thrombotic cerebral infarction); among
PUPs, 3 (25.0%) patients reported ADR FVIII inhibition. Among the reported ADRs, FVIII inhibition was
expected and thrombotic cerebral infarction was unexpected.

Corresponding to primary safety outcome, FVIII inhibition was the only ADR reported as the event
corresponding to “inhibitor development”. The ADR was reported as serious in 1 (0.74%) patient and
nonserious in 3 (2.22%) patients. The serious ADR of FVIII inhibition was reported in a PUP patient (1
[8.33%] patient). There were no ADRs corresponding to “shock, anaphylaxis.”

The occurrence of ADRs/infections (hereinafter, ADRs) is shown in Table 5.

Table S. Occurrence of Adverse Drug Reactions/Infections (Safety Analysis Set)

Overall PTPs PUPs
Number of patients included in safety evaluation 135 123 12
Number of patients with adverse drug reactions 5 2 3
Number of adverse drug reactions® 5 2 3
Incidence of adverse drug reactions, % 3.70 1.63 25.00
Type of adverse drug reactions Number of patients with adverse drug reactions by type
(incidence [%0])"

Blood and lymphatic system disorders 4(2.96) 1(0.81) 3 (25.00)

Factor VIII inhibition 4(2.96) 1(0.81) 3 (25.00)
Nervous system disorders 1(0.74) 1(0.81) 0 (0.00)

Thrombotic cerebral infarction 1(0.74) 1(0.81) 0 (0.00)

CSR=clinical study report; MedDR A=Medical Dictionary for Regulatory Activities; PT=preferred term;
PTP=previously treated patient who had 4 or more exposure days to other products; PUP=previously untreated or
minimally treated patient who had 3 or less previous exposure days to other products; SOC=system organ class

3 Number of adverse drug reactions: In cases of multiple occurrences of the same PT in the same patient, the total
number of occurrences was counted.

® Number of patients with adverse drug reactions by type: Multiple occurrences of the same SOC and PT in the same
patient were not counted in an overlapping manner.

MedDRA/T version (26.0)
Source: ADYNOVATE Japan drug use-results survey (261601) CSR, Table 10.3.1.2-1

Serious ADRs of FVIII inhibition and thrombotic cerebral infarction were reported in 1 (0.74%) patient
each. An unexpected serious ADR of thrombotic cerebral infarction reported in 1 adult patient (18-64
years old) in the PTP group was resolved during continued treatment with ADYNOVATE and did not
recur after that; thus, it was considered to be attributable to a complication of hypertension and not to
be causally related to ADYNOVATE. A serious ADR of FVIII inhibition was reported in a young child in
the PUP group and the outcome was not resolved. This pediatric patient had no past history,
complications, history of allergy, or family history of inhibitor development while receiving treatment
with ADYNOVATE. Severe FVIII inhibition (verbatim term, FVIII inhibitor development) was observed
during prophylaxis therapy using ADYNOVATE (500 IU twice weekly). After the development of inhibitor
was confirmed in the results of a blood test performed, the inhibitor level increased. Prophylaxis
therapy using ADYNOVATE ended, and the treatment was shifted to immune-tolerance therapy using
ADYNOVATE. The administration of ADYNOVATE was continued at an increased dose (the dose was
increased to 750, 1000, and 1500 IU, and twice-weekly administration was continued). The inhibitor
level gradually declined but stopped declining once it reached 8 Bethesda Units. Thus, ADYNOVATE was
discontinued.
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Occurrence of ADRs by time of onset and outcome: The time of onset of FVIII inhibition was from Day
16 to Day 30 in 2 (1.48%) patients, Day 31 to Day 60 and Day 91 to Day 135 in 1 (0.74%) patient
each. The time of onset of thrombotic cerebral infarction was from Day 181 to Day 270 in 1 (0.74%)
patient. The outcome of FVIII inhibition was resolved in 2 (1.48%) patients, resolving in 1 (0.74%)
patient, and not resolved in 1 (0.74%) patient. The outcome of thrombotic cerebral infarction was
resolved in 1 (0.74%) patient.

Occurrence of ADRs by age group: FVIII inhibition was reported in 2 (5.71%) patients aged <12 years
and 2 (2.50%) patients aged 18-64 years. Thrombotic cerebral infarction was reported in 1 (1.25%)
patient aged 18-64 years. In PTPs, FVIII inhibition and thrombotic cerebral infarction were reported in
1 (1.30%) patient each aged 18-64 years. In PUPs, FVIII inhibition was reported in 2 (33.33%)
patients aged <12 years and 1 (33.33%) patient aged 18-64 years; no thrombotic cerebral infarction
occurred.

Occurrence of ADRs by patient background and treatment factor: The incidence of ADRs by the nhumber
of days of administration of FVIII preparation before the administration of ADYNOVATE (cumulative)
was 25.0% (3/12 patients) for 0-3 days, 0% for 4-50 days, 0% for 51-150 days, and 1.83% (2/109
patients) for 151 or more days.

The incidence of ADRs by gender was 2.99% (4/134 patients) in males and 100.0% (1/1 patient) in
females. The incidence of ADRs by cause of hemophilia A was 3.70% (5/135 patients) for congenital
disease and 0% for acquired disease.

The incidence of ADRs by age at the time of diagnosis of hemophilia A was 0% for <1 year, 6.45%
(2/31 patients) for 21 and <12 years, 25.0% (1/4 patients) for 212 and <18 years, 14.29% (1/7
patients) for 218 and <65 years, 0% for =65 years, and 2.0% (1/50 patients) for unknown at the time
of diagnosis. The incidence of ADRs by most recent ABR was 0% for 0 to <1 times/year, 2.27% (1/44
patients) for 1 to <10 times/year, 7.14% (1/14 patients) for 210 times/year, and 6.82% (3/44
patients) for unknown. The incidence of ADRs by details of treatment was 3.39% (4/118 patients) for
prophylaxis therapy, 0% for on-demand replacement therapy, and 12.50% (1/8 patients) for
prophylaxis therapy and on-demand replacement therapy (patients whose therapy was changed during
the observation period).

Assessor’'s comment

ADRs were reported in 2 paediatric patients. Both events were FVIII inhibition in previously untreated
patients under the age of 12. No ADRs were reported in adolescent patients.

In the adult patient population, FVIII inhibition was reported in two patients and thrombotic cerebral
infarction was reported in one patient.

No concerns arise from the limited data presented, however, separate analyses, including summary
tables, according to paediatric age subpopulations are requested.

Safety Summary

Of the 135 patients included in the safety evaluation, 123 were PTPs and 12 were PUPs.
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Overall, 5 ADRs were reported in 5 (3.70%) patients. The reported ADRs included FVIII inhibition in 4
(2.96%) patients (2 [5.71%] patients aged <12 years and 2 [2.50%] patients aged 18-64 years) and
thrombotic cerebral infarction in 1 (0.74%) patient aged 18 to 64 years. Of these, FVIII inhibition and
thrombotic cerebral infarction in 1 patient each were reported as serious.

A serious ADR of FVIII inhibition was reported in a young child in the PUP group and the outcome was
not resolved.

An unexpected ADR, “thrombotic cerebral infarction,” was observed, but resolved during continued
treatment with ADYNOVATE and did not recur after that; thus, the sponsor considered to be
attributable to a complication of hypertension and not to be causally related (reported and analyzed) to
ADYNOVATE. Based on the above, no information showing changes in the safety profile of ADYNOVATE
has been obtained, and therefore, it was judged unnecessary to take new safety measures at this point
in time.

2.3.2. Discussion on clinical aspects

The MAH provided results from the completed Adynovate drug use-results survey, study 26101, which
was conducted in Japan to investigate the safety and efficacy of Adynovate in actual use in daily clinical
practice. The study included patients <18 years of age and was therefore submitted to comply with the
requirements as stipulated in Article 46 of the Paediatric Regulation.

Study 261601 was conducted to gather data on real-world evidence on safety and efficacy of
Adynovate use in Japan.

Eligible participants were HA patients who received Adynovate in the real-world clinical setting,
including both PTPs (=4 EDs to other products) and PUPs (previously untreated or minimally treated
patients who had <3 EDs to other products).

In total, 135 paediatric and adult patients from 66 medical institutions were registered into the study.
Regarding the paediatric study population, 35 (25.3%) patients were under 12 years of age, including
6 PUPs. 5 (3.7%) patients were 212 and <18 years of age, including 1 PUP.

No study documentation beyond the final study report were provided, since according to the MAH no
English translation was prepared. Therefore, neither study protocol nor SAP were available for review.
No individual patient listings or narratives were provided. While clearly limiting the interpretability of
the provided data, this issue is not further pursued due to the exploratory character of the submitted
survey.

ADRs were reported in 2 paediatric patients. Both events were FVIII inhibition in previously untreated
patients under the age of 12. No ADRs were reported in adolescent patients.

In the adult patient population, FVIII inhibition was reported in two patients and thrombotic cerebral
infarction was reported in one patient.

No concerns arise from the limited data presented, however, data were initially presented for the
overall study population, including adults. Therefore separate analyses according to paediatric age
subpopulations were requested. With the responses, the Applicant provided separate analyses, which
did not raise concerns (see assessment of response to question 1 below, section 4).

Overall, from the data provided, no update to the PI is deemed necessary.
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3. CHMP overall conclusion and recommendation

X Not fulfilled:

Based on the data submitted, the MAH should provide additional analyses for the paediatric study
population as part of this procedure. (see section “Request for supplementary information”)

4. Request for supplementary information

Based on the data submitted, the MAH should address the following questions as part of this
procedure:

1. Separate analyses for the paediatric study population are requested, including baseline
characteristics, efficacy, and safety analyses.

The timetable is a 30 day response timetable with clock stop.

MAH responses to Request for supplementary information

Patient Composition

The pediatric population enrolled in Study 261601 included 13 patients aged <6 years, 22 patients
aged 6 to <12 years and 5 patients aged 12 to <18 years. All pediatric patients were male, Asian, and
were confirmed to have congenital hemophilia A. Overall, 4 pediatric patients (10.00%) had a history
of serious bleeding (2 patients [15.38%] aged <6 years and 2 patients [9.09%] aged 6 to <12 years),
and 7 pediatric patients (17.50%) had a surgical history (4 patients [30.77%] aged <6 years and 3
patients [13.64%] aged 6 to <12 years) (Table 1.a).

Overall, history of factor VIII (FVIII) inhibitor development was reported for 5 pediatric patients
(12.50%; 1 patient [7.69%] aged <6 years and 4 patients [18.18%] aged 6 to <12 years). History of
FVIII inhibitor development was unknown for 4 pediatric patients (10.00%; 2 patients [15.38%] aged
<6 years, 1 patient [4.55%] aged 6 to <12 years, and 1 patient [20.00%] aged 12 to <18 years).
Before the start of administration of Adynovate, the majority of pediatric patients received prophylaxis
therapy (24 patients [60.00%]) or prophylaxis and on-demand replacement therapy (9 patients
[22.50%]). The majority of pediatric patients had a cumulative number of days of administration of
FVIII products before the administration of Adynovate of at least 151 days (28 patients [70.00%])
(Table 1.a).
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric
Population (Safety Analysis Set)

Overall
s 2z : <6 years 6-<12 years 12-<18 years
(Pedu(\Ntr;: g)atlents) N=13) —2> (N=5)
n % n % n % n %

History of treatment with factor VIII products before administration of Adynovate

4 or more days of

st EIG 33 82.50 7 53.85 22 100.00 - 80.00
m:u‘fgjnprs) 7 17.50 6 46.15 0 0.00 1 20.00
Unknown 0 0.00 0 0.00 0 0.00 0 0.00
Number of days of administration of factor VIII products before the administration of Adynovate (cumulative)
0 to 3 days 7 17.50 6 46.15 0 0.00 1 20.00
4 to 50 days 2 5.00 1 7.69 1 455 0 0.00
51 to 150 days 2 5.00 2 15.38 0 0.00 0 0.00
=151 days 28 70.00 - 30.77 21 95.45 3 60.00
mﬂ;ﬁi‘:}ymown 1 2.50 0 0.00 0 0.00 1 20.00
Gender
Male 40 100.00 13 100.00 22 100.00 5 100.00
Female 0 0.00 0 0.00 0 0.00 0 0.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric

Population (Safety Analysis Set)

(Pediaee paients v - or—u
(N=40) ] )
n % n % n % n %

Age (years)

<12 35 87.50 13 100.00 22 100.00 0 0.00

>12 and <18 5 12.50 0 0.00 0 0.00 5 100.00

>18 and <65 0 0.00 0 0.00 0.00 0 0.00

=65 0 0.00 0 0.00 0 0.00 0 0.00

fg‘:k:;';‘; t(g:‘;‘:,f‘:’ﬁ)md 0 0.00 0 0.00 0 0.00 0 0.00
Medical care category

Inpatient 5 12.50 38.46 0 0.00 0 0.00

Outpatient 35 87.50 61.54 22 100.00 5 100.00
Race

Asian 40 100.00 13 100.00 22 100.00 5 100.00

White 0 0.00 0 0.00 0 0.00 0 0.00

Black 0 0.00 0 0.00 0 0.00 0 0.00

Other 0 0.00 0 0.00 0 0.00 0 0.00
Serious bleeding

No 36 90.00 11 84.62 20 90.91 5 100.00

Yes - 10.00 2 1538 2 9.09 0 0.00

Unknown 0 0.00 0 0.00 0.00 0 0.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric

Population (Safety Analysis Set)

Overall
. . <6 years 6-<12 years 12-<18 years
(Ped‘g;:‘g; — (N=13) N=22) (N=5)
n % n % n % n %
Surgical history
No 32 80.00 9 69.23 19 86.36 - 80.00
Yes 7 17.50 -+ 30.77 3 13.64 0 0.00
Unknown 1 2.50 0 0.00 0 0.00 1 20.00
Past history
No 36 90.00 12 9231 19 86.36 5 100.00
Yes - 10.00 1 7.69 3 13.64 0 0.00
Unknown 0 0.00 0 0.00 0 0.00 0 0.00
Breakdown of past history (overlapping tabulation)
Hepatitis C 0 0.00 0 0.00 0 0.00 0 0.00
Hepatitis B 0 0.00 0 0.00 0 0.00 0 0.00
Other 4+ 10.00 1 7.69 3 13.64 0 0.00
Complications
No 37 92.50 11 84.62 21 95.45 5 100.00
Yes 2 5.00 1 7.69 1 455 0 0.00
Unknown 1 2.50 1 7.69 0 0.00 0 0.00
Breakdown of complications (overlapping tabulation)
HIV infection 0 0.00 0 0.00 0 0.00 0 0.00
Hypertension 0 0.00 0 0.00 0 0.00 0 0.00
Hyperlipidemia 0 0.00 0 0.00 0 0.00 0 0.00
Diabetes mellitus 0 0.00 0 0.00 0 0.00 0 0.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric

Population (Safety Analysis Set)

Overall
. . <6 years 6-<12 years 12-<18 years
(P"d"(';':“',’;m““) (N=13) (N=22) (N=5)
n % n % n % n %

Gastric ulcer 0 0.00 0 0.00 0 0.00 0 0.00

Chronic gastritis 0 0.00 0 0.00 0 0.00 0 0.00

Anemia 1 2.50 1 7.69 0 0.00 0 0.00

Epilepsy 0 0.00 0 0.00 0 0.00 0 0.00

Depression 0 0.00 0 0.00 0 0.00 0 0.00

Insomnia 0 0.00 0 0.00 0 0.00 0 0.00

Other 1 2.50 0 0.00 1 455 0 0.00
Hemophilic arthropathy

No 38 95.00 12 9231 21 9545 5 100.00

Yes 1 2.50 0 0.00 1 455 0 0.00

Unknown 1 2.50 1 7.69 0 0.00 0 0.00
Target joint

No 38 95.00 12 9231 21 95.45 5 100.00

Yes 1 2.50 0 0.00 455 0 0.00

Unknown 1 2.50 1 7.69 0 0.00 0 0.00
Hepatic impairment

No 40 100.00 13 100.00 22 100.00 5 100.00

Yes 0 0.00 0 0.00 0 0.00 0 0.00

Unknown 0 0.00 0 0.00 0 0.00 0 0.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric

Population (Safety Analysis Set)

Overall

(Pediatric patients) <6 years 6-<12 years 12-<18 years
(N=4§) (N=22) (N=5)
n % n % n % n %

Breakdown of hepatic impairment (overlapping tabulation)

Hepatitis C 0 0.00 0 0.00 0 0.00 0 0.00

Hepatitis B 0 0.00 0 0.00 0 0.00 0 0.00

Cirrhosis 0 0.00 0 0.00 0 0.00 0 0.00

Fatty liver 0 0.00 0 0.00 0 0.00 0 0.00

Other 0 0.00 0 0.00 0 0.00 0 0.00
Renal impairment

No 40 100.00 13 100.00 22 100.00 5 100.00

Yes 0 0.00 0 0.00 0 0.00 0 0.00

Unknown 0 0.00 0 0.00 0 0.00 0 0.00
Breakdown of renal impairment (overlapping tabulation)

Diabetic nephropathy 0 0.00 0 0.00 0 0.00 0 0.00

Renal calculus 0 0.00 0 0.00 0 0.00 0 0.00

Other 0 0.00 0 0.00 0 0.00 0 0.00
Allergy

No 37 92.50 12 9231 20 90.91 5 100.00

Yes 3 7.50 1 7.69 2 9.09 0 0.00

Unknown 0 0.00 0 0.00 0 0.00 0 0.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric

Population (Safety Analysis Set)

(Pedi:)t::::tients) <6 years 6-<12 years 12-<18 years
(N=40)
n % n % n % n %

Breakdown of allergy (overlapping tabulation)

Drug 0 0.00 0 0.00 0 0.00 0 0.00

Food 2 5.00 1 7.69 1 455 0 0.00

Pollen 0 0.00 0 0.00 0 0.00 0 0.00

Other 1 2.50 0 0.00 1 455 0 0.00
Cause of hemophilia A

Congenital 40 100.00 13 100.00 22 100.00 5 100.00

Acquired 0 0.00 0 0.00 0 0.00 0 0.00
Age at hemophilia A diagnosis (years)

<1 23 57.50 8 61.54 13 59.09 2 40.00

>1 and <12 15 37.50 5 38.46 8 36.36 2 40.00

>12 and <18 1 2.50 0 0.00 0 0.00 1 20.00

>18 and <65 0 0.00 0 0.00 0 0.00 0 0.00

=65 0 0.00 0 0.00 0 0.00 0 0.00

Unknown 1 2.50 0 0.00 1 455 0 0.00
Most recent annualized bleeding rate (times/year)

>0 and <1 12 30.00 2 15.38 8 36.36 2 40.00

>1 and <10 14 35.00 - 30.77 9 40.91 1 20.00

=10 2 5.00 1 7.69 1 455 0 0.00

Unknown 12 30.00 6 46.15 -+ 18.18 2 40.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric
Population (Safety Analysis Set)
Overall
et <t <6-years 6-<12 years 12-<18 years
( gy ON=13) N=22) (N=5)
n % n % n % n %
Severity of hemophilia A (plasma residual factor VIII activity)
Severe (<1%) 34 85.00 12 9231 17 77.27 5 100.00
Moderate (=1% to <5%) 5 12.50 1 7.69 4 18.18 0 0.00
Mild (=5%) 0 0.00 0 0.00 0 0.00 0 0.00
&‘L"fg’xiﬁﬁ;‘sx 1 2.50 0 0.00 1 455 0 0.00
Status of administration of factor VIII products before the start of administration of Adynovate (most recent)
Kovaltry 1 2.50 0 0.00 1 455 0 0.00
Eloctate 1 2.50 0 0.00 1 4.55 0 0.00
NovoEight 0 0.00 0 0.00 0 0.00 0 0.00
Advate 33 82.50 9 69.23 20 90.91 - 80.00
Kogenate FS 0 0.00 0 0.00 0 0.00 0 0.00
Cross eight M/MC 0 0.00 0 0.00 0 0.00 0 0.00
Confact F 0 0.00 0 0.00 0 0.00 0 0.00
Other 0 0.00 0 0.00 0 0.00 0 0.00
Not performed 5 12.50 + 30.77 0 0.00 1 20.00
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Table 1.a

Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric
Population (Safety Analysis Set)

(Pediatric patients)

6-<12 years

12-<18 years

n % n % n % %
Dosing regimen before the start of administration of Adynovate (most recent)
Prophylaxis therapy 24 60.00 5 38.46 16 72.73 60.00
g‘;g;‘;md et 1 2.50 1 7.69 0 0.00 0.00
fe‘:l’fz:nﬁ ::r::;d“nmd 9 22.50 2 15.38 6 27.27 20.00
Other 1 2.50 1 7.69 0 0.00 0.00
Not performed 5 12.50 - 30.77 0 0.00 20.00
History of factor VIII inhibitor development
No 31 77.50 10 76.92 17 77.27 80.00
Yes 5 12.50 1 7.69 -+ 18.18 0.00
Unknown - 10.00 2 15.38 1 455 20.00
Family history of hemophilia
No 24 60.00 8 61.54 14 63.64 40.00
Yes 13 32.50 -4 30.77 7 31.82 40.00
Unknown 3 7.50 1 7.69 1 455 20.00
Family history of inhibitor development
No 32 80.00 10 76.92 19 86.36 60.00
Yes 2 5.00 2 15.38 0 0.00 0.00
Unknown 6 15.00 1 7.69 3 13.64 40.00
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Table 1.a Baseline Characteristics of the Study Population by Pediatric Sub-Population and Overall Pediatric
Population (Safety Analysis Set)

Overall
. . <6 vears 6-<12 vears 12-<18 years
Pediatri tient - . p
Sl pulbent) (N=13) ~N=22) (~N=5)
n % n % n % n %
Pregnancy
No 0 0.00 0 0.00 0 0.00 0 0.00
Yes 0 0.00 0 0.00 0 0.00 0 0.00
Concomitant drugs
No 33 82.50 7 53.85 21 9545 5 100.00
Yes 7 17.50 6 46.15 1 455 0 0.00
Concomitant therapies
No 40 100.00 13 100.00 22 100.00 5 100.00
Yes 0 0.00 0 0.00 0 0.00 0 0.00

N: number of patients included in safety evaluation; PTP: previously treated patient; PUP: previously untreated patient.

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMA/511224/2024 Page 32/55



Performed Therapy

The breakdown of major therapies using Adynovate was prophylaxis therapy performed in 38 pediatric
patients (95.0%), including 31 pediatric previously treated patients (PTPs) and 7 pediatric previously
untreated patients (PUPs) (100.0%); on-demand replacement therapy was not performed in pediatric
patients (Table 1.b).

Prophylaxis therapy and on-demand replacement therapy were performed in 2 pediatric patients
(5.0%), both were PTPs (6.1%); they were patients whose therapy was changed during the
observation period (Table 1.b).

Table 1.b Status of Administration of Adynovate at the End of the Observation
Period (Safety Analysis Set)
Overall

(Pediatric patients) (11:11535) (P;:;I:
(N=40) '
n (%) n (%) n (%)
Major therapies using Adynovate
Prophylaxis therapy 38 (95.0) 31 (93.9) 7 (100.0)
On-demand replacement therapy 0 (0.0) 0 (0.0) 0 (0.0)
™ 2 60 1 @ o oo

N: number of patients included in safety evaluation; PTP: previously treated patient; PUP: previously untreated
patient.

*Patients whose therapy was changed during the observation period.

Type of Prophylaxis Therapy

The majority of pediatric patients (39 [97.5%]) received long-term prophylaxis therapy and 2 pediatric
patients (5.0%), both aged <6 years, received short-term prophylaxis; 1 of these pediatric patient
aged <6 years received both short- and long-term prophylaxis (Table 1.c).

Table 1.c Types of Prophylaxis Therapy (Safety Analysis Set)

Overall
(Pediatric <6 years 6-<12 years 12-<18years
patients) (N=13) (N=22 (N=5)
(N=40) n (%) n (%) n (%)
n (%)

Long-term prophylaxis 39* (97.5) 12* (92.3) 22 (100.0) 5 (100.0)
Short-term prophylaxis 2¢ (5.0) 2 (15.4) 0 (0.0) 0 (0.0)
Preventive treatment 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

N: number of patients included in safety evaluation.
*One patient who received both long-term and short-term therapies was counted in each of these categores.

Details of Treatment (Long-Term Prophylaxis Therapy)

The mean (standard deviation [SD]) duration of long-term prophylaxis therapy for pediatric patients

was 358.8 (103.94) days overall, with 349.4 (144.65) days in patients aged <6 years, 354.5 (40.58)
days in patients aged 6 to <12 years, and 398.4 (191.52) days in patients aged 12 to <18 years. The
mean (SD) dose per administration was 50.9 (11.11) IU/kg for pediatric patients overall (52.3 [9.64]
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IU/kg for patients aged <6 years, 52.2 [11.55] IU/kg for patients aged 6 to <12 years, and 41.6
[9.17] IU/kg for patients aged 12 to <18 years). The mean (SD) dosing frequency was 2.1 (0.24)
times per week for the pediatric patients overall (2.0 [0.00] times per week for patients aged <6
years, 2.1 [0.22] times per week for patients aged 6 to <12 years, and 2.2 [0.45] times per week for
patients aged 12 to <18 years) (Table 1.d).

Table 1.d Details of Treatment (Long-Term Prophylaxis Therapy) (Safety Analysis

Set)
Overall
Item (Pediatric <6 years 6-<12 years 12-<18 years
patients) (N=11%) (N=22) (N=5)
(N=38%)
Duration of treatment (days)
Mean 358.8 3494 3545 3984
Standard deviation 103.94 144.65 40.58 191.52
Mimnimum 179 192 189 179
First quartile 349.0 251.0 356.0 366.0
Median 365.5 363.0 366.0 367.0
Third quartile 370.0 370.0 368.0 372.0
Maximum 726 726 389 708
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Table 1.d Details of Treatment (Long-Term Prophylaxis Therapy) (Safety Analysis

Set)
Overall
Item (Pediatric <6 years 6-<12 years 12-<18 years
patients) (N=11%) (N=22) (N=5)
(N=38%)
Dose per administration (IU/kg)
Mean 509 523 522 41.6
Standard deviation 11.11 9.64 11.55 9.17
Minimum 23 37 23 26
First quartile 459 46.3 475 415
Median 496 504 511 447
Third quartile 576 56.8 588 46.1
Maximum 79 74 79 50
Dosing frequency (times per week)
Mean 21 20 21 22
Standard deviation 0.24 0.00 0.22 0.45
Mimnimum 2 2 2 2
First quartile 20 20 20 20
Median 20 20 20 20
Third quartile 20 20 20 20
Maximum 3 2 3 3
Total number of doses
Mean 108.9 106.5 1074 120.6
Standard deviation 33.17 46.11 15.17 58.76
Mimnimum 47 54 92 47
First quartile 96.0 70.0 96.0 99.0
Median 104.0 106.0 104.0 104.0
Third quartile 119.0 119.0 109.0 150.0
Maximum 217 217 140 203

N: number of patients included in safety evaluation.

*In 1 patient, “long-term™ was selected, but the details of treatment was “immune-tolerance therapy™; therefore,
this patient was excluded from tabulation.

Details of Treatment (Short-Term Prophylaxis Therapy)

The pediatric patient who received short-term prophylaxis therapy was a PUP aged <6 years. The
patient’s duration of treatment was 53.0 days, the dose per administration was 48.4 IU/kg, and the
total number of doses was 15.0 (Table 1.e).
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Table 1.e Details of Treatment (Short-Term Prophylaxis Therapy) (Safety Analysis

Set)
Item (Pedia(t);i:l:;lﬁents) i Sl
N=1%) =0 (N=1%)
Duration of treatment (days)
Mean 53.0 - 53.0
Standard deviation E - -
Minimum 53 - 53
First quartile 53.0 - 53.0
Median 53.0 - 53.0
Third quartile 53.0 - 53.0
Maximum 53 - 53
Dose per administration (IU/kg)
Mean 484 - 484
Standard deviation - - -
Minimum 48 - 48
First quartile 484 - 484
Median 484 B 484
Third quartile 484 - 484
Maximum 48 - 48
Dosing frequency (times per week)
Mean - - -
Standard deviation - B -
Minimum E - -
First quartile - - -
Median - - -
Third quartile - E -
Maximum - - -
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Table 1.e Details of Treatment (Short-Term Prophylaxis Therapy) (Safety Analysis

Set)
Item (Pedia?l‘i:l::]l]ﬁents) £ PUPS,_} -
(N=1%) (N=0) (N=1%)
Total number of doses
Mean 15.0 - 15.0
Standard deviation B B -
Minimum 15 - 15
First quartile 15.0 - 15.0
Median 15.0 - 15.0
Third quartile 15.0 - 15.0
Maximum 15 - 15

N: number of patients included in safety evaluation; PTP: previously treated patient; PUP: previously untreated

patient

*In 1 patient, “long-term™ was selected, but the details of treatment was “immune-tolerance therapy™; therefore,

this patient was excluded from tabulation.
**<6 years patient.

Details of Treatment (On-Demand Replacement Therapy)

A total of 2 bleeding events occurring in 2 pediatric patients (1 patient aged <6 years and 1 patient
aged 6 to <12 years) were treated with on-demand replacement therapy. The site of bleeding was
intramuscular for the patient aged 6 to < 12 years and other for the patient aged <6 years. Both

bleeding events were of mild severity and were traumatic bleeding.

The mean duration of on-demand replacement therapy was 5.5 days for pediatric patients (10.0 days
for the patient aged <6 years and 1.0 for the patient aged 6 to <12 years); the mean dose per
administration and mean number of doses were 63.5 IU/kg and 4.5 doses, respectively, for pediatric

patients (Table 1.f).
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Table 1.f Details of Treatment (On-Demand Replacement Therapy) (Safety Analysis

Set)
Overall
Item (Pediatric <6 years 6-<12 years 12-<18 years
patients) (N=1) (N=1) (N=0)
(N=2)
Number of bleeding events 2 1 1
Breakdown of bleeding
n % n % n % n %
Intraarticular 0 (0.0) 0 (0.0) 0 (0.0) 0 -
Bleeding ™ Tatramuscular 1 (5000 0 (00 1 (1000) 0 -
Other 1 (50.0) 1 (100.0) 0 (0.0) 0 -
) Mild 2 (100.0) 1 (100.0) 1 (100.0) 0 -
m“ Moderate 0o ©0 0o (©0 0o (©0 o0 -
Severe 0 (0.0) 0 (0.0) 0 (0.0) 0 -
Type of Spontaneous bleeding 0 (0.0) 0 (0.0) 0 (0.0) 0 -
bleeding Traumatic bleeding 2 (1000) 1 (100.0) 1 (1000) 0 -
Duration of treatment (days)
Mean 5:5 10.0 1.0
Standard deviation 6.36 - -
Minimum 1 10 1
First quartile 1.0 10.0 1.0
Median 55 10.0 1.0
Third quartile 10.0 10.0 1.0
Maximum 10 10 1
Dose per administration (IU/kg)
Mean 63.5 69.8 571
Standard deviation 8.97 - -
Minimum 57 70 57
First quartile 571 69.8 571
Median 63.5 69.8 571
Third quartile 69.8 69.8 571
Maximum 70 70 57
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Table 1.f Details of Treatment (On-Demand Replacement Therapy) (Safety Analysis

Set)
Overall
Item (Pediatric <6 years 6-<12 years 12-<18 years
patients) (N=1) (N=1) (N=0)
N=2)
Number of doses (times)
Mean 45 8.0 1.0 -
Standard deviation 495 - - -
Minimum 1 8 1 -
First quartile 1.0 8.0 1.0 -
Median 45 8.0 1.0 -
Third quartile 8.0 8.0 1.0 =
Maximum 8 8 1 -

N: number of patients included in safety evaluation.

Occurrence of Adverse Events

The incidence of adverse events (AEs) in pediatric patients was 12.50% (30.77% in patients aged <6
years, 4.55% in patients aged 6 to <12 years, and 0.00% in patients aged 12 to <18 years). One
serious AE of FVIII inhibition was reported for a pediatric patient aged <6 years. Other AEs reported
were non-serious and were reported by no more than 1 pediatric patient (Table 1.g).
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Table 1.g Occurrence of Adverse Events (Safety Analysis Set)

Overall (Pediatric patients) <6 years 6-<12 years 12-<18 years
(N=40) (N=13) (N=212) (N=5)
Number of patients
with AFs 5 4 1 0
Number of AEs 14 12 2 0
Incidence of AEs 12.50% 30.77% 4.55% 0.00%
Type of AE Seriousness Seriousness Seriousness Seriousness
Serious Non-Serious Serious Non-Serious Serious Non-Serious Serious Non-Serious
Infections and
. 0 (0.00) 1 (2.50) 0 (0.00) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Nasopharyngitis 0 (0.00) 1 (2.50) 0 (0.00) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Blood and Iymphatic
system disord 1 (2.50) 1 (2.50) 1 (7.69) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Factor VIII
inhibition 1 (2.50) 1 (2.50) 1 (7.69) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Respiratory, thoracic
and mediastinal 0 (0.00) 1 (2.50) 0 000 O (0.00) 0 (0.00) 1 (4.55) 0 (0.00) 0 (0.00)
disorders
Epistaxis 0 (0.00) 1 (2.50) 0 00) 0 (0.00) 0 (0.00) 1 (4.55) 0 (0.00) 0 (0.00)
ﬁ‘s)trrg;n;snna] 0 (0.00) 1 (250) 0 (000) O (0.00) 0 (0.00) 1 455 0 000) 0 (0.00)
Discoloured vomit 0 (0.00) 1 (2.50) 0 000) 0 (0.00) 0 (0.00) 1 (4.55) 0 (0.00) 0 (0.00)
Skin and subcutaneous
tissue disorders 0 (0.00) 2 (5.00) 0 0000 2 (15.38) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Dermatitis atopic 0 (0.00) 1 (2.50) 0 (0.00) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Eczema 0 (0.00) 1 (2.50) 0 (0.00) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
Musculoskeletal and
connective tissue 0 (0.00) 1 (2.50) 0 (0.00) 1 (7.69) 0 (0.00) 0 (0.00) 0 (0.00) 0 (0.00)
disorders
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Table 1.g Occurrence of Adverse Events (Safety Analysis Set)

6-<12 years

12-<18 years

(N=5)

Overall (Pediatric patients)
(N=40)
Haemarthrosis 0 (0.00) 1 (2.50) 0

(000) 0 (0.00)

Injury, poisoning and
procedural 0 (0.00) 1 (2.50) 0
complications

000) 0  (0.00)

Subcutaneous
i toma 0 (0.00) 1 (2.50) 0

(000) 0  (0.00)

AE: adverse event; N: number of patients included in safety evaluation; PT: Preferred Term; SOC: System Organ Class.

Number of AEs: In cases of multiple occurrences of the same PT in the same patient, the total number of occurrences is counted.
Number of patients with AEs by type: Multiple occurrences of the same SOC and PT in the same patient are not counted in an overlapping manner.

Incidence of AEs=number of patients with AEs /N x 100
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Occurrence of Adverse Drug Reactions/Infections

The incidence of adverse drug reactions/infections in pediatric patients was 5.00%; 2 patients, both
aged <6 years reported 2 adverse drug reactions/infections (FVIII inhibition). One of the event was
considered serious, the other was not serious (Table 1.h).
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Table 1.h Occurrence of Adverse Drug Reactions/Infections

Overall (Pediatric patients) <6 years 6-<12 years 12-<18 years
(N=40) (N=13) (N=22) (N=5)
glmfme’m 2 2 0 0
Number of AEs 2 2 0 0
Incidence of AEs 5.00% 1538% 0.00% 0.00%
Type of AE Seriousness Seriousness Seriousness Seriousness
Serious Non-Serious Serious Non-Serious Serious Non-Serious Serious Non-Serious

?mm:aﬁc 1 (@50 1 (50 1 (769 1 (769 0 (000 0 (000) 0 (0000 0  (0.00)

fnf:g Vi 1 (@50 1 (50 1 (769 1 (769 0 (00 O (000) 0 (000) O (0.00)

tion

AE: adverse event; N: number of patients included in safety evaluation; PT: Preferred Term; SOC: System Organ Class.
Number of AEs: In cases of multiple occurrences of the same PT in the same patient, the total number of occurrences 1s counted.
Number of patients with AEs by type: Multiple occurrences of the same SOC and PT 1in the same patient are not counted in an overlapping manner.
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Occurrence of Adverse Drug Reactions/Infections by Patient Background and Treatment

Factor

Adverse drug reactions/infections were reported by 2 pediatric patients aged <12 years; both were
PUPs with 3 or less days of administration of FVIII (incidence: 28.57%). Both pediatric patients were
outpatients with no history of serious bleeding, and no surgical history; their most recent annualized

bleeding rate (ABR) was unknown. Both had severe hemophilia A (Table 1.i).

Table 1.i Occurrence of Adverse Drug Reactions/Infections by Patient Background
and Treatment Factor (Overall Pediatric Patients) (Safety Analysis Set)
Number of
ettt Numberof - paewh o ence
reactions

Number of patients included in safety evaluation 40 2 5.00
History of treatment with factor VIII products before administration of Adynovate
4 or more days of administration (PTPs) 33 0 0.00
3 or less days of administration (PUPs) 7 2 28.57
Unknown 0 0 -
Number of days of administration of factor VIII products before the administration of Adynovate
(cumulative)
0 to 3 days 7 2 28.57
4 to 50 days 2 0 0.00
51 to 150 days 2 0 0.00
>151 days 28 0 0.00
Number of days of administration unknown 1 0 0.00
Gender
Male 40 2 5.00
Female 0 -
Age (years)
<12 35 2 571
>12 and <18 5 0 0.00
>18 and <65 0 -
=265 0 0 -
Unknown (date of birth and age cannot be
provided) 0 o )
Medical care category
Inpatient 5 0.00
Outpatient 35 2 571
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Table L.i Occurrence of Adverse Drug Reactions/Infections by Patient Background
and Treatment Factor (Overall Pediatric Patients) (Safety Analysis Set)

Number of
. . N . . )
{:::I:t background item ;:il::'ts of E;?::: :r'lltllgn Incidence %
reactions
Race
Asian 40 2 5.00
White 0 0 -
Black 0 0 -
Other 0 0 .
Serious bleeding
No 36 2 5.56
Yes 0 0.00
Unknown 0 0 -
Surgical history
No 32 2 6.25
Yes 7 0 0.00
Unknown 1 0 0.00
Past history
No 36 2 5.56
Yes - 0 0.00
Unknown 0 0 -
Breakdown of past history (overlapping tabulation)
Hepatitis C 0 0 -
Hepatitis B 0 0 -
Other - 0 0.00
Complications
No 37 1 270
Yes 2 0 0.00
Unknown 1 100.00
Breakdown of complications (overlapping tabulation)
HIV infection 0 0 -
Hypertension 0 0 -
Hyperlipidemia 0 0 -
Diabetes mellitus 0 0 -
Gastric ulcer 0 0 -
Chronic gastritis 0 0 -
Anemia 1 0 0.00
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Table Li Occurrence of Adverse Drug Reactions/Infections by Patient Background
and Treatment Factor (Overall Pediatric Patients) (Safety Analysis Set)

X x Number of

p s Namberol e paitnce
reactions

Epilepsy 0 0 -
Depression 0 0 -
Insomnia 0 0 -
Other 1 0 0.00
Hemophilic arthropathy
No 38 1 2.63
Yes 1 0 0.00
Unknown 1 1 100.00
Target joint
No 38 1 263
Yes 1 0 0.00
Unknown 1 1 100.00
Hepatic impairment
No 40 2 5.00
Yes 0 0 -
Unknown 0 0 -
Breakdown of hepatic impairment (overlapping tabulation)
Hepatitis C 0 0 -
Hepatitis B 0 0 -
Cirrhosis 0 0 -
Fatty liver 0 0 -
Other 0 0 -
Renal impairment
No 40 2 5.00
Yes 0 0 -
Unknown 0 0 -
Breakdown of renal impairment (overlapping tabulation)
Diabetic nephropathy 0 0 -
Renal calculus 0 0 -
Other 0 0 -
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Table 1.i Occurrence of Adverse Drug Reactions/Infections by Patient Background
and Treatment Factor (Overall Pediatric Patients) (Safety Analysis Set)

Number of
: ? N - : _
Pt backgroad e sl BT e
reactions
Allergy
No 37 2 541
Yes 3 0 0.00
Unknown 0 0 -
Breakdown of allergy (overlapping tabulation)
Drug 0 0 -
Food 2 0 0.00
Pollen 0 0 -
Other 1 0 0.00
Cause of hemophilia A
Congenital 40 2 5.00
Acquired 0 0 -
Age at hemophilia A diagnosis (vears)
<1 23 0 0.00
=1 and =12 15 2 1333
=12 and <18 1 0 0.00
=18 and <65 0 0 -
=63 0 0 -
Unknown 1 0 0.00
Most recent annualized bleeding rate (times/vear)
=0 and <1 12 0 0.00
=1 and <10 14 0 0.00
=10 2 0 0.00
Unknown 12 2 16.67
Severity of hemophilia A (plasma residual factor VIII activity)
Severe (<1%) 34 2 5.88
Moderate (=1% to <5%) 5 0 0.00
Mild (=5%) 0 B
Unknown (measured value unknown or not 1 0 0.00
measured)
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Table 1.i Occurrence of Adverse Drug Reactions/Infections by Patient Background
and Treatment Factor (Overall Pediatric Patients) (Safety Analysis Set)

Number of
. . N " - _
Il::::l:t background item ;;1::;!;8 of 5;:1::5:3 (;l':llgl Incidence %
reactions
Status)of administration of factor VIII products before the start of administration of Adynovate (most
recent
Kovaltry 1 0 0.00
Eloctate 1 0 0.00
NovoEight 0 0 -
Advate 33 0 0.00
Kogenate FS 0 0 -
Cross eight MMC 0 0 -
Confact F 0 0 -
Other 0 0 B
Not performed 5 2 40.00
Dosing regimen before the start of administration of Adynovate (most recent)
Prophylaxis therapy 24 0 0.00
On-demand replacement therapy 1 0 0.00
Prophylaxis and on-demand replacement therapy 9 0 0.00
Other 1 0 0.00
Not performed 5 2 40.00
History of factor VIII inhibitor development
No 31 2 6.45
Yes 5 0 0.00
Unknown 0 0.00
Family history of hemophilia
No 24 2 833
Yes 13 0 0.00
Unknown 3 0 0.00
Family history of inhibitor development
No 32 2 6.25
Yes 2 0 0.00
Unknown 6 0 0.00
Pregnancy
No 0 0 -
Yes 0 0 -
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Table 1.i Occurrence of Adverse Drug Reactions/Infections by Patient Background
and Treatment Factor (Overall Pediatric Patients) (Safety Analysis Set)

Number of

ot bcprendom Ymberal P e
reactions

Concomitant drugs
No 33 0 0.00
Yes 7 2 28.57
Concomitant therapies
No 40 2 5.00
Yes 0 0 -
Details of treatment
Prophylaxis therapy 38 2 5.26
On-demand replacement therapy 0 0 -
Prophylaxis and on-demand replacement therapies* 2 0 0.00

N: number of patients included in safety evaluation; PTP: previously treated patient; PUP: previously untreated
patient.

*Patients whose therapy was changed during the observation period.

Incidence %: Number of patients with adverse drug reactions / Number of patients by level * 100.

ABR in Prophylaxis Therapy

Of the 39 pediatric patients included in the efficacy evaluation of prophylaxis therapy, 38 patients
(97.44%) received long-term prophylaxis therapy (11 patients [91.67%] aged <6 years, 22 patients
[100.00%] aged 6 to <12 years, and 5 patients [100.00%] aged 12 to <18 years). Spontaneous
bleeding occurred in 6 pediatric patients (15.79%; 2 patients [18.18%] aged <6 years and 4 patients
[18.18%] aged 6 to <12 years). No patients aged 12 to <18 years who received long-term prophylaxis
therapy had spontaneous bleeding (Table 1.j). The median ABR for spontaneous bleeding for pediatric
patients who received long-term prophylaxis therapy was 1.53 times/year (range, 1.0 to 3.9) (1.51
times/year for patients aged <6 years and 2.00 times/year for patients aged 6 to <12 years) (Table

1.j).

Breakthrough bleeding occurred in 11 pediatric patients (28.95%) who received long-term prophylaxis
therapy (4 patients [36.36%] aged <6 years, 6 patients [27.27%] aged 6 to <12 years, and 1 patient
[20.00%] aged 12 to <18 years) (Table 1.k). The median ABR for breakthrough bleeding for pediatric
patients who received long-term prophylaxis therapy was 2.91 times/year (range, 0.9 to 8.9) (2.46
times/year for patients aged <6 years, 2.50 times/year for patients aged 6 to <12 years, and 7.98
times/year for patients aged 12 to <18 years) (Table 1.k).
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Table 1.j Annualized Bleeding Rate (Spontaneous Bleeding) (Long-Term
Prophylaxis Therapy) (Effectiveness Analysis Set)
Overall
(Pediatric <6 vears 6-<12 vears 12-<18 years
patients)
Pl N Number
Ivlaxis umber of ! nm_ber of Nnm_ber of of
':':_p y patients/ %  patients’ %  patients/ % et %
- statistics statistics statistics i
qunbel' _of
patients included 39 12 py) 5
in efficacy
evaluation
Number of
patients receiving
long-term 38* 97.44 11#* 91.67 22 100.00 5 100.00
prophylaxis
therapy
Number of
patients with
spontaneous 6 15.79 2 18.18 4 18.18 0 0.00
bleeding c : ; ; .
prophylaxis
therapy
Annualized bleeding rate
Mean 198 151 222 -
Standard deviation 121 0.72 143 -
Mmimum 1.0 10 10 -
Furst quartile 1.00 1.00 1.02 -
Median 153 151 2.00 -
Third quartile 296 201 341 -
Maximum 39 20 39 -

Annualized bleeding rate = (number of spontaneous bleeding events during each treatment period/each treatment

period) * 365.2425

*In 1 patient, the details of “prophylaxis treatment™ was “immune tolerance therapy” and “perioperative

admunistration™; therefore, this patient was excluded from tabulation.
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Table L.k Annualized Bleeding Rate (Breakthrough Bleeding) (Long-Term
Prophylaxis Therapy) (Effectiveness Analysis Set)

Overall
(Pediatric <6 years 6-12years 12-18years
patients)
Pr i Number of Number of Number of Sh—
ophylaxis . . . of
& d patients/ % patients/ % patients/ % . %
erapy . . . . .. patients/
statistics statistics statistics e
statistics
Nm_nber »of
gttty imclintenl 39 12 n 5
in efficacy
evaluation
Number of
patients receiving
long-term 38+ 97.44 11* 91.67 22 100.00 5 100.00
prophylaxis
therapy
Number of
patients with
spontaneous a 5 5
bleeding duri 11 2895 4 36.36 6 2727 1 20.00
prophylaxis
therapy
Annualized bleeding rate
Mean 3.68 223 394 7.98
Standard
deviation 3.01 093 349 -
Minimum 09 1.0 09 80
First quartile 1.05 1351 1.05 798
Median 291 246 250 798
Third quartile 7.73 296 7.73 7.98
Maximum 89 30 89 80

Annualized bleeding rate = (number of spontaneous bleeding events during each treatment period/each treatment
period) x 365.2425

*In 1 patient, the details of “prophylaxis treatment™ was “Immune tolerance therapy™ and “perioperative
admunistration™; therefore, this patient was excluded from tabulation.

Hemostatic Effectiveness of Treatment of Breakthrough Bleeding During Prophylaxis
Therapy

A total of 41 breakthrough bleeding events occurred in 13 of the 40 pediatric patients (32.50%) who
received prophylaxis therapy, including 6 patients (46.15%) aged <6 years, 6 patients (27.27%) aged
6 to <12 years, and 1 patient (20.00%) aged 12 to <18 years; 24 breakthrough bleeding events in 12
pediatric patients were treated with Adynovate. Treatment was rated as “excellent” for 15 of these
events (62.50%), “good” for 7 events (29.17%), and “poor” for 2 events (8.33%). There was no
evaluation as “fair.” The 2 breakthrough bleeding events assessed as “poor” occurred in patients who
had FVIII inhibition as a serious adverse drug reaction (see Section 10.3.7 of the study report);
therefore, the events were considered to be associated with the impact of inhibitor development.
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Table 1.1

(Effectiveness Analysis Set)

Hemostatic Effectiveness of Treatment of Breakthrough Bleeding

Overall
(Pediatric
patients)

<6 vears

6-<12 years

12-<18 years

Treatment of
breakthrough
administration of
Adynovate

Number
of
patients/
events

%

Number
of
patients/
events

%

Number of
patients/
events

%

Number of
patients/
events

Percent
age (%)

Number of patients
included in efficacy
evaluation

40

13

2

40

100.00

13

100.00

22

100.00

13

32.50

46.15

20.00

41

13

20

9231

100.00

100.00

0.00

24

11

13

62.50

4545

10

76.92

29.17

36.36

3

23.08

0.00

0.00

0

0.00

Poor

15
7
0
2

833

5
4
0
2

18.18

0

0.00

o|lo|o|o

*For evaluation, the number of events was counted instead of the number of patients.

The most common number of doses required to treat breakthrough bleeding in pediatric patients was
1, regardless of the site, severity, or type of bleeding (Table 1.m).
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Table 1. m  Number of Doses Required to Treat Breakthrough Bleeding and

Percentage (Effectiveness Analysis Set)

Number of doses

Item 1 2
Breakdown of bleeding
re—— 7 (1000) 0 (00 0 (00 0 (0
Bleedi®e " ptrammscular 4 (®0 0 (@00 1 (00 0 (00
Other 10 @3 0 (0 2 (@670 0 (00
Mild 18 (1000) 0 (00 0 (00 0 (00
i‘fe‘e;‘:yg“ Moderate 3 (000 0 (©0 3 (500 0 (00
r— 0 - 0 - 0 - 0 -
Typeof  Spomtmeouwsblesdimg 11 (1000) 0  (00) 0  (©0) 0 (00
bleeding Ty umatic bleeding 10 (%69 0 (00 3 @1 0 (00

Hemostatic effectiveness of on-demand replacement therapy

In 2 pediatric patients (5.00%) who received on-demand replacement therapy, 2 bleeding events were
treated; bleeding sites were intramuscular and other. The treatment was rated as “excellent” for both

events (100.00%) (Table 1.n). Adynovate was administered 1 time for the treatment of the

intramuscular event (severity, mild) and at least 4 times for the treatment of the other event (severity,
mild). Both events were traumatic bleeding (Table 1.0).
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Table 1.n Hemostatic effectiveness of on-demand replacement therapy (Effectiveness
Analysis Set)

Overall

S ) ) 12-
(Pefl.lamc <6 vears 6-<12 vears <18 vears
patients) -
Numb Numb Numb Numb
er of er of er of er of
On-demand replacement therapy patien % patien % patien % patien %
ts/ ts/ ts/ ts/
event: event: event: events
Number of patients included in efficacy
evaluation 40 13 2 3
Number of patients receiving on-demand 0.0
replacement therapy 2 5.00 1 7.69 1 455 0 0
Number of bleeding events 2 1 1 0
Efficacy evaluation*:
100. 100. 100.
Excellent 2 00 1 00 1 00 0 -
Good 0 0.00 0 0.00 0 0.00 0 -
Farr 0 0.00 0 0.00 0 0.00 0 -
Poor 0 0.00 0 0.00 0 0.00 0 -
*For evaluation, the number of events was counted instead of the number of patients.
Table 1.0 Number of Doses Required to Treat Bleeding and Percentage
(Effectiveness Analysis Set)
Number of doses
Item 1 2 3 >4
Breakdown of bleeding
Intraarticular 0 - 0 - 0 - 0 -
Bleeding  Intrammscular 1 (1000) O (0 0 (00O 0 (00
Other 0 0.0) 0 (0.0) 0 (0.0) 1 (100.0)
Mild 1 (50.0) 0 (0.0) 0 (0.0) 1 (50.0)
Seventy of
bleed Moderate 0 - 0 - 0 - 0 -
Severe 0 - 0 - 0 = 0 =
Type of Spontaneous bleeding 0 - 0 = 0 - 0 -
bleeding v matic bleeding 1 (000 ©0 (©0 0 (00 1 (500

Assessor’'s comment:
The Applicant provided the requested separate analyses for the paediatric study population.

The paediatric population comprised overall 40 patients, 13 of whom <6 years of age, 22 aged 6 to
<12, and 5 adolescent patients aged 12 to <18. 33/40 (82.5%) were PTPs according to the PTP
definition used in the study (=4 exposure days). With responses, the Applicant clarified that the
majority of patients were PTPs also according to the PTP definition commonly used in the EU (=150
EDs; 28/40). As expected from a paediatric HA population, the frequencies for haemophilic arthropathy
and target joints were low (1 patient each). The majority of patients had a severe disease phenotype
(34/40, 85.0%) and received Advate before the start of Adynovate administration (33/40, 82.5%).
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The mean duration of routine prophylaxis with Adynovate was approximately 1 year in the overall
paediatric population.

The 2 reported bleeding events reported were both traumatic bleeds of mild severity.

In total, 2 ADRs (FVIII inhibition) were reported, both from previously untreated patients. One of the
events was considered a SAE.

Mean ABRs for spontaneous bleeds and breakthrough bleeds in the overall paediatric population who
received long-term prophylaxis with Adynovate were 1.98 (SD 1.21) and 3.68 (SD 3.01), respectively.
Patient numbers in the analysis subgroups according to paediatric age groups were too low to allow
drawing of conclusions from efficacy analyses according to age groups.

In conclusion, the newly provided information from the paediatric study population do not raise
concerns. No new safety signals were detected.

The issue is considered resolved.

5. CHMP overall conclusion and recommendation

X Fulfilled:

No regulatory action required.
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