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1. Introduction

On 20 June 2024, the MAH submitted a completed paediatric study (study 261603) 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 261603 is a stand-alone study.

The study is not part of the PIP or the clinical development program of Adynovi. It is a post-marketing

surveillance (PMS) study, which was conducted in South Korea to investigate the safety and hemostatic
effectiveness of ADYNOVATE in routine clinical practice. This study was required by Korea’s Ministry of

Food and Drug Safety (MFDS) according to ‘Standards for Re-examination of New Drugs’ to assess the

safety and describe hemostatic effectiveness for the approved local label of ADYNOVATE in a real-world
setting in South Korea.

The Company declares that the study results do not require an update to the Product Information of
Adynovi.

2.2. Information on the pharmaceutical formulation used in the study

Rurioctocog alfa pegol (ADYNOVATE) is a PEGylated full-length recombinant human FVIII with an
extended half-life (EHL). It belongs to the pharmacotherapeutic group of coagulation FVIII (ATC code:
B02BD02).

Rurioctocog alfa pegol was first authorized in the United States on 13 Nov 2015 (under the trade name
ADYNOVATE); it is indicated for on-demand treatment and control of bleeding, routine prophylaxis, and
perioperative management in children and adults with hemophilia A. In the EU, rurioctocog alfa pegol
(under the trade name Adynovi) was authorized on 08 Jan 2018; it is indicated for treatment and
prophylaxis of bleeding in patients 12 years and above with hemophilia A (congenital FVIII deficiency).

As of 31 Dec 2023, rurioctocog alfa pegol was licensed in 64 countries worldwide under the
tradenames ADYNOVATE or Adynovi.

Adynovi is a powder and solvent for solution for injection.

2.3. Clinical aspects
2.3.1. Introduction

The MAH submitted a final report for:

. Study 261603, a multicenter, prospective, noninterventional PMS study with no mandated
treatments per ADYNOVATE prescribing information, visits, or assessments. The study also included
patients aged <18 years; 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).
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2.3.2. Clinical study
Study 261603
Description

Study 261603 was a multicenter, prospective, noninterventional PMS study with no mandated
treatments per ADYNOVATE prescribing information, visits, or assessments. The study aimed to collect
patient- and treatment-related data of at least 330 patients on ADYNOVATE therapy over a 6-year
period required by the MFDS.

Based on the requirement by MFDS, this study was conducted for 6 years (31 January 2018 ~ 30
January 2024) to characterize the safety and describe hemostatic effectiveness of ADYNOVATE under
standard clinical care in South Korea. In this study, physicians are collecting the data of safety and
effectiveness at 0 month (baseline), 1 month, 6 months, and at unscheduled visits which may occur
during routine care.

Methods
Study participants

Inclusion criteria:

Patients with a diagnosis of hemophilia A who were newly prescribed with ADYNOVATE or who already
have been prescribed ADYNOVATE according to the physician’s judgment shall be included in this study
if:

1. The patient or legally authorized representative has given written informed consent to participate in
the study.

2. The patient is indicated for treatment according to the ADYNOVATE South Korea prescribing
information (PI).

Exclusion Criteria:

1. The patient or legally authorized representative does not wish to participate in the study.
2. Any of the contraindications included in the PI for ADYNOVATE apply.

3. Patient is enrolled in an interventional trial using an investigational product other than ADYNOVATE

Assessor’ s comment:

One inclusion criterion of this study was when the patient is indicated for treatment according to the
ADYNOVATE South Korea prescribing information (PI). No comparison was provided between the South
Korean PI and the European PI. For example, are the indications for use the same between South
Korea and the European Union, as well as the target population, posology and method of
administration?

The applicant was asked to provide a statement pertaining to potential differences between the labels.
If discrepancies are identified between the South Korean and EU product (information), (especially
related to the indication, target population, posology of administration) the Applicant was asked to
discuss them with regard to this study and comment on applicability of study results for the EU. The
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Applicant”s review of the EU Summary of Product Characteristics (SmPC) and the South Korean
package insert (PI) for ADYNOVATE reveals no major differences, aside from the indicated patient age
groups. The South Korean PI includes children, adolescents, and adults with hemophilia A, whereas the
EU SmPC specifies patients aged 12 years and above. Stylistic differences, such as the wording for
dosing schedules are considered negligible. As the South Korean treatment recommendations are
basically similar to the EU recommendations, the study 261603 results are applicable also to the EU
population.

Treatments

This is a non-interventional study based on secondary use of data collected for other purposes. No
administration of any therapeutic or prophylactic agent is required in this protocol, and there are no
procedures required as part of this protocol.

There was a so called “observation period”. The observation period documented at least 3 data
collection points (Baseline, 1 month and 6 months). According to the applicant given the knowledge of
the pharmacokinetics and safety profile of ADYNOVATE, hemostatic effectiveness and safety issues can
be assessed during the 6-month observation period.

Objective(s)

The purpose of this study is to characterize the safety and describe hemostatic effectiveness in patients
receiving ADYNOVATE in routine clinical practice.

The primary objective was to characterize the safety of ADYNOVATE when used in standard clinical
practice of hemophilia A patients in South Korea. The secondary objectives were to monitor long term
safety of ADYNOVATE in pediatric and adult patients with hemophilia A and to evaluate hemostatic
effectiveness in patients with hemophilia A receiving ADYNOVATE under standard clinical care in South
Korea.

Outcomes/endpoints

The safety evaluation was conducted using safety data collected on the following occurring coincident
with use of ADYNOVATE:

¢ The incidence of all types of AEs for the SFAS overall and by subgroup

e The incidence and frequency of AEs, further classified by serious, severity, and reported causal
relationship to ADYNOVATE

o All AEs that occurred during or after first ADYNOVATE administration (categorization according to the
MedDRA). All AEs were summarized by SOC and PT, and were cross-tabulated for relatedness,
seriousness, and severity

e Inhibitor titers for FVIII antibodies by incidence and by high and lower titer categories
¢ Occurrence of AE by demographics and baseline characteristics

e Abnormal laboratory results
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Furthermore a multivariate logistic regression model was performed to determine whether renal,
hepatic, or neurological disorder (RHN) AEs are significantly more probable for any of the age groups
(infants & toddlers, children, adolescents, adults, or elderly age groups), cumulative ADYNOVATE
exposure in IU/kg, and presence of renal, hepatic, or neurological disorders at baseline. This analysis
was examined to determine whether RHN AEs are significantly more probable for interactions of the
above factors, if there are sufficient degrees of freedom to allow these comparisons.

The effectiveness evaluation was included as follows:

Effectiveness assessment was analyzed each regimen for treatment with ADYNOVATE overall and by
subgroup. Additionally, effectiveness assessment was analyzed by age categories (<2 years, > 2 ~ <12
years, > 12 ~ < 18 years, > 18 years).

e The total number (%) of treated bleeds and their corresponding hemostatic effectiveness ratings
using the 4-point Likert scale as assessed by the patients/caregiver for treatments given at home, or
by the physician for treatments given in the hospital/clinic

e Effectiveness assessment for on-demand treatment with ADYNOVATE and control of bleeding
episodes

e Effectiveness assessment for routine prophylaxis treatment with ADYNOVATE. This regimen was
performed in two treatment periods as follows:

- on-study treatment period for prophylaxis-only exposure: Treatment period for the purpose
of prophylaxis in ‘Prophylaxis/Perioperative Therapy’ page in eCRF

- on-study treatment period for prophylaxis and bleed-treatment exposure: The sum of
treatment period for the purpose of prophylaxis in the ‘Prophylaxis/Perioperative Therapy’ page and
the treatment period in the ‘Administration for bleeding during Prophylaxis’ page in eCRF.
Overlapping periods were not double-counted.

e Assessment of perioperative effectiveness of ADYNOVATE

Assessment of effectiveness

1. Bleeding Assessment

Each individual bleed, spontaneous or traumatic, will be recorded in patient’s diary, and/or recorded in
study physician/nurse/clinic notes.

2. Number of ADYNOVATE infusions needed for the treatment of bleeding episodes

The number of ADYNOVATE infusions needed for each bleeding episode is determined by the patient,
his/her caregiver, and/or clinician treating the patient, and is based upon the patient’s response to
treatment, using the Efficacy Rating Scale for Treatment of Bleeding Episodes in Table 5. An infusion is
defined as completion of administration of the calculated dose of ADYNOVATE. If an infusion is
interrupted, e.g., due to vascular access issues, and must be re-started, it will be recorded as 1
infusion. If an infusion is terminated for any reason prior to completion of infusion and not restarted, it
will be recorded as an infusion; reasons for not completing the infusion will be recorded.

3. Overall hemostatic effectiveness rating at resolution of bleed

For each bleeding episode, the following information will be recorded by the patient (via their
caregiver) or by authorized, qualified personnel at the participating site:
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¢ Type of bleed, e.g., spontaneous (definitely no injury/trauma), injury (definitely due to
injury/trauma), or unknown (pediatric patient was not observed by an adult to reliably determine and
verify whether it was spontaneous or injury-related).

¢ Date and time of onset of bleed
e Date and time of each infusion of ADYNOVATE required achieving adequate hemostasis.
e Date and time of resolution of bleeding episode

¢ Overall clinical efficacy rating according to the rating scale as described in Table 5 at
resolution of bleed.

The patient or their caregiver rated the overall treatment response at resolution of bleed. Total number
(%) of treated bleeds and their corresponding hemostatic effectiveness ratings using an “excellent-to-
none” 4-point Likert scale by the patient/caregiver (patient <12 years: care-giver, patient > 12 years:
self-assessment) for treatments given at home, or by the study physician for treatments given in the
hospital/clinic (table 5).

Study physician rated effectiveness (“*none”, “fair”, “*good”, or “excellent”) by bleed severity.

Table 1: Effectiveness rating scale for treatment of bleeding episodes

Excellent Full relief of pain and cessation of objective sizns of bleeding (eg, swelling, tenderness, and
decreased range of motion in the case of musculoskeletal hemorrhage) afier a single infusion. Mo
additional infusion is 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 infusion for complete resohtion.
Fair Probable and'or slizht relief of pain and slight improvement in signs of Heeding after a single

infinsion. Required more than 1 infosion for complete resobotion.

Nome ' Mo improvement of signs or symptoms or conditions worsen.

Table 2: Peri-operative effectiveness assessment scale

Rating Criteria Score

Excellent Perioperative blood loss was less than o1 equal to (< 100%) that expected for the
type of procedure performed in 3 non-hemophilic population,

Eequired blood components for ransfisions were less than or simidlar to that
expecied n non-hemophilic population

Good Perioperative blood loss was up to 50% more (101% to 150%) than expected for
the type of procedure performed in a non-hemophilic population

Required blood components for ransfusions were less than or similar to that
expecied m non-hemophilic population

Fair Perioperative blood loss was more than 50% of that expected for the type of
procedure performed in 3 non-hemophilic population (= 150%a)

Required blood components ransfusions were greater than that expected in non-
None Significant perioperative bleeding that was the result of mnadequate therapentic
response despite proper dosing, necessitating rescue therapy

Required blood components for ransfusions were substantially zreater than that
expecied n non-hemophilic population

Patient Diary

It is considered standard practice for patients with haemophilia to maintain a diary which captures
treatments and disease-related data.
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Diaries were offered to each patient or their caregivers at baseline visit to record the following
information:

¢ Details of bleeding episodes and response to treatment

e Number of ADYNOVATE units required for bleed resolution

e Number of ADYNOVATE infusions required for bleed resolution
¢ Untoward events

e Effectiveness rating according to the rating scale as described in Table 5 above for the treatment of
bleeding episodes

Completion of the patient diary was a voluntary effort by the individual patient or patient ~ s legally
authorized representative. Patient entries in the diary was served as source records. If used, the diary
remained with the patient for the duration of the study. Untoward events recorded in the diary are
reported as AEs according to the study physician’s discretion and clinical judgment.

Assessor’ s comment:

The definition of “bleed/bleeding” is unclear. Since there were 9 institutes included in the PMS study
and also self-reporting was used, a general definition of “bleed/bleeding” should have been given in
advance for the sake of consistency and to allow a general assessment of the bleeding events. This
shortcoming hampers any efficacy conclusions based on study results. However, in light of the
procedure and the overall limited impact of this study on the B/R balance of Adynovi, no question is
raised.

Sample size

The prevalence of hemophilia A, varying from moderate to severe, is reported to range from 0.4 to
20.7 cases per 100,000 males in different regions of the world. In South Korea, the prevalence for
hemophilia A (all severities) was 5.3 per 100,000. According to the Korean Hemophilia Foundation
(KHF) 2019 annual report, the number of patients with hemophilia A in South Korea in 2019 was 1,746
and considering the average annual humber of newly diagnosed patients, 1,856 patients were
expected in 2023.

In South Korea, 82% of FVIII used is recombinant FVIII. Comparing the recombinant FVIII total IUs in
WFH 2021 with the domestic sales data, it was estimated that 366 patients (24%) are treated with
ADYNOVATE. Considering the limitations (site decline, patient or their guardian refuse to participate in
PMS study, etc.), Takeda estimates that the total number of patients in this study was at least 330.

Assessor’'s comment

Study 261603 did not include hypothesis testing and no formal sample size calculation was provided.
The study was a post-marketing surveillance study. According to the protocol, the target enroliment
was at least 330 patients.
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Randomisation and blinding (masking)
Not applicable. This was a non-interventional study.
Statistical Methods

All analyses were descriptive and included specifically but not exclusively, arithmetic means, medians,
standard deviations, minimum, maximum, 25th and 75th percentiles for continuous variables;
frequency counts, proportions for categorical variables; and 95% confidence intervals around select
point estimates.

The number of patients included in each analysis set was reported.

Analyses were be performed using available data. Due to the non-interventional nature of the study,
missing values were expected. No imputations were made for missing values. The following variables
have been included in the descriptive analysis: age, gender, comorbid conditions, and pertinent
medical history.

Assessor’'s comment

The study did not include hypothesis testing. The results were summarized descriptively using mean
(SD), 95% CI, median (min; max) for continuous variables, and ‘N’ and proportion (%) for categorical
variables. This seems appropriate for that kind of study and the objectives evaluated.

Results
Participant flow

A total of 339 patients’ eCRFs were retrieved. Of these 339 patients, 309 patients completed the
study; 30 patients withdrew from the study due to various reasons: ‘Adverse Event’ (1 patient),
‘Voluntary Withdrawal’ (2 patients), ‘Physician Decision’ (6 patients), ‘Lost to Follow-up’ (17 patients),
and ‘Other’ (4 patients). Completed patients represent patients who completed their scheduled visits,
and their data was entered in electronic data capture (EDC). 1 patient withdrew from the study on the
day of enrollment but then re-enrolled two years later as a new patient and completed the study (this
patient was counted only once).

Table 3: patient disposition

All patients Patients newly Patients previously
[(N=339) prescribed with treated with
ADYNOVATE® ADYNOVATE®
[N=2%) [N=310)

Enrolled/Signed informed consent 338 4 310

Completed 308 23 288
Withdrawals 30 B 24
Adverse Event 1 a 1
Voluntary Withdrawal 2 1 1
Physician Decision G 2 e
Lost to Follow-up 17 2 15
Other 4 1 3

a3 Patients nawly prescribed with ADYNOVATE: If procuct of FVIIl reatment history and FyINl proguct used at the #me of inhibior tetection are bath
nat ADYHOVATE

b: Palients previously freated with ADYNOVATE: If product of Fylll frestment history or FVINl procuct used at the Sme of inhioltor desection ks
"ADYMOMATE'

Patieni witharw from the siudy on the day of enraiment, but than r=-enrilad two years laber as paten iand
compited the study. This patiant ks countad aniy ones In this takie.
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Assessor’s comment:
Percentages are missing in this table.

Comparing the % of withdrawals roughly, it is obvious that rates are considerably higher for the newly
prescribed patients. This is not surprising because patients who can't 'tolerate' the drug stop early,
therefore such patients would already be “gone/lost” in the previously treated group. No concerns are
raised.

Recruitment

Electronic Case Report Forms (eCRFs) were collected from 9 institutions in South Korea. Information
regarding patient demographics, medical history, haemophilia A history, history of inhibitor
development, FVIII treatment history, vital signs, treatment status, and other assessments (clinical
and other data and safety) was collected at baseline visit. Additional information regarding abnormal
laboratory test, vital signs, ADYNOVATE clotting assay, inhibitor development to ADYNOVATE,
treatment status, and other assessments (clinical and other data and safety) was collected at follow up
visits.

The study period included the time between 31 January 2018 and 30 January 2024.

Assessor’s comment

The study period was 6 years (31 January 2018 - 30 January 2024). Study duration was 6 months.
Each patient had baseline, 1 month and 6 months visits. In how far this duration is sufficient to capture
long-term safety is not further commented on, but it seems rather short compared to regulatory
standard in the EU.

Baseline data

A summary of baseline demographics for all randomized subjects is presented in Table 9. Overall, 338
subjects were enrolled (336 males [99,41%] and 2 females [0,59%]. The mean (£ SD) age at baseline
was 24.98 + 13.21 years, ranged from minimum of 1.00 year to maximum of 61.00 years.

The distribution by age group showed that adults (218 ~ <65 years) accounted for 72.19% (244/338
patients), followed by children (=2 ~ <12 years) for 15.38% (52/338 patients), adolescents (212 ~
<18 years) for 11.83% (40/338 patients), infants & toddlers (<2 years) for 0.59% 2/338 patients),
and none of the elderly aged more than 65 years.
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Table 4: Demographic and baseline characteristics

All patients Patients newly Patients
{N=338) prescribed with  previously treated
ADYNOVATE® with
[M=29) ADYNOVATE®
{N=203)
Age® [years)
n 338 28 309
mean (S0 2488 (13.21) 21.80 (13.01) 2527 (1322)
min 1.00 2.00 1.00
@1 (25 percentis) 15.00 12.00 18.00
meexdian 24.00 24.00 2400
@3 (75 percentide) 33.00 27.00 33.00
M 61.00 49.00 @1.00
Age groups*, n (%)
Infants & toddlers (<2 years) 2 (D.5%) 0 (0.0} 2 {0.85)
Children (22 ~ <12 years) 52 (15.28) 5(17.24) 47 (15.21)
Adolescents (212 ~ <18 years) 40 (11.83) & (20.60) M (11.00)
Adults (218 ~ <55 years) 244 (72.19) 18 (62.07) 226 (73.14)
Elderly (=85 years) 0 (0.0 0 (0.00) 04{0.00)
Total 338 28 309
Apge intervals® [years, category), n (%)
=10 45 (13.31) 5(17.24) 40 (12.04)
10=~=<20 73 (21.60) & (20.68) &7 (21.88)
20~<30 111 (32.84) 12 (41.38) BB (32.04)
A0 ~<40 59 (17 .48) 3(10.34) 5@ (1B8.12)
40 ~=50 34 (10.06) 3(10.24) 31 {10.03)
=50 16 (4.73) 0 (D.00) 16 (5.18)
Total 338 28 309
Gender, n (%)
Male 336 (99.41) 28 (100.00) 307 (99.358)
Female 2 (D.59) 0 (D.00) 2{0.85)
Total 338 28 3ng
Height {cm)
n 233 23 210
missing 105 ] 2B
mean (S0} 165.10 (18.05) 155.74 {27.95) 168.12 (17.61)
min 21.00 21.00 a7.10
@1 (25 percentile) 164.80 15420 165.20
median 17040 16820 17085
Q@3 (75 percentile) 175.00 174.00 175.00
max 18120 17060 18120
Weight (kg)
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All patients Patients newly Patients

{N=338) prescribed with  previously treated
ADYNOVATE® with
[N=23) ADYNOVATE®
{N=303)
n ] 28 243
miEsing a2 1 &1
mean {S0) 65.38 (23.06) 5B8.20 (28.71) 66.08 (22 .5T)
Min 10.00 11.70 10.00
Q1 (25 percentile) 57.00 45.50 57.80
median 70.00 54.00 70.00
Q3 (75 percentile) T78.00 T4.50 79.40
max 129.00 116.00 120.00
Systolic Blood Pressure (mmHg)
n 36 8 28
MEESing 3oz 21 23
mean {S0) 113.14 (11.30) 113.50 (8.38) 113.04 (12.14)
min 20.00 27.00 90.00
Q1 (25 percentile) 110.00 110.00 10850
median 110,00 115.00 110.00
Q3 (75 percentile) 120.00 120.00 118.50
miax 148.00 121.00 146.00
Diastolic Blood Pressure (mmHg)
n 36 8 2B
missing 3oz 21 23
mean {S0) 7261 (2.81) 71.38 (8.28) 7296 (10.32)
min 55.00 5800 55.00
Q1 (25 percentile) 70.00 66.50 70.00
median 70.00 70.00 70.00
Q3 (75 percentile) 80.00 80.00 80.00
max 100.00 50.00 100.00
Heart Rate {beatsimin])
n v 8 28
MEESing kg | 230
mean {S0) B2.41(15.14) 78.13 (8.60) B3.50 (16.84)
min 51.00 70.00 51.00
Q1 (25 percentile) 72.00 T2.00 74.00
median 80.00 78.00 a2.00
Q3 (75 percentile) 88.00 8350 95.00
max 118.00 58.00 116.00

S0 = standard devialion, min = misimum, max = maximum

Denominator of perceniage s the namber of Totalh sxoept for missing data.

o Pafients rewly prescribed with ADTYMOAATE: IF product of Py tneatment history and PV product wsed at the ime of inhibRor deteciion ane both
not ADYHOWATE'

b Pafients previous!y reated with ADYMNOVATE: T product of Pyl reatment history or FUIll preduct used atthe time of inhibRor detection 1
'ADYMOVATE

c: Age at enrolment.

Data from 312 patients was available for analysis of hemophilia A diagnosis duration. The mean
(standard deviation [SD]) of hemophilia A diagnosis duration was 18.99 (9.33) years.

For 338 patients, the mean (SD) of FVIII levels at baseline was 7.33% (13.18%).

The mean (SD) of bleeding episodes per patient in the 12 months prior to the study by severity was
3.84 (8.01) for mild episodes, 0.84 (3.42) for moderate episodes, and 0.71 (7.45) for severe episodes.

History of thromboembolism was unknown for 7 patients and 331 patients did not have a history of
thromboembolism.

Among 326 patients with reported data, 28 (8.59%) patients had a family history of inhibitors.

Thirteen of 338 (3.85%) patients had a history of inhibitor development and a history of inhibitor titer

level.

All 338 patients had FVIII treatment history.
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Table 5: Baseline FVIII levels

Patients.
{N=338)
Baseline FVII levels (%)
n kb
mean (S50 7.33(13.18)
] 0.00
Q1 (25 percentie) [i]i]
meedian 1.80
Q3 (75 percentie) 6.50
max 32.80

80 = stamiard devislion, min = miRimum, maxr = masmum

Table 6: The number of bleeding episodes by severity in the 12 months prior to the study

Al patients Patients newly Patients
[N=228) prescribed with  previously treated
ADYMOVATE® with
{N=29) ADYNOVATE®
(N=30%)
All
n 333 28 aoe
mean (S0 5.40 {11.45) TA48(23.14) 520 (2.71)
min 0.00 0.00 0.00
Q1 (25 percentile) 0.00 0.00 0.00
meedian 2.00 1.00 200
Q3 (75 percentile) 6.00 4.00 6.00
max 125.00 125.00 G300
Mild
n 333 2 308
mezan (S0) 3.84 (B.OT1) 3.00(5.02) 3.02(8.23)
min 0.00 0.00 0.o0
Q1 (25 percentile) 0.00 0.00 0,00
meexdian 1.00 1.00 1.00
Q3 (75 percentile) 4.00 4.00 4.00
e 83.00 23100 B3.00
Moderate
n 333 20 ame
meean (S0 094 (3.42) 0.55(1.58) 0.E7 (3.54)
min 0.00 0.00 0.00
Q@1 (25 percentile) 0.00 0.00 0.00
median 0.00 0.00 0.00
Q3 (75 percentile) 0.00 0.00 0.00
e 30,00 .00 30.00
Severe
n 333 28 aoe
meean (S0 071 (T.458) 3.03 (20.08) 041 (4.44)
min 0.00 0.00 0,00
Q1 (25 percentile) 0.00 0.00 0,00
meedian 0.00 0.00 0,00
Q3 (75 percentis) 0.00 0.00 0.00
max 113.00 113.00 G000
S0- min -

I & patient did mof report & bieed, | assumed that this patient had 0 biesds.
a: Patients pewly prescribed with ADYNCOWVATE: IF product of Fyll teatment kistory and Pyl product wsed at the Bme of iInhibBor detechion ane both

not 'ADYHCWATE'

b: Paients previous!y rested with ADYROVATE: F product of P4/ reatment history or FUIll product used atthe time of inkibBor detection I

"ADYROVATE
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Table 7: FVIII treatment history

Patients
{M=334)
FVHII treatment history, n (%)
Yes 3338 (100.00)
Mo 0 {0.00)
Total 338
FVIll product, n (%)

Prophylaxis 315 (93.20)
Advate 185 (54.73)
Eloctate 0 {0.00)
Xyntha 3 {0.89)
MNowosewen RT 0 {D.00)
Greengene F B (2.88)
Greenmono 21 (8.21)
Kogenate F5 1{0.30)
Adynovate 286 (84.62)
Odher 3 {0.89)

On-demand 162 (47.83)

A total of 26 (7.69%) patients had a past medical history, 50 (14.79%) patients had comorbid
conditions, and 57 (16.86%) received concomitant medication.

Baseline data in special patients

Special patients were defined as paediatrics (children aged under 12 years and adolescent aged more
than 12 years and less than 18 years), elderly (patients aged more than 65 years), pregnant or
breastfeeding women, patients with renal impairment, patients with hepatic impairment, and patients
for long-term use (patients who received the ADYNOVATE for 6 months (182.625 days) or more).

Among 338 patients, 15.38% (52/338 patients) were children, 11.83% (40/338 patients) were
adolescents, and 0.59% (2/338 patients) were infants and toddlers.

Among 338 patients, 0.70% (2/284 patients) had pregnant partners. However, after database lock, it
was discovered that one of the reports of a pregnant partner of a male patient was erroneous. There
was only one male patient with a pregnant partner, not two.

Among 338 patients, 2.37% (8/338 patients) had hepatic impairment in the past, and 0.89% (3/338
patients) had hepatic impairment at enrollment.

Among 338 patients, 20.71% (70/338 patients) were patients for long-term use.

During this re-examination period, there was no elderly patient, pregnant or breastfeeding woman, and
patient with renal impairment among 338 patients.
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Table 8: Special patients

Patients
[N=338)
Age groups®, n (%)
Infants & toddlers (<2 years) 2 (0.59)
Children (22 ~ <12 years) 52 (15.38)
Adolescents (212 ~ <13 years) 40 (11.83)
Adults (218 ~ <85 years) 244 (T2.18)
Eldery (=85 years) D (0.00)
Total 333
Pregnancy, n (%)
Yes, pregnant female patient 0 {D.00)
Yes, pregnant partner of male patient* 2 (0.70)
Na 232 (BR.20)
Total 284
Not Applicable i)
Breastfeeding women, m (%)
Yes D (0.0a)
No 2 (100.00)
Total 2
Not Applicable 338
Renal impairment, n {%)
Yes, in the past (see Table 2.11 Medical history) 0 {D.00)
Patients
[N=338)
Yes, at enroliment (see Table 2.12 Comorbid conditions) 0 {0.00)
No A3B [ 100.0D)
Tuotal 338
Hepatic impairment, n (%)
Yes, in the past (see Table 211 Medical history) B{2.37)
Yes, at enroliment (see Table 2.12 Comorbid conditions) 3(0.89)
No 327 (BETE)
Total 333
Patients for long-term use® n (%}
Short term use < 8 months (< 182.825 days) 283 (Te2@)
Long term use = @ months (= 182,625 days) 7O (20.71)
Total 338

Denominakor of percentage |5 the number of Total except fornot appicabie daka.

a: Age af enroiiment.

b: Padents for long-term use: If On-study overall ireatment period over & monTs (@ 152625 days)
- Orr-study owersl treatment pedod = MaxRegimen restment stop dabe” for the [ast prophyiavsperioperaive fom, ‘infusion Date’ for the: 12t on-

demand Terapy form) - Min(Regimen treatment start date” for the first

prophylass porcperative fom, infusion Date” for the: first on-demand erapy form) + 1 day
- After database lock, It was discoversd that one of S reports of & pregnant partner of @ mais pafent was sronecus. Thens was only one mak

pafent with a pregnant parner, mof bvo.

Baseline data in pediatric patients

Pediatric Patients Aged <2 Years (N=2): The mean (SD) of hemophilia A diagnosis duration was 1.06
(0.54) years. The mean (SD) of bleeding episodes per patient in the 12 months prior to the study by
severity was 2.50 (0.71) for mild episodes, 1.00 (0.00) for moderate episodes, and 0.00 (0.00) for
severe episodes. No patients in this age group had family history of inhibitors, a history of inhibitor

development or a history of inhibitor titer level.

Pediatric Patients Aged >2 to <12 Years (N=52): The mean (SD) of hemophilia A diagnosis duration
was 5.63 (3.23) years. The mean (SD) of bleeding episodes per patient in the 12 months prior to the
study by severity was 2.38 (3.76) for mild episodes, 0.69 (2.10) for moderate episodes, and 0.08
(0.39) for severe episodes. Six (11.76%) of the 51 patients with reported family history data had

family history of inhibitors.
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Six (11.54%) of the 52 patients had a history of inhibitor development or a history of inhibitor titer
level.

Pediatric Patients Aged >12 to <18 years (N=40): The mean (SD) of hemophilia A diagnosis duration in
39 patients who had data available for analysis was 12.94 (3.27) years. The mean (SD) of bleeding
episodes per patient in the 12 months prior to the study by severity was 2.58 (4.54) for mild episodes,
0.45 (1.24) for moderate episodes, and 0.03 (0.16) for severe episodes. Four (10.53%) of the 38
patients with reported family history data had family history of inhibitors. No patients in this age group
had a history of inhibitor development or a history of inhibitor titer level.

Number analysed

Of the 339 patients enrolled and signed informed consent in this study, 1 patient was lost to follow-up,
with no record of having ADYNOVATE treatment after informed consent, and was excluded from the
SAS, the SFAS, and EFAS (Table 8)

During this re-examination period, SFAS and EFAS were used for analyses of safety and effectiveness
data in this study, respectively.

Table 9: analysis sets (enrolled set)

All patients Patients newly Patients
{N=339) prescribed with  previously treated
ADYNOVATE® with ADYNOVATE'
[N=25) (N=310)
Enrolled/Signed informed consent 330 28 310
Safety Analysis Set (SAS)® 338 20 308
Enrolled patients who are excluded from Safety 1 o 1
Analysis Set (SAS)?
Patient was last to follow-up with no record of
having ADYMNOVATE treatment prior to being lost 1 o 1
to follow-up.
Off-Label Analysis Set (OLAS)® [¥] 0 D
Safety Follow-Up Analysis Set (SFAS)® 338 28 a0e
Patients in SAS who are excluded from Safety o o 0
Follow-Up Analysis Set (SFAS)®
Effectiveness Full Analysis Set (EFAS)? 338 28 ]
FPatients in SFAS who are excluded from 0 o D

Effectiveness Full Analysis Set (EFAS)?
& Safety Analysis Set All patients who wen2 enrpdled and necelved at least 1 Infusion of ADYMOVATE, and for whom the infusion foliowead the
South Korean package insest.
b OfHLabel Analysls et Al patients who have recelved at least one Infusion of ADYMOVATE, and for whom e infusion did not folliow the South
Korean package Insert
c: Safety Follow-Up Analysts Set A5 a subsat of the Satety Analysis Set [SAS) and contains ail patients who have at least one safety Tollow-up.
: EMectiveness Full Analysls Sat The subsat of pabients in the Safety Folow-up Analysis Set [SFAS) who have had at least one effeciivensss
evaluation. This means that one of the following conditions ane met

1) The palient has completed the enbire study wihout reparing any bleads ar,

2) The bizeding episode Information or its efactiveness assessment has been filad In on at least one of the following formes: Adminisiration for
bieading during prophyiaxts, Cn-demand control of eeding, or Surgical Procadunss Log.
e Patients newly prescribed with ADYNCAVATE: If product of PV ineadment history and Pl product used at the ime of Inhibfor detection are both
not ' ADYNOVATE
f- Pafients previously teated with ADYMCAVATE: I product of FUIIL ireatment history or PV product usad at the ime of Inhibttor detection 1=
ADTHOVATE
Patient : witheires from e study on the day of enmiiment, but than re-enniled o years labar as pafiant ard
compieted the study. This patient ks countad only once In this Ebie.

Efficacy results

Overall, 314 (92.90%) patients received prophylaxis treatment, 23 (6.80%) patients received on-
demand treatment, and 9 (2.66%) patients received perioperative treatment. The most frequent
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treatment reasons for prophylaxis treatment were “Prophylaxis only” in 201 (59.47%) patients and
Prophylaxis and on-demand” in 107 (31.66%) patients.

Table 10: Adynovate Treatment Status

«

FProphylaxis Regimen  On-demand Regimen Perioperative Fegimen
Patients FPatients Patients Patients
(N=338) (N=314) (N=13) (=2)
Total dose® (L)
n 338 314 3 2
Mean (5D) 75.557.87 (44.635.54) 77300000 (24,743 84) 57.011.83 (35.428.35) 12,150.78 (17.43033)
Min 514.00 514.0d0 4.058.00 1.270.04
Median T4.238.50 T7.584.50 44434500 154400
Max 217.545.00 117.545.00 117,828 04 52,284 .00
[Dozage per weel™ © (TUke/wk)
n 315 20 a3 2
missing 22 2 - -
Mean (SD) §1.63 (BO.68) 61.95(91.34) 38.66(1832) 235.84 (107.96)
Min 104 204 434 35.00
Median 5525 56.06 748 235.55
Mo 135444 Lige44 7387 40456
Total number of infosion® (infusions)
n 338 314 23 2
Mean (5D) 40,29 (18.34) 4118 (17.09) 3122 (1811) T87 (10.48)
Min L.00 1.00 .00 L0
Median 45.50 45.00 32.00 4.0d
Max 27.00 £7.00 57.00 26.00
Total nomber of infosion® (infesions, category), n (%)
=30 9227.12) B0 (25.48) 10 (43.48) 0 (100.0:0)
=30 ~ =50 137 (40.53) 130 (41400 B(34.T8) 0 (0.00)
=50 ~ <70 06 [(28.40) 91 (28.98) 5(21.74) 0 (0.00)
=70 13 (3.85) 13 (4.14) 0 (000 0 (0.00)
Tatal 338 314 a3 2
Frophylaxis Regimen  Omn-demand Begimen Perioperative Regimen
Patients FPatients Patients FPatients
(N=338) N=314) (=11) =0
n doze per infosion® {TT infusion)
n 338 314 23 a
Mean (50 1,901 .28 (65417) 1.B95 82 (651 .44) 1,948 53 (525.58) 1,629.61 (783 .59
Min 150.00 25000 533.89 §34.00
Median 101468 1,009.01 L2807 1,731.04
Max 363401 363401 1,661.23 312500
\ean dose per infusion® (TU infusion, category), m (%)
=1.000 41(12.13) 301242 (870 I(nay
=100 ~ <2, 000 114(33.73) 107 (34.08) 5 (26.00) 44444
=2, 00} 183 (.14 158 (33.50) 15 (65.12) 33333
Total 338 34 23 a

mar=maximum; min=mininmm; ¥=number of patients; n=mumber of patients per criterion; SD=standard deviation; wk=week._

Denominator of percentage 1= the oumber of Total'.

*  Total dose = Total dose of prophylaxis therapy + Total dose of perioperative therapy + Total dose of on-demand therapy
- Total dose of prophvlaxis or perioperatve therapy: Sum of total dose (Total dose="Total number of infusion’ * 'Total dose per infusion (TU7 .

- Total dose of on-demand therapy: Sum of on-demand therapy for on-demand patient and on-demand therapy for prophylazis patient.

Crn-demand therapy for on-demand patden=5%umn of Totzl dose per infusion (TUT)' for all entries on the On Demand Therapy page for this pateat.
Cin-demand therapy for prophylaxis patient=5um of Total dose (TU)' from Administration for bleeding during Prophylaxis.
b Dwsage per week: Total dosage’(On-smdy Teatmnent period/ 7).
i) Total dosage = Total dozage of prophylaxis therapy + Totzl dosage of perioperative therapy + Total dosage of on~demand therapy

- Total dosage of prophylaxis or perioperative therapy: Sum of total dosage (Total dosage="Total nomber of infusion’ + Diosage per infusion (TUkg))

- Total dosaze of on-demand therapy: Totzl dosase of the Cn-Demand therapy + Total dosaze of Administration for bleeding during Prophylaxis

Tatal dosage of the On-Demand Therapy = Sum of Dosaze per infusion (TUkg), Total dosage of Administration for bleeding during Prophylaxis = Som of
Taotal dosazs/ Body weight at baseline.

iy Clm-study treatment period = Max (Regimen weatment stop date” for the last prophylaxis pedioperative form. Infusion Date' for the last on-demand therapy
form) Min (Fegimen treatment start date’ for the first prophylaxis‘perioperative form,

Tnfusion Date’ for the first on-demand therapy form) + 1.
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¢ Dwosage per week by Teatment regimen

i) Prophylaxis=Total dosage of prophylais {On-smdy reament period for prophylaxisT).

On-smdy weament period for prophylaxis= Max (Fegimen treament stop date' for the Last prophylaxiz perioperatve page where Treatment Fegimen =
Prophylaxis) Min (Fegimen meatment start date’ for the first prophylacis peroperative page.

whers Treamnent Regimen = Prophylaxis) + 1 day.

i) On-demand=Total dosage of on-demand{On-stdy treament period for on-demand/7.)

Cl-study treament period for on-demand= Max (Infusion date' for the last on-demand therapy form) Min (Infusion date’ for the first on-demand therapy form)
+ 1 day.

iif) Perioperatve=Total dosame of perioperative {Cn-study treatment period for perioperative 7).

Cln-study tresment period for peroperstive = Max (Fegimen treatment stop date’ for the last prophylaxis perioperative page where Treatment Regimen =
Parioperative covarage) Min (Regimen reatment start date' for the first

prophylaxis perioperative page where Treatment Fegimen = Peroperative coverage) + 1 day.
¢ Total oumber of infusion = Total number of infision for prophylaxis therapy + Total mumber of infusion for perioperative therapy + Total mumber of
infusion for on-demand therapy.

- Total number of infusion for prophylaxis or peroperative therapy: Sum of Total munber of infusion”.

- Total mumber of infusion for on-demand therapy: Total oumber of unigue combinations of Tnfusion date’ and infusion dme'.
¢ Mean dose per infusion = Totml dose Total number of infnsion.
Source: ADYNOVATE South Korea Post-Marketing Surveillance (261603) final smdy report, Table 22,

ADYNOVATE Treatment in Pediatric Patients

Pediatric Patients Aged <2 Years (n=2): Overall, 2 patients received prophylaxis treatment. No patients
in this age group received on-demand treatment or perioperative treatment.

Pediatric Patients Aged >2 to <12 Years (n=52): Overall, 50 patients received prophylaxis treatment, 2
patients received on-demand treatment, and 2 patients received perioperative treatment.

Pediatric Patients Aged >12 to <18 years (n=40): Overall, 40 patients received prophylaxis treatment,
no patients received on-demand treatment, and 1 patient received perioperative treatment.

Table 11: Adynovate treatment status in pediatric patients

Asze Groop . Prophylazis Rezimen On-demand Rezimen FPerioperative Begimen
Variable FPatients Patients Patients Patients
|Pediatric Fatients Aged <1 Years =) ™=1) =) (=0}

Total dose {TT7)
n 2 1 ] ]
Mean (501 12.311.00 (5,563.37) 12.311.00 (6,563.37) - -
Min 17,670.00 17,570.00 - -
Median 21311.00 12311.00 - -
Max 26,852.00 26.952.00 - -
Daosage per week™ (IUkz/wk)
n 2 1 ] ]
Meaan (501 T250(15.7%) TLER(15.70) - -
Min 6143 6143 - -
Median 7159 7159 - -
Max 83.78 83.78 - -
Total mumber of mfusion? (infosons)
n 2 1 ] ]
Mean (S0 G0.00 (4.24) 60.00 (4.24) - -
Min 57.04 7.0 - -
Median 0.0 0.0 - -
Max 63.00 63.00 - -
Total mamber of mfusion? (infosons, category), o
(%)
=30 0{0.00) 0 (0.0 0 (.0m 0 (000
=30 ~ =50 0 {0.00) 0 {0.0:) 0 (0.0m 0 (000
=50 ~=70 2 (100,00 2 (100-00) 0 (0.0 0 (000
=70 0 {0.00) 0 (0.0 0 (0.0 0 (000
Total 2 2 ] ]
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Agze Gronp . Prophylax: Regimen On-demand Regimen Perioperative Regimen
Variabie Patients Patients Patients Patients
Alean dose per infosion® (IU/infusion)
n 2 1 ] ]
Mean (50 375.66 (136.02) 3T5.66 (136.00) - -
Min 18048 18048 - -
Medim 3T5.656 376.66 - -
Mz 47154 47154 - -
Mlean dose per infosion® (IU/infosion, category), m
(%)
<1,000 2 (100.00) 2 (100.00) 0 (0.0 0 (000
21,000 ~ 2,000 0 (0.00) 0 (0.00) 0 (0.0 0 (0.00)
= 2,000 0 (0.00) 0 (0.00) 0 (0.0 0 (0.00)
Toml 2 1 ] ]
[Pediatric Patients Aged =2 fo <12 Years N=51) (WN=50) ™=1) (M=)
Total dose* {IU)
n 52 50 1 3
Mean (50 346.515.04 (21.5304.75) 36,218.86 21,715.34) 43,019.50 (19,074.21) 2,063 .00 (680.24)
Min F14.00 514.00 3043200 1,582.00
Medim 31,520.00 31.520000 43 91850 1,0563.00
Mz B9.814.00 20.E14.00 3740700 154400
Dasage per week™ * (TUziwlk)
n 52 50 1 3
Mean (50 6356 (31.41) .08 (3159 51.79(15.51) 18278 (B0.83)
Min L] | 921 41 82 23555
Madian 5287 G62.87 5279 29278
Max 19873 198.73 6376 350.00
Asge Groop ) Prophylaxis Eegimen On-demand Regimen Ferioperative Fegimen
Variable Patients Patients Patients Patients
Total number of infusion? (infosions)
o 52 50 2 2
Mean (5D 4304 (18.14) 4368 (1841) 50.50 (9.19) 3.00 (1.41)
Min 1.00 1.00 44.00 2.00
Madian 48.00 48.00 50.50 3.00
Max B87.00 87.00 57.00 4.00
Total nomber of infusion? (infosions,
category), m (%)
=30 10(18.23) 10 (20,000 0 (0.0 2 (100.00)
=30 - <50 19 36.54) 18 (35.000 1(50.00) 0 (0m
=50 - =70 03848 19 (38.000 1(50.00) 0 (000
=70 I 3 (8.00) 0 (0.0 0 (n.0m
Total 52 50 1 3
Mean doze per infusion® (ITU/infusion)
n 52 50 1 1
Meam (SIY) B43.14 (431.38) 240.08 (233.00) Q1930 (543.04) T13.50 (109,500
Min 15000 250.00 533189 §36.00
Median T48.00 T45.00 R19.30 713.50
Max 207800 207900 1.304.70 79100
Mean doze per infusion® (TU/infusion,
category), m (%)
<1, 0 3TTLLE) 36 (722000 1 {50.00) 2 (100.00)
=1,000 ~ <2000 13 25.00) 12 24.000 1(50.00) 0 (000
=2,000 2(3.85) 2 (4.00) 0 (0.0 0 (n.0m
Total 52 50 1 3
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Asgze Group . Prophylaxis Regimen On-demand REegimen Perioperative Regimen
Variable Fatients Patients Patients Patients
[Pediatric Patients Aged =12 to <18 Years (N=40) (N=40) (N=0) ™=1)
Total dose* (TU7)
H 40 40 o 1
Mean (5D 75,576.55 (33,672.94) 75,576.55 33.672.94) - 2720900 (-)
Min 2332.00 2332.00 - 27,200.00
Median 76,262.00 746,262.00 - 27,200.00
Max 153,648 00 153,648.00 - 27,200.00
Dosage per week™ ® (TU/ kg/wk)
H 37 37 o 1
missing 3 3 - -
Mean (5D 58.65 (30.78) 58.65 (30.78) - 404.56 ()
Min 330 330 - 404,55
Median 58.82 58.82 - 404 .58
Max 211.68 211.68 - 404,56
Total nomber of infusion? (infosions)
H 40 40 0 1
Mean (S5I) 4445 (16.47) 4445 (1647) - 26.00 (=)
Min 1.00 1.00 - 26.00
Median 48.00 48.00 - 26.00
Max 73.00 73.00 - 26.00
Total number of infusion! (infosions,
category), m (%)
=30 T (17.50) 7 (1750 0 (0.00) 1 (104.00)
=30~ <50 17 (42.50) 17 (42.500 0 (0.00) 0 (0200
=50 ~ <70 15 (37.50) 15 (37.50) 0 (0.00) 0 (0,00
Age Group . FProphylaxmis Regimen Onp-demand Regimen FPerioperative Fegimen
Variabie Patients Patients Patients Patients
=70 1(2.500) 1 (2500 0 (0.00) 0 (000
Total 40 40 o 1
Mean dose per infosion® (IU/infosion)
N 40 40 o 1
Meam (5D 1,739.76 (516.55) 1,730.76 (516.55) - 1,046.50 (-)
Min 803.67 B803.67 - 1,044.50
Median 1,635.33 1,635.33 - 1,044.50
Max 3,201.00 3,201.00 - 1,044.50
Mean dose per infosion” (IU/infosion,
category), m (%)
=1, 000 1(2.50) 1(2.50) 0 (0.00) 0 (000
=1,000 ~ =2 ,000 27 (67.50) 27 (67.50) 0 (0.00) 1 (1Wd.00)
=2.000 12 (30.00) 12 (30.00) 0 (0.00) 0 (0000
Total 40 40 o 1

mar=maxinmm; min=minimum; N=pomber of patients; n=pumber of patients per criterion; SD=standard deviaton; wk=week.

Denominator of percentage is the nomber of "Total'.

*  Total dose = Total dose of prophylaxis therapy + Total dose of perioperative therapy + Total dose of on-demand therapy
- Total dose of prophylaxis or perioperative therapy: Sum of total dose (Total dese="Total number of infusion’ * 'Total dose per infusion ([IU])
- Total dose of on-demand therapy: Sum of on-demand therapy for on-demand patient and on-demand therapy for prophylaxis patient
Cn-demand therapy for on-demand patent=5uwm of Total dose per infusion (TUT)' for all eniTies on the On Demand Therapy page for this patdent.
Cn-demand therapy fior prophylaxis patent=5uwm of Total dese (IU)' from Adminisoation for bleeding during Prophylaxis.

b Dosage per week: Total dosage/(On-study oeatment period/T)

i) Total dosage = Total dosage of prophylaxis therapy + Total dosage of perioperative therapy + Total dosage of on-demand therapy
- Total dosage of prophylaxis or perioperative therapy: Sum of total dosage (Total dosage="Total mumber of infusion’ + Dosage per infnsion [T kg])
- Total dosage of on~demand therapy: Total dosage of the On-Demand therapy + Total dosage of Administration for bleeding during Prophylaxis
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Total dosage of the On-Demand Therapy = Sum of Dosage per infusion (Tkg), Total dosage of Adminisoation for bleeding during Prophylaxis =
Sum of Total dosage Body weight at basaline.

i) Om-sudy treatment period = Max (Regimen reamment stop date’ for the last prophylaxiz/perioperative form, Tnfusion Date' for the last on-demand
therapy form) Min (Fegimen reatment start date’ for the first prophylaxis perioperative form,

Infusion Date” for the first on-demand therapy form) + 1.

Dirsage per week by teatment regimen

i) Prophylaxis==Total dosage of prophylaxis {On-stdy trexment period for prophylaxisT)

On-smdy weament period for prophylaxis= Max (Fegimen treatment stop date’ for the last prophylasds perioperative page where Treamment Fegimen
= Prophylaxis) - Min (Fegimen oeatmnent start date’ for the first prophylaxis perioperatve page

where Treamnent Fiegimen = Prophylaxis) + 1 day

i) Om-demand=Total dosage of on-demand {On-sedy reatment period fior on-demand T)

Co-study restment period for on-demand= Max (Infusion date' for the last on-demand therapy form) - Min (Tnfusion date' for the first on-demand
therapy form) + 1 day

iii) Perioperative=Total dosage of perioperagve (On-smdy reatment period for perioperative/T)

Cmn-smdy reament period for peroperative = Max (Fegimen meament stop date’ for the Last prophylaxis perioperatve page where Trestment
Fegimen = Perioperative coverage) - Min (Fegimen treatment start date’ for the first

prophylaxis perioperative page where Treamment Fegimen = Perioperative coverage) + 1 day
= Total onmber of infision = Total number of infusion for prophylasds therapy + Total number of infasion for perioperative therapy + Total number
of infnsion for on-demand therapy

- Total mumber of infusion for prophylaxis or perioperative therapy: Sum of Total munber of infusion”.

- Total mumber of infusion for on-demand therapy: Total momber of unigue combinatdons of Infosion date' and "infusion time'

M\fean dose per infusion = Total dose Total number of infusion.

Source: Table 2.15.1, Table 2.15.2, and Table 2.15.3.

Effectiveness Assessment for Prophylaxis

The effectiveness evaluation in patients who received ADYNOVATE for prophylaxis was based on the
annualized bleeding rate (ABR) while on prophylaxis and the effectiveness of ADYNOVATE on-demand
use to control breakthrough bleeds.

A total of 314 patients were treated with ADYNOVATE for prophylaxis. Of these, 239 (76.11%) patients
did not bleed during both prophylaxis-only exposure period and the prophylaxis and bleed-control
exposure period.

The total number of bleeds among patients with at least 1 bleed (75 patients) was 163. Of these,
60.74% (99/163 bleeds) required 1 ADYNOVATE infusion, 26.99% (44/163 bleeds) required 2
infusions, and 12.27% (20/163 bleeds) required 3 or more infusions. The physician assessment of
effectiveness was available for 151 of the 163 bleeds. The assessment was “Excellent” for 70.86%
(107/151 bleeds) and “Good” for 29.14% (44/151 bleeds).

The ABR was calculated to provide a standardized measure of effectiveness. During the prophylaxis-
only exposure period, the mean (SD) ABR was 1.70 (5.05) bleeds/year and during the prophylaxis and
bleed-control exposure period, the mean (SD) ABR was 1.38 (3.49) bleeds/year.

Effectiveness Assessment for Prophylaxis in Pediatric Patients

Pediatric Patients Aged <2 Years: Two patients aged <2 years were treated with ADYNOVATE for
prophylaxis. Each patient had 1 bleed during the prophylaxis-only exposure period and the prophylaxis
and bleed-control exposure period (ie, the total number of bleeds over the 2 periods was 2). These 2
breakthrough bleeds required 1 ADYNOVATE infusion. The physician’s assessment of effectiveness of
on-demand treatment was “Good"” for these 2 bleeds.

The mean (SD) of ABR was 2.01 (0.03) bleeds/year during both the prophylaxis-only exposure period
and the prophylaxis and bleed-control exposure period.

Pediatric Patients Aged >2 to <12 Years: A total of 50 patients were treated with ADYNOVATE for
prophylaxis. Of these, 37 (74.00%) patients did not bleed during both the prophylaxis-only exposure
period and the prophylaxis and bleed-control exposure period. The total number of bleeds among
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patients with at least 1 bleed (13 patients) was 23. Of these bleeds, 52.17% (12/23 bleeds) required 1
ADYNOVATE infusion, 26.09% (6/23 bleeds) required 2 infusions, and 21.74% (5/23 bleeds) required
3 or more infusions. The physician’s assessment of effectiveness of on-demand treatment was
available for 13 bleeds; the assessment was “Excellent” in 53.85% (7/13 bleeds) and “"Good” in
46.15% (6/13 bleeds). The mean (SD) of ABR was 1.14 (2.60) bleeds/year during prophylaxis-only
exposure period and 1.07 (2.49) bleeds/year during prophylaxis and bleed-control exposure period.

Pediatric Patients Aged >12 to <18 Years: A total of 40 patients were treated with ADYNOVATE for
prophylaxis. Of these, 31 (77.50%) patients did not bleed during both the prophylaxis-only exposure
period and the prophylaxis and bleed-control exposure period. The total number of bleeds among
patients with at least 1 bleed (9 patients) was 26. Of these bleeds, 57.69% (15/26 bleeds) required 1
ADYNOVATE infusion, 26.92% (7/26 bleeds) required 2 infusions, and 15.38% (4/26 bleeds) required
3 or more infusions. The physician’ s assessment of effectiveness of on-demand treatment was
available for all 26 bleeds; the assessment was “Excellent” in 42.31% (11/26 bleeds) and “Good”
in 57.69% (15/26 bleeds).

The mean (SD) of ABR was 1.62 (3.62) bleeds/year during the prophylaxis-only exposure period and
1.49 (3.26) bleeds/year during prophylaxis and bleed-control exposure period.

Effectiveness Assessment for On-demand Treatment

The effectiveness evaluation for patients who received ADYNOVATE as on-demand treatment was
based on the ability of ADYNOVATE to control bleeds.

Overall, 23 patients were treated with ADYNOVATE as on-demand treatment; the total number of
bleeds in these patients was 322. Of these bleeds, 70.81% (228/322 bleeds) were controlled with 1
ADYNOVATE infusion, 18.32% (59/322 bleeds) with 2 infusions, and 10.87% (35/322 bleeds) with 3 or
more infusions. The physician assessment of effectiveness was available for 289 of the 22 bleeds; the
assessment was “Excellent” in 36.33% (105/289 bleeds), “Good” in 60.55% (175/289 bleeds), *
Fair” in 2.77% (8/289 bleeds), and “None” in 0.35% (1/289 bleed).

Effectiveness Assessment for On-demand Regimen in Pediatric Patients

Two patients were treated with ADYNOVATE as on-demand treatment. These subjects were aged >2 to
<12 years. The total number of bleeds experienced by both patients was 31. Of these bleeds, 87.10%
(27/31 bleeds) required 1 ADYNOVATE infusion and 12.90% (4/31 bleeds) required 3 or more
infusions. The physician’ s assessment of effectiveness of on-demand treatment was available for 4 of
these 31 bleeds; the assessment was “Good” for all (100.00%).

Effectiveness Assessment for Perioperative Use

The effectiveness evaluation for patients who received ADYNOVATE for perioperative use was based on
the physician assessment of the effectiveness of ADYNOVATE infusions in controlling bleeding. A total
of 9 patients received ADYNOVATE as perioperative treatment. Five (55.56%) patients were treated
with ADYNOVATE before surgery, 1 (11.11%) patient was treated with ADYNOVATE during surgery, and
8 (88.89%) patients were treated with ADYNOVATE after surgery. Of note, a patient could have had
more than 2 perioperative treatment phases (before surgery, during surgery, and after surgery).
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The effectiveness assessment for perioperative treatment was available for 5 patients. The assessment
was “Excellent” in 1 of 5) (20%) patients, “Good” in 3 of 5 (60%) patients, and “Fair” in 1 of 5

(20%) patients.

Effectiveness Assessment for Perioperative Use in Pediatric Patients

Pediatric Patients Aged <2 Years: There were no patients in this age group who received ADYNOVATE
as perioperative treatment.

Pediatric Patients Aged >2 to <12 Years: Two patients years were treated with ADYNOVATE as
perioperative treatment. One patient was treated with ADYNOVATE before and after surgery and the
other patient was treated with ADYNOVATE during and after surgery. The effectiveness assessment was
available only for 1 patient. The effectiveness assessment for this patient was “Good” .

Pediatric Patients Aged >12 to <18 Years: One patient aged was treated with ADYNOVATE as

perioperative treatment, before and after the surgery. The effectiveness assessment for this patient
was “Fair.”

Assessor’'s comment

Most patients (239/314 patients, 76.11%) receiving ADYNOVATE as prophylaxis did not bleed during
both the prophylaxis-only exposure period and the prophylaxis and bleed-control exposure period. The
ABR was below 2 bleeds/year in patients who received ADYNOVATE as prophylaxis. Most of the
breakthrough bleeds that occurred during the prophylaxis period (143/163 bleeds) were controlled with
1 ADYNOVATE infusion (99/163 bleeds, 60.74%) or with 2 ADYNOVATE infusions (44/163 bleeds,
26.99%). The physician’s effectiveness assessment, which was available for 151 of the 163 bleeds;
was “Excellent” for 70.86% (107/151 bleeds) and Good” for 29.14% (44/151 bleeds).

Patients receiving on-demand treatment (23 patients) most bleeds (228/322 bleeds, 70.81%) were
effectively treated with only 1 ADYNOVATE infusion.

For patients in the perioperative treatment group 5 of 9 patients (55.56%) were treated with
ADYNOVATE before surgery, 4 patients (80.00%) received a single treatment, 1 patient (20%) needed
2 infusions.

Regarding children, a total of 50 patients aged between 2 years and 12 years were treated with
ADYNOVATE for prophylaxis. Most patients (74.00%, 37/50 patients) did not bleed. 13 patients
(26.00%) had one or more bleeds (total number of bleeds among all patients was 23). During
prophylaxis-only exposure period, the mean (+ SD) of annualized bleed rate was 1.14 + 2.60
bleeds/year. During prophylaxis and bleed-control exposure period, the mean (x SD) of annualized
bleed rate was 1.07 + 2.49 bleeds/year. Of 23 bleeds experienced by the 13 patients, 52.17% (12/23
bleeds) required one ADYNOVATE infusion, 26.09% (6/23 bleeds) required two infusions, and 21.74%
(5/23 bleeds) required 3 or more infusions. For 13 bleeds of these 23 bleeds, a physician assessment
of effectiveness of on-demand treatment (prophylaxis and on-demand treatment group) was available,
and the assessment was ‘Excellent’ in 53.85% (7/13 bleeds) and ‘Good’ in 46.15% (6/13 bleeds).

A total of 40 patients aged between 12 years and 18 years were treated with ADYNOVATE for
prophylaxis. Of these patients, 77.50% (31/40 patients) had zero bleeds and 22.50% (9/40 patients)
had one or more bleeds. Of the 9 patients who had at least one bleed, the total number of bleeds
among all patients was 26. These results are same during both prophylaxis-only exposure period and
bleed-control exposure period.
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Of the 2 children aged >2- <12 years in the on-demand treatment group, 87,1 % (27/31 bleeds)
required 1 infusion, 12.90% (4/31 bleeds) required three infusions.

A total of 2 patients (=2 -<12 years) treated with ADYNOVATE received_perioperative treatment.
Among the 2 patients, 1 patient was treated with ADYNOVATE before and after surgery and 1 patient
was treated with ADYNOVATE during and after surgery. Each 1 patient treated with ADYNOVATE before
surgery and during surgery received a single infusion. Among the 2 patients treated with ADYNOVATE
after surgery, 1 patient received a single infusion, and 1 patient received a single treatment up of 3 or
more infusions. During prophylaxis and bleed-control exposure period, the mean (£ SD) of annualized
bleed rates was 1.49 + 3.26 bleeds/year. Only 1 patient aged between 12 years and 18 years treated
with ADYNOVATE received perioperative treatment before and after surgery. Before surgery, this
patient received a single infusion before surgery. After surgery, this patient received 2 treatments,
consisting of a single infusion, a single treatment, consisting of two infusions, and 3 treatments,
consisting of 3 or more infusions after surgery. For this patient, effectiveness assessment for
perioperative treatment was ‘Fair’

To sum up, the number of paediatric patients included is considerable and allows an individual
assessment of efficacy and safety in this subgroup on a descriptive basis. The results of the
effectiveness evaluation of ADYNOVATE in patients aged <2 years to 18 years were consistent with
those obtained in the overall population. In general, the effectiveness results of this study complement
the findings from previous clinical trials. Nevertheless, results need to be interpreted cautiously due to
the shortcomings in relation to definition of bleeding events.

Safety results

Overall, 20 (5.92%) patients had 23 AEs; the majority (21 AEs) were unexpected. Four (1.18%)
patients had 4 adverse drug reactions (ADRs); of these, 2 ADRs in 2 (0.59%) patients were
unexpected (rhinitis allergic and pyrexia, Table 4). Four (1.18%) patients had 4 serious adverse events
(SAEs), all unexpected SAEs but none was an ADR.

Table 12: Summary of adverse events

Safety Follow-up Analysis Set (N=318)
Number (and 2504 CT" for Number of Event:
Percent) of Expected Percent of (%a)"

FPatient: with Patients with an

Events, n (%0)" Event
Adverse events (AEs) 20(582) (3.65, 8.99) 23 (100.080)
Adverse drug reaction (ADRs)" 4 (1.18) (0.32, 3.00) 4(17.39)
Serions adverse event (SAFE:) 4(1.18) (0.32, 3.00) 4({17.33)
Serions adverse drug reaction (SADES) 0 {0.0:0) - 0 (0.0
Unerpected adverse event (Unexpected AEs) 18(533) (3.19, 820 21 (91.30)
Unerpected adverse drg reaction 2{0.5% (0.07,2.12) 2 (8.7
(Unexpected ADESs)
Unerpected serious adverse events 4 (1.18) (0.32, 3.00) 4({17.33)
(Unexpected SAE=)
Unexrpected serions adverse drmg reactions 0 {0.0:0) - 0 (0.0
(Unexpected SADE=)

ADFs=adverse dmg reactions; AEs=adverse events; CI=confidence interval; p=pumber of patients; SADEs=sarions
adverse dmg reactions; SAEs=serious adverse events.
®  Denominstor of percentage is the number of patients in the safety follow-up analysis sat.

05%% CT is calculated using Clopper Pearson exact method

cDenominator of percentage is the total momber of events in the safety follow-up analysis set
2 Adverse dmg reaction=Adverse events whose relationship to ADYMOVATE is "Certain’, Probable Likely',
Paossible’, 'Conditional Unclassified’, UnassessibleTnclassifiable’
Unexpected adverse event=An AFE that is not listed in the package insert
Source: ADYNOVATE South Korea Post-Marketing Surveillance (261603) final study report, Table 24
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The most frequently reported AEs were haemarthrosis and pyrexia, which were reported in 2 (0.59%)
patients each. Other preferred terms (PTs) were reported by 1 (0.3%) patient each. Most of the AEs
were of mild severity (18 AEs), 4 AEs were moderate, and 1 AE (appendicitis) was severe. The AE
relationship to ADYNOVATE treatment was assessed as “Unlikely” for most AEs (19 AEs), ©
Unassessible/Unclassifiable” for 2 AEs (rhinitis allergic and diarrhoea), and “Certain” and
Conditional/Unclassified” for 1 AE each (pyrexia and headache, respectively). For most AEs, the action
taken with ADYNOVATE was “Dose not changed” (18 AEs), dose was increased for 3 AEs, interrupted
for 1 AE, and 1 AE caused drug withdrawal. All AEs recovered/resolved, except 1 AE that
recovered/resolved with sequelae (rhinitis allergic), and 1 AE that did not recover/resolve (dizziness).

There were no AEs with a fatal outcome.

Summary of Adverse Events in Pediatric Patients

Pediatric Patients Aged <2 Years (n=2): One (50.00%) patient had an AE of nasopharyngitis. Pediatric
Patients Aged >2 to <12 Years (n=52): Six (11.54%) patients had 9 AEs. Preferred terms (arthralgia,
haemarthrosis, joint swelling, balanoposthitis, testicular retraction, anaemia, pyrexia, rhinitis allergic,
and nail dystrophy) were reported by 1 (1.92%) patient each. The event of rhinitis allergic was
reported as an ADR (1.92% of patients in this age classification).

Pediatric Patients Aged >12 to <18 years (n=40): A total of 4 (10.00%) patients had 4 AEs. Preferred
terms (COVID-19, haemarthrosis, headache, and haematoma) were reported by 1 (2.50%) patient
each. The event of headache was reported as an ADR (2.50% of patients in this age classification).

Adverse Drug Reactions

Overall, 4 (1.18%) patients had 4 ADRs. None of these ADRs was serious and 2 occurred in pediatric
patients (rhinitis allergic and headache).

Two of the 4 ADRs were unexpected (rhinitis allergic and pyrexia). These 2 unexpected ADRs were of
mild severity and one (pyrexia) was assessed as having a “Certain” relationship with ADYNOVATE
treatment.

Table 13: Listing of adverse drug reactions

Camsal

System Organ Claszs  Preferred . .. Relationship by 3 . Action
Age Group Sex (S0C) T 1) Serions Severify the Imvestiztor R:lal:nonsllm Tal Outcome Expectedness
with Others
PR Nervous system o . 2 Conditional Concomitant  Dwose not Fecoversd = -
=17 © - = -z =
=12 to <18 years dizgrders Headachs Mo Wild Unclascified — ed resotved Expecied AE
Raspiratory, thoracic - - . Fecoverad
A Phimitiz - Unassessible Concomitant  Dwose not .
=2 1o <12 years and mediastinal . Mo Wild I R resolved with  Unexpected AE
disgrders allergic Unclassifiable medication changed lag
e Gastroimtestinal . . - Unassassible N Dwose not Pecoversd - N
=18 to <265 years disorders Dhisrrhosa Mo Mild Unclassifible NA od resohved Expected AE
General disorders and D= B ]
=18 to <265 years adn'_;msi_:_.'::gzi site Pyexia Ho Wild Clartain WA withdrawn resatved Unexpected AE

AF=adwverse svent; MedDR A=Meadiral Dictionary for Regulatory Activitiss; W' A=not applicable; PT=prefered term; S0 =system organ class.

Adverse druog reactions: All AEs whose relationship to AnyaovaTe was "Certaim’, ProbablaLikely', Possible’. ‘Conditional TUnclassified’, Tnassessible Unclassifiable’.
System organ classes and PTs were coded nsing MedDIF.4 wersion 26.1.

Source: ApywovaTe South Forea Post-Marketing Surveillance (261503) final stady repart, Table 36.

Serious Adverse Events

Overall, 4 (1.18%) patients had 4 SAEs. Two of these SAEs occurred in pediatric patients
(haemarthrosis and haematoma).
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Table 14: Listing of serious adverse events

. - Camzal -
System Organ Preferred - ~_ Relationship by - . Action
Age Group Sex Claz: (SOC) Term (PT} SAFE Detail Severity the Investizator mmnmp Taken Expectedness
with Others
. . Pequiring hospitalization
i . Gastroimtestinal . i A - (Crther - Diase
=18 to <25 years i Haematochezia  or existing hospitalization  Moderste Unlikely i . _ Unexpected AE
prolonged
- Orther —
Pequiring hospitalization
. g Infactions and i S unknowT Dz
=18 to <15 years infacmtion: Appendicids  or existing hospitalization  Severe Unlikely i wd im Unsxpacted AE
prolonged SyIpitom)
Nusculoskelstal and Pequiring hospitalization c Do
=12 to <18 years connective dssue  Hesmarthrosis  or existing bospitalization  Moderste Unlikely JDCUITER “ Unsxpected AE
) Drizease mereased
disomders prolonzed
i . - . ~ Izu.m_ = :h:s:l_lxhza_ ten - ‘Conoarren: Digze
=12 to <18 years Vascnlar disorders  Haematoms  or existing bospitalization  Moderste Unlikely . _ Unsxpected AE
- 1 Drizease mereazed

AF=adverse event; MadDPA=Medical Dictionary for Fiegnlatory Activitdes; PT=preferred term; SAE=serious adverse event; 20C=system orzan class.
Systern organ classes and PTs were coded using MedDEA version 26.1.
Source: ADYNOVATE South Korea Post-Marketing Surveillance (261603) final study report, Table 38

Factor VIII Antibodies
During this study, no patient reported developing FVIII antibodies after baseline.
Logistic regression response and predictor variables

The result of a multivariate logistic regression model showed that there was no significant association
between the probability of RHN AEs and on several factors

Table 15: Logic regression of occurrence of AEs in renal, hepatic, nervous system on age
group, cumulative dosage, and baseline renal, hepatic and nervous system conditions

Mumber of Mumber (%) of

Risk factor Categories patients in this patients with an
category RHNAE
Exploratory analysis for categorical variables
SFAS patients with no missing .
values of input variables A 8 1{0.32)
Baseline Renal, Hepatic, or
Neurological Disorder Ne 0 1{0.33)
Yes 13 0 {0.00})
Infants & toddlers{<2 years), or
Age Group Chidren (2 ~ <12 years) M 0(0.00)
Adolescents (212 ~ <18 years) ar O (0.0}
Adults (=18 ~ <85 years) 225 1({0.44)

Logistic regression {generalized additive model) results

Type lll tests of fixed effects

Humerater degrees of Denominator

Variable free-dorii' degrees of F-statistic Pr=F

freedom
Cumulative dosage (IUikg) 3 <l 0.0 1.0000

Mumber of Humber [%) of

Risk factor Categories patients in this patients with an

category RHMAE
Age Group 2 e 0.0 0.oooe
Baseline Renal, Hepatic, or 1 ane .00 00030

Newrological Disorder
Dependent variable/RHNAE): the ccrurrence of an AE In the reral, hepatic, or neurclogical syshem organ classes (S0Cs] (Probability modeied ks
Vsl
Muitipis logistic regression generilzed addive model: RHMAE = BLRHND + age group + spiinsiCumulative exposure to ADYROVATE (URg),

= BLRHKO: Bassine renal, hepabic, or neurciogical disonder status
- spline{Cumulsfve sxposure by ADYRONATE (IUkQL = & plecesise Inzar spine Wit knots a2 e st quariie, medisn, and Bhind quanils o

abow Tor potental nonlinear relaSonship.
PreF Is e prvalue for tessing the null hypothests that there |5 mo effect of B covariste on the probabilty of @ paSent having a Renal, Hepatic, or

Neuroiogical AE.
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In addition, exploratory analysis of the relationship between the probability of an AE and cumulative
dosage was performed. There was no trend of the probability of an AE between RHN AEs and
cumulative dosage of ADYNOVATE.

Figure 1: relationship between the probability of an AE and cumulative dosage of Adynovate
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The values of Cumulative ADYNOWVATE dosage (IUkg) were divided into 30 evenly-spaced bins.

The number of patients in each bin is represented by the size and color of the plot symbol: darker colors and larger dots represent a larger sample
size in the dosage bin.

The proportion of patients in each bin with a Renal, Hepatic, or Neurclogical AE (RHMAE) was calculated as an estimate of the probability of a
patient having a8 RHNAE.

Assessor’'s comment

338 patients were included in the safety assessment. The majority of patients were male (99.41%).
The mean (£ SD) of FVIII levels at baseline was 7.33 (£ 13.18). Most bleeding episodes per patient
within the last 12 months by severity was ‘Mild’ (3.84 + 8.01). There was no patient who had a history
of thromboembolism. 28 patients (8.59%) had family history of inhibitors. Among 338 patients, 13
patients (3.85%) had history of inhibitor development, a history of inhibitor titer level, respectively,
and all patients had FVIII treatment history. No patient reported ADYNOVATE as the FVIII product
used at the time of inhibitor detection. During the observation period, a total of 23 AEs were reported
from 20 patients (5.92%).

Among 23 AEs, 2 AEs were reported from patients who were newly prescribed with ADYNOVATE, and
21 AEs were reported from patients who were previously treated with ADYNOVATE before enrolled in
this PMS study. The most frequently reported AEs classified into PT were 'Haemarthrosis', 'Pyrexia' (2
events, 0.59%, respectively), and other PTs were reported in 1 event, respectively. Among the
reported 23 AEs, a total of 4 ADRs were reported from 4 patients (1.18%). The 4 ADRs were classified
into PT as ‘Pyrexia’, ‘Diarrhoea’, ‘Headache’, and ‘Rhinitis allergic’ (1 event, 0.30%, respectively).
Among the reported 23 AEs, 21 AEs except for 1 event (0.30%) of ‘Diarrhoea’ and ‘Headache’,
respectively, are classified as unexpected AEs, but only 2 AEs (‘Pyrexia’ and ‘Rhinitis allergic’) were
reported as unexpected ADRs.

A total of 4 SAEs were reported from 4 patients (1.18%), and reported SAEs were classified into PT as
‘Haematochezia’, ‘Appendicitis’, ‘Haemarthrosis’, and ‘Haematoma’. All 4 SAEs were unexpected SAEs
but not unexpected SADRs.
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The severity of the reported 23 AEs was most (18 AEs) ‘Mild’. The AE’s relationship to ADYNOVATE was
19 events of ‘Unlikely’, 2 events of ‘Unassessible/ Unclassifiable’, 1 event of ‘Certain’,
‘Conditional/Unclassified’, respectively. Physician evaluated AE’s causal relationship other than
ADYNOVATE as 10 events of ‘Other’, 7 events of ‘Not applicable’, and 3 events of ‘Concomitant
medication’ and ‘Concurrent disease’, respectively. After AE occurred, action taken on ADYNOVATE was
18 events of ‘Dose not changed’, 3 events of ‘Dose increased’, and 1 event of ‘Drug interrupted’, ‘Drug
withdrawn’. Among the reported 23 AEs, only 1 AE was not recovered or resolved, and others were
recovered.

Only 2 ADR occurred in pediatric patients (rhinitis allergic and headache). These were resolved by end
of study. Two of 4 SAEs occurred in pediatric patients (haemarthrosis and haematoma). Action taken
was a drug increase.

To estimate the occurrence of an AE in the renal, hepatic, or neurological system organ classes
(RHNAE) the Applicant used a multivariate logistic regression model which is no further described.
According to the Applicant this model showed that there was no significant association between the
probability of RHN AEs and cumulative Adynovate dosage. Regarding Figure 30 one bin (1600 IU/kg)
seems to have a higher proportion of RHNAR. The meaning for pediatric patients is not fully clear but
does not seem reason for concern at this stage.

Overall ADYNOVATE was well tolerated and no new safety concerns were identified during this PMS in
patients with hemophilia A in South Korea. So far, no new safety findings emerge for the pediatric
population and no concerns arise from the data presented.

2.3.3. Discussion on clinical aspects

As part of this Article 46 procedure, the MAH submitted the final report of study 261603 together with
a Clinical Overview Addendum. Study 261603 was a 6-year, multicenter, prospective, non-
interventional post marketing surveillance study conducted in South Korea with the goal to investigate
the safety and hemostatic effectiveness of ADYNOVATE in routine clinical practice. Patients aged <18
years were also included.

This study was required by Korea’s Ministry of Food and Drug Safety (MFDS) according to ‘Standards
for Re-examination of New Drugs’ to assess the safety and describe hemostatic effectiveness for the
approved local label of ADYNOVATE in a real-world setting in South Korea.

Data was collected between 31 January 2018 and 30 January 2024, with ADYNOVATE treated patients
under standard clinical care in South Korea. In this study, physicians collected the data of safety and
effectiveness at 0 month (baseline), 1 month and 6 months.

The primary objective was to characterize the safety of ADYNOVATE when used in standard clinical
practice of hemophilia A patients in South Korea. The secondary objectives were to monitor long term
safety of ADYNOVATE in pediatric and adult patients with hemophilia A and to evaluate hemostatic
effectiveness in patients with hemophilia A receiving ADYNOVATE under standard clinical care in South
Korea. In how far the 6 months duration is sufficient to capture long-term safety is not further
commented on, but it seems rather short compared to regulatory standard in the EU.

Inclusion criteria of the study were patients with a diagnosis of hemophilia A who were newly
prescribed with ADYNOVATE or who already have been prescribed ADYNOVATE according to the
physician’s judgment, if 1. The patient or legally authorized representative has given written informed
consent to participate in the study and 2. The patient is indicated for treatment according to the
ADYNOVATE South Korea prescribing information (PI). A comparison between the ADYNOVATE
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prescribing information (PI) in South Korea and the European Union was lacking. This raised questions
about whether the indications for use, target population, dosage, and method of administration are the
same between the two regions. Upon request potential discrepancies in these areas were discussed to
ensure the study's findings are applicable across different regions. As the South Korean treatment
recommendations are basically similar to the EU recommendations, this issue is resolved.

The study did not include hypothesis testing and no formal sample size calculation was provided.
According to the protocol, the target sample size was 330 patients.

A total of eCRFs of 339 patients were collected and 338 patients with hemophilia A were included in
safety assessment and effective assessment. Of 338 patients, 336 (99.41%) were male and 2 (0.59%)
were female. Included was also a subset of paediatric subjects (n=2 infants <2years, n=52 children
aged 2 to <12 years, n=40 adolescents >12 years) for on demand, perioperative or prophylactic
treatment according to daily clinical practice and patient needs. The number of paediatric patients
included is considerable and allows an individual assessment of efficacy and safety in this subgroup on
a descriptive basis.

Eleven pediatric patients were newly prescribed with ADYNOVATE; 5 patients were aged >2 to <12
years and 6 patients were aged >12 to <18 years. Eighty-three pediatric patients were previously
treated with ADYNOVATE; 2 patients were aged <2 years, 47 patients were aged >2 to <12 years, and
34 patients were aged >12 to <18 years.

Baseline conditions (hemophilia A diagnosis, bleeding episodes, history of inhibitor development,
history of inhibitor titer level, FVIII levels, FVIII treatment history, ..) were evaluated in the overall
population as well as for pediatric patients separately.

Withdrawal rates were higher among newly prescribed patients (6/29, 20%) compared to those who
had been previously treated with ADYNOVATE (24/310, 7%). This difference is expected, as patients
who cannot tolerate the drug are more likely to discontinue it early, meaning they are no longer
included in the previously treated group.

Assessment of effectiveness was done by a) Bleeding Assessment (each individual bleed, spontaneous
or traumatic, will be recorded in patient’s diary, and/or recorded in study physician/nurse/clinic notes)
b) the number of ADYNOVATE infusions needed for the treatment of bleeding episodes (determined by
the patient, his/her caregiver, and/or clinician treating the patient, and is based upon the patient’s
response to treatment, using the Efficacy Rating Scale for Treatment of Bleeding Episodes) c) the
overall hemostatic effectiveness rating at resolution of bleed (for each bleeding episode: type of bleed,
date and time of onset of bleed, of each infusion of ADYNOVATE required achieving adequate
hemostasis, of resolution of bleeding episode and overall clinical efficacy rating).

The study report did not include a clear definition of "bleed/bleeding,". Lack of definition could have led
to inconsistencies in reporting. A standard definition should have been established beforehand. This
issue is noted, however as this study is regarded as supplementary information and has limited impact
on the overall B/R balance of Adynovi no concerns are raised.

The evaluation of ADYNOVATE's effectiveness in treating hemophilia patients showed positive
outcomes across different age groups and treatment scenarios. In the overall population, 76.11% of
patients on ADYNOVATE prophylaxis did not experience any bleeding. The annualized bleeding rate
(ABR) was below 2 bleeds per year. Most breakthrough bleeds were controlled with one or two
ADYNOVATE infusions, with physicians rating the treatment as "Excellent" for 70.86% of bleeds.

In on-demand treatment, 70.81% of bleeds were effectively treated with a single infusion. In the
perioperative treatment group, most patients required only one infusion before surgery.
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Among children aged 2 to 12 years, 74% did not bleed while on prophylaxis, with a low ABR. Similarly,
77.5% of patients aged 12 to 18 years had no bleeds. For those who did bleed, most were managed
with one or two infusions.

Overall, the effectiveness of ADYNOVATE in pediatric patients mirrored the positive results seen in the
broader population, aligning with previous clinical trial findings. Nevertheless, efficacy results need to
be interpreted cautiously due the shortcomings regarding lack of general definition of bleeding event.

The safety evaluation was conducted using safety data collected on the incidence of all types of AEs for
the SFAS overall and by subgroup; the incidence and frequency of AEs, further classified by serious,
severity, and reported causal relationship to ADYNOVATE; all AEs that occurred during or after first
ADYNOVATE administration (categorization according to the MedDRA); inhibitor titers for FVIII
antibodies by incidence and by high and lower titer categories; occurrence of AE by demographics and
baseline characteristics and abnormal laboratory results.

In the safety assessment of ADYNOVATE involving 338 patients, the treatment was generally well
tolerated. The mean baseline FVIII level was 7.33 IU/dL, and most recent bleeding episodes were mild.
No patients had a history of thromboembolism, but 8.59% had a family history of inhibitors, and
3.85% had a personal history of inhibitor development. During the study, 23 adverse events (AEs)
were reported in 20 patients (5.92%), with the most common being hemarthrosis and pyrexia. Only
four adverse drug reactions (ADRs) were reported, including fever, diarrhea, headache, and allergic
rhinitis.

Four serious adverse events (SAEs) were reported, none of which were considered related to
ADYNOVATE. Most AEs were mild, and most patients did not require changes to their ADYNOVATE
dosage.

In pediatric patients, two ADRs (allergic rhinitis and headache) and two SAEs (hemarthrosis and
hematoma) occurred, all of which were resolved by the study's end. While headache is already
included in section 4.8 of the SmPC, allergic rhinitis is not included yet. The MAH was asked to discuss
a possible relationship with Adynovi and justify why inclusion of “allergic rhinitis” in section 4.8 of the
SmPC is not necessary. According to the Applicant the reported case of allergic rhinitis was initially
classified as "unassessible/unclassifiable". To comply with local regulations based on the World Health
Organization’s causality assessment the case was recorded as "related" before the final determined
causality assessment was completed. However, after further review determined that the allergic rhinitis
was self-limited and not related to Adynovi, aligning with environmentally mediated allergies. A
comprehensive search of Takeda's Global Safety Database from July 21, 2011, to August 30, 2024,
identified four nonserious cases of rhinitis (two from South Korea, one from Brazil, and one from
Germany). All events were consistent with upper respiratory infections or seasonal allergies,
predominantly in children (3/4) and unlikely related to Adynovi, which is agreed.

To estimate the occurrence of an AE in the renal, hepatic, or neurological system organ classes
(RHNAE) the Applicant used a multivariate logistic regression model which is no further described.
According to the Applicant this model showed that there was no significant association between the
probability of RHN AEs and cumulative Adynovate dosage. Regarding Figure 30, one bin (1600 IU/kg)
seems to have a higher proportion of RHNAR, the meaning for pediatric patients is not fully clear but
does not seem reason for concern at this stage.

In essence, results of study 261603 complement the findings from previous clinical trials.
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3. Request for supplementary information

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

1. The applicant is asked to identify potential discrepancies (especially indication, target
population, posology of administration) between the South Korean and EU product
(information) and discuss them if necessary with regard to this study and applicability for the
EU region.

2. The ADR allergic rhinitis is currently not included in the EU PI. The MAH should discuss a
possible relationship with Adynovi and justify why inclusion of “allergic rhinitis” in section 4.8 of
the SmPC is not necessary.

The timetable is a 30 day response timetable with clock stop
MAH responses to Request for supplementary information

Question 1

The applicant is asked to identify potential discrepancies (especially indication, target population,
posology of administration) between the South Korean and EU product (information) and discuss them
if necessary with regard to this study and applicability for the EU region.

Takeda Response 1

After reviewing both the European Union (EU) Summary of Product Characteristics (SmPC) and the
South Korean package insert (PI), Takeda has concluded that while there are no major differences
other than the indicated population, there are stylistic differences.

In the South Korean PI, ADYNOVATE is indicated in children, adolescents, and adults with hemophilia
A, while the EU SmPC specifically indicates Adynovi treatment for patients 12 years and above with
haemophilia A.

The language in the EU SmPC for prophylaxis states “twice weekly in 3-to-4-day intervals,” while the
South Korean PI states "2 times per week.” This is one of multiple examples of stylistic differences. The
meaning is the same, but there are slight differences in wording/approach. The minor differences in
the South Korean PI are aligned more with the company position, while the language in the EU SmPC
is aligned with the company position and the EU Core SmPC for Factor VIII products.

A summary of the differences between the EU SmPC and South Korean PI is shown in Table 2.a with
key differences highlighted.

In South Korea, reimbursement criteria for medications significantly restrict actual medical practice,
impacting the administration of ADYNOVATE for prophylaxis. The approved dose is 40-50 IU/kg body
weight for individuals aged 12 years and above, and 55 IU/kg body weight for those under 12 years, to
be administered twice per week. However, due to strict reimbursement limitations, the actual
prophylaxis dose is capped at 20-30 IU/kg body weight regardless of age.
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Table 16: Comparison of EU SmPC and South Korean PI

EU SmPC South Korean FI
Indication Treatment and prophylaxis of bleeding in patents 12 years | Antihemophilic Factor (Fecombinant), PEGylated. is a
and above with hasmophilia A (congemitsl factor VI bumsan antibemophilic factor indicated in children,
deficiency). adolescents, and sdults with hemophilia A (congenital factor
VIN deficiency) for:
+«  On-demand restment and control of bleading episodes
+ Perioperative managemant
»  Foutine prophylaxis to reduce the frequency of bleeding
episodes
ADYHOVATE is not indicated for the treatment of von
Willebrand disease.
Frophylactic Prophylaxis FRoutine Prophylaxis
Treatment For long term prophylaxis, the recommended dose Administer 40-50 I per kg body weight 2 tmes per week in
is 40 to 50 IU of ADYIOV per kg bodyweight twice adolescents and adults (12 years and older). Administer 55 IU
weekly in 3 to 4 day intervals. Adjustnents of doses and | per kg body weight 2 times per wesk i children (< 12 years)
administration intervals may be considered based on with a maximumm of 70 IU per kg. Adjust the dose based on
achieved FVIII levels and individual bleeding tendency. | the patient’s clinical response.
HasmorrhageBleeding Degree of FVIII level Frequency of doses Type of Bleeding Target FVIIT Frequency of
Episode haemorrhage | reguired (% /duration of level (IV/ML or | DosesDuration
or ITAAD) therapy 4 of normal) of therapy
Early 2040 Bepeat injections Minor 2040 Frequency of
haemarthrosis, every 12 to 24 hours. | Early hemarthrosis, dosing is 12-24
muscle Atleast | day, until | mild mmscle hours untl the
bleeding or the bleeding episede, | bleeding, or mild bleeding is
oral bleeding. as indicated by pain, | oral bleeding resolved.
is resolved or episode.
hesling is achisved.
EU SmPC South Korean PI
More 30-60 Bepeat injections Moderate 30-50 Frequency of
extensive every 12 to 24 hours | Muscle bleeding, dosing is 12-24
haemarthrosis, for 3-4 days or more | moderate bleeding hours ungl the
muscle until pain and acate into the oral cavity, bleading is
bleeding or dizability are definite resolvad.
haematoma. resolved. hemarthrosas, and
known frauma.
Life G0-100 Bepeat injections Major G0-100 Frequency of
threatening every & to 24 hours Sipmificant dosing is §-24
haemorthages. umntil threat is gastrointestinal hours untl the
resolved bleeding, bleeding is
intracranial, resolved.
iniTa-shdominal or
infrathoracic
bleeding, central
DETVNS SYShem
bleeding, bleeding in
the retropharyngeal
or retroperitonesl
spaces or liopsoas
sheath, fractures,
head rauma.
EU SmPC south Korean PI
Surgery Type of FVIIT Level Frequency of Type of Surgery Factor VIIT Frequency of
Suorgical ERequired (% or | Doses/Taration of Level Required | DosesDmration of
Proceduars Ty Therapy (% of normal Treatment
or TdL)
Minor 30-60 Ewery 14 hours at Minor Inchiding 30-60 Within one hour
Inchoding least 1 day, umtil tooth extraction before surgery.
tooth healing is achieved. Bepeat after 24
exraction bhours if necessary
(Fepeat aftar
12~.24 hours for
patients <12 years
of aze). Single
dose or repeat as
needed unml
bleeding is
resolvad
Major 80-100 Fepear injections Major 80-100 Within one hour
{pre - and every & to 24 hours Intracranial, {pre-and hefore the
postoperative) until adequate intTa-shdominal | or postoperative]) operation to
wiound healing, then | intrathoracic surgery, achieve 100%a
continue therapy for | joint replacement activiry. Repaat
at least SUrgery. every & to 24
another 7 days to hours (§ to 24
maintain a hours for patients
factor VIII activity =12 years of age)
of 30% o 6% to maintain FVTIT
(TU). activity within the
target range. Treat
until adequate
wound healing.

FVII=factor VIIIL; Pl=product information; SmPC=summeary of product characterjstics.
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Assessment of Response

The Applicant”s review of the EU Summary of Product Characteristics (SmPC) and the South Korean
package insert (PI) for ADYNOVATE reveals no major differences, aside from the indicated patient age
groups. The South Korean PI includes children, adolescents, and adults with hemophilia A, whereas the
EU SmPC specifies patients aged 12 years and above. Stylistic differences, such as the wording for
dosing schedules are considered negligible. As the South Korean treatment recommendations are
basically similar to the EU recommendations, the study 261603 results are applicable also to the EU
population.

Conclusion:

Issue resolved.

Question 2

The ADR allergic rhinitis is currently not included in the EU PI. The applicant should submit a variation
in order to update the PI or justify why this is not necessary.

Takeda Response 2

Takeda would like to clarify that the case of allergic rhinitis reported from South Korea was first
determined to be “unassessible/unclassifiable”, but to be in compliance with the local regulations the
reported finding was initially recorded as "Related" as per the World Health Organization causality
assessment, even before the final determined causality assessment was completed.

After the case details were reviewed by Takeda, it was determined that the self-limited event of
“allergic rhinitis” was not related to Adynovi and was consistent with environmentally mediated
allergies.

In addition, Takeda conducted a full cumulative search in the Takeda Global Safety Database, from 21
July 2011 (Development International Birth Date), to 30 August 2024, for the Preferred Term (PT) of
“Rhinitis” and PT of “Allergic Rhinitis,” under System Organ Classes (SOC) of “Respiratory, thoracic and
mediastinal disorders,” and SOC “Infections and infestations.”

The cumulative search yielded 4 cases (2 from South Korea, one of which was from study 261603
[both reported in 2023]; 1 from Brazil [2022]; and 1 from Germany [2021]). All the events were
nonserious, self-limited and consistent with upper respiratory infections or seasonal allergies. Three of
the events occurred in children (6, 7, and 12 years old) and age was not reported in the fourth case.

All cases were evaluated and determined to be unlikely to be related to Adynovi. Hence, based on this
assessment, the benefit-risk profile of Adynovi remains positive, and it was determined that an update
to the PI was not necessary at this time.

Assessment of Response

According to the Applicant the reported case of allergic rhinitis was initially classified as
"unassessible/unclassifiable". To comply with local regulations based on the World Health
Organization’s causality assessment the case was recorded as "related" before the final determined
causality assessment was completed. However, after further review determined that the allergic rhinitis
was self-limited and not related to Adynovi, aligning with environmentally mediated allergies.
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A comprehensive search of Takeda's Global Safety Database from July 21, 2011, to August 30, 2024,
identified four nonserious cases of rhinitis (two from South Korea, one from Brazil, and one from
Germany). All events were consistent with upper respiratory infections or seasonal allergies,
predominantly in children (3/4) and unlikely related to Adynovi, which is agreed.

Conclusion:

Issue resolved and no update of the PI is necessary.

4. Rapporteur’s overall conclusion and recommendation

X Fulfilled:

No regulatory action required.
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