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1. Introduction

On 28 Aug 2023, the MAH submitted a completed paediatric study for Rixubis (nonacog gamma), in 

accordance with Article 46 of Regulation (EC) No1901/2006, as amended. 

These data are also submitted as part of the post-authorisation measure. 

A Clinical Addendum Overview (Module 2), a Clinical Study Report with Appendices and an Erratum (all 

Module 5) are provided for study 251602. 

2. Scientific discussion

2.1. Information on the development program 

The MAH stated that study 251602 (study title: Phase IV Multi-center, Prospective, Interventional, 

Post-marketing Study in Hemophilia B Patients in India receiving RIXUBIS as On-demand or 

Prophylaxis Under Standard Clinical Practice) is a stand alone study. 

2.2. Information on the pharmaceutical formulation used in the study 

RIXUBIS is a coagulation factor IX (FIX) product. It is a purified protein produced utilizing recombinant 

deoxyribonucleic acid technology. It has a primary amino acid sequence that is identical to the Ala-148 

allelic form of plasma-derived FIX, and its structural and functional characteristics are comparable to 

endogenous FIX. Factor IX is activated by factor VIIa/tissue factor complex in the extrinsic pathway 

and by factor XIa in the intrinsic coagulation pathway. Activated FIX, in combination with activated 

factor VIII, activates factor X. This results ultimately in the conversion of prothrombin to thrombin. 

Thrombin then converts fibrinogen into fibrin, and a clot can be formed. 

RIXUBIS contains the active substance nonacog gamma and is a coagulation FIX product that is 

produced by recombinant technology, ie, by using modern gene replication technologies. RIXUBIS is 

synthesized by a genetically engineered Chinese hamster ovary (CHO) cell line. 

RIXUBIS has been approved for the treatment and prevention of bleeding episodes in patients with 

hemophilia B (congenital FIX deficiency), routine prophylaxis of bleeding episodes in patients with 

hemophilia B, and perioperative management of bleeding in patients with hemophilia B in 21 

countries/regions (approved via centralized procedure in the European Union [EU]) as of 30 Jun 2022. 

The product is available as powder and solvent for solution for injection in the following strengths: 250 

international units (IU), 500 IU, 1000 IU, 2000 IU, and 3000 IU. The strengths and indications for use 

of RIXUBIS may vary in different countries. RIXUBIS is formulated as a sterile, non-pyrogenic, white or 

off-white, lyophilized powder and solvent for solution for intravenous injection and is stabilized with a 

mixture of sugars and salts. Dosage and duration of treatment with RIXUBIS depend on the severity of 

the FIX deficiency, the location and extent of bleeding, the patient’s clinical condition and age, and 

pharmacokinetic (PK) parameters of FIX, such as incremental recovery (IR) and half-life. 
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2.3. Clinical aspects 

2.3.1. Introduction 

The MAH submitted a final report for: Study 251602: Phase IV Multi-center, Prospective, 

Interventional, Post-marketing Study in Hemophilia B Patients in India receiving RIXUBIS as On-

demand or Prophylaxis Under Standard Clinical Practice 

2.3.2. Clinical study 

Study 251602: Phase IV Multi-center, Prospective, Interventional, Post-
marketing Study in Hemophilia B Patients in India receiving RIXUBIS as 

On-demand or Prophylaxis Under Standard Clinical 

Study Period: 

Study Initiated (first subject enrolled): 07 Dec 2018 

Study Completed (last subject completed): 11 Aug 2021 

Date of the Report: 27 Jul 2022 

Description 

This was a Phase IV multi-center, prospective, interventional, post-marketing study in hemophilia B 

previously treated patients (PTPs) in India receiving RIXUBIS under standard clinical practice. The 

physician was expected to follow standard clinical practice. The safety and efficacy of RIXUBIS under 

standard clinical practice was evaluated in a total of 25 evaluable hemophilia B subjects. All study 

subjects were included in the assessments of safety and hemostatic effectiveness. 

The purpose of this addendum is to summarize results from completed Study 251602, a Phase 4, 

multicenter, prospective, interventional, postmarketing study in hemophilia B previously treated 

patients (PTPs) in India receiving RIXUBIS under standard clinical practice. 

The primary objective of the study was to assess the safety of RIXUBIS based on serious adverse 

events (SAEs) (including FIX inhibitors). Secondary safety objectives included the occurrence of 

adverse events (AEs), changes in laboratory parameters, and immunogenicity (excluding FIX 

inhibitors). Secondary efficacy objectives included the assessment of the efficacy of prophylactic 

treatment with RIXUBIS and efficacy of RIXUBIS in the control of bleeding episodes. 

The safety and efficacy of RIXUBIS under standard clinical practice were evaluated in a total of 25 

evaluable hemophilia B subjects. All study subjects were included in the assessments of safety (safety 

analysis set [SAS]) and hemostatic effectiveness (effectiveness full analysis set [EFAS]). Out of the 25 

subjects, 23 (92%) subjects received at least 3 months of prophylactic treatment in the study and 

were included in the efficacy analysis. No on-demand subjects were enrolled. 

Overall, RIXUBIS was found to be safe and effective in hemophilia B PTPs who received RIXUBIS 

treatment under standard clinical practice in India. Although there was a high percentage of protocol 

deviations reported during the study, these deviations did not compromise subjects’ safety or efficacy, 

nor were there any concerns pertaining to study validity. Results from this study are consistent with 

previous real-world evidence and clinical trial data. 
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The total of 23/25 prophylaxis subjects in India who completed the study provide sufficient evidence 

for safety and efficacy of RIXUBIS in hemophilia B PTPs treated under standard clinical practice in 

India. The results of Study 261502 did not change the positive benefit-risk profile of RIXUBIS. 

Methods 

Study participants 

Inclusion Criteria 

Each subject had to meet all the following criteria to be eligible for the study: 

1. Subject or legally authorized representative (LAR) (in case of study participants <18 years of age) 

gave written informed consent to participate in the study. 

2. Subject had hemophilia B. 

3. Subject was defined as PTP: 

• Subject aged ≥6 years that had been previously treated with plasma-derived and/or 

recombinant FIX concentrate(s) for a minimum of 150 exposure day (EDs). 

• Subject aged <6 years that had been previously treated with plasma-derived and/or 

recombinant FIX concentrate(s) for a minimum of 50 EDs. 

4. Subject had no evidence of a history of FIX inhibitors. 

5. Subject was human immunodeficiency virus negative (HIV-); or HIV+ with stable disease and CD4+ 

count ≥200 cells/mm3, as confirmed by central laboratory at screening. 

6. Subject was hepatitis C virus negative (HCV-) by antibody or polymerase chain reaction (PCR) 

testing (if positive, antibody titer confirmed by PCR), as confirmed by central laboratory at screening; 

or HCV+ with chronic stable hepatitis. 

7. Subject was willing and able to comply with the requirements of the protocol. 

Exclusion Criteria 

Subjects who met any of the following criteria were excluded from the study: 

1. Subject had known hypersensitivity or presence of any contraindication to RIXUBIS or its excipients 

including hamster protein. 

2. Subject had evidence of an ongoing or recent thrombotic disease, fibrinolysis or disseminated 

intravascular coagulation (DIC). 

3. Subject had a history of FIX inhibitors with a titer ≥0.6 Bethesda unit (BU) (as determined by the 

Nijmegen modification of the Bethesda assay or the assay, employed in the respective local laboratory) 

at any time prior to screening. 

4. Subject had a detectable FIX inhibitor at screening, with a titer ≥0.6 BU as determined by the 

Nijmegen modification of the Bethesda assay in the central laboratory. 

5. Subject had severe chronic liver disease as evidenced by, but not limited to, any of the following: 

International Normalized Ratio (INR) >1.4, hypoalbuminemia, portal vein hypertension including 

presence of otherwise unexplained splenomegaly and history of esophageal varices. 
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6. Subject had severe chronic hepatic dysfunction [eg, ≥5 times upper limit of normal alanine 

aminotransferase (ALT), as confirmed by central laboratory at screening, or a documented INR >1.5]. 

7. Subject had severe renal impairment (serum creatinine >2.0 mg/dL), as confirmed by central 

laboratory at screening. 

8. Subject had been diagnosed with an inherited or acquired hemostatic defect other than hemophilia 

B. 

9. Subject’s platelet count was <100,000/mL. 

10. Subject had a clinically significant medical, psychiatric, or cognitive illness, or recreational 

drug/alcohol use that, in the opinion of the investigator, would affect subject’s safety or compliance. 

11. Subject was receiving or scheduled to receive during the course of the study, an 

immunomodulating drug (eg, corticosteroid agents at a dose equivalent to hydrocortisone greater than 

10 mg/day, or α-interferon) other than antiretroviral chemotherapy. 

12. Subject participated in another clinical study involving an investigational product (IP) or 

investigational device within 30 days prior to enrollment or was scheduled to participate in another 

clinical study involving an IP or investigational device during the course of this study. 

13. Subject was a family member or employee of the investigator. 

Treatments 

All subjects received exclusively RIXUBIS. The physician was expected to follow standard clinical 

practice. The treatment with RIXUBIS was administered at the discretion of the investigator and 

consisted of either prophylaxis or on-demand. As discussed in the RIXUBIS Product Label for India, 

incremental recovery (IR) is used for the dosing calculation for the on-demand treatment of bleeding 

episodes. In this study no on-demand subject was enrolled, therefore IR was not calculated. 

Following reconstitution, RIXUBIS was administered at room temperature and within 3 hours of 

reconstitution. Plastic syringes provided by the sponsor were used with this product since proteins such 

as RIXUBIS tend to stick to the surface of glass syringes. The infusions were administered by 

intravenous infusion at a maximum infusion rate of 10 mL/minute. It was recommended that the first 

dose of RIXUBIS was infused in the clinic. 

RIXUBIS is formulated as a sterile, nonpyrogenic, lyophilized powder of concentrated rFIX for 

intravenous injection and is provided in a single-dose vial labeled with the rFIX activity expressed in 

international unit (IU). Subjects used the commercial material for this study. RIXUBIS was infused 

intravenously after reconstitution with Sterile Water for Injection (SWFI). The infusions were 

administered by intravenous infusion at a maximum infusion rate of 10 mL/minute. It was 

recommended to infuse the first dose of RIXUBIS in the clinic. All subjects enrolled in the study were 

treated as per standard clinical practice. In all cases, the treatment with RIXUBIS was at the discretion 

of the investigator and consisted of either a prophylactic or on-demand treatment as per the RIXUBIS 

Product Label for India. 

The RIXUBIS batch numbers used in this study are provided below: 

• RIXUBIS Coagulation Factor IX (Recombinant) 250 IU/vial (Kit): TNA17007AL-0248, 

TNA17011AG-05, TNA16013AK-01 
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• RIXUBIS Coagulation Factor IX (Recombinant) 500 IU/vial (Kit): TNA17004AL-0249, 

TNA18005AH-06, TNA16007AP-02, TNA16007AP-02, TNA18013AQ-0826, TNA18009AE-0666, 

TNA18013AC-0665, TNA17017AI-0440, TNA17017AI-0537, TNA17019AC-0441 

• RIXUBIS Coagulation Factor IX (Recombinant) 2000 IU/vial (Kit): TNA18021AC-0250, 

TNA18014AB-07, TNA17002AG-03, TNA17002AG-04 

Duration of Treatment: 

The overall duration of the study was 36 months from study initiation (ie, first subject enrolled) to 

study completion (ie, last subject last visit). 

The follow-up period for each enrolled subject was up to 6 months from baseline while on treatment. 

The following visits were performed: Baseline, 1 month, 3 months, and 6 months. Subjects were 

discontinued from the study after they had been in the study for 6 months, irrespective of the RIXUBIS 

EDs they had received during that 6-month treatment period. 

Objective(s) 

Primary Objective 

The primary objective of the study was to assess the safety of RIXUBIS based on serious adverse 

events (SAEs) (including FIX inhibitors). 

Secondary Objectives 

Safety: 

• To determine the safety of RIXUBIS based on adverse events (AEs) 

• To determine the safety of RIXUBIS based on changes in laboratory parameters 

• To determine the immunogenicity of RIXUBIS (excluding FIX inhibitors) 

Efficacy 

• To assess the efficacy of prophylactic treatment with RIXUBIS 

• To assess the efficacy of RIXUBIS in the control of bleeding episodes 

Outcomes/endpoints 

Primary Outcome Measure 

The number of possibly or probably related SAEs (including FIX inhibitors) as well as the number of 

subjects with possibly or probably related SAEs (including FIX inhibitors) that occurred during or after 

first RIXUBIS infusion will be summarized. 

Secondary Outcome Measures 

Safety: 

The number of possibly or probably related adverse events as well as the number of subjects with 

possibly or probably related adverse events that occurred during or after first RIXUBIS infusion will be 
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summarized. 

Shift tables will be presented for the results of clinical laboratory data. 

Subjects developing binding IgG or IgM antibodies to FIX or antibodies to CHO proteins or rFurin will 

be summarized. 

Efficacy: 

Summary statistics will be provided for the rate of success of RIXUBIS for treatment of bleeding 

episodes as well as for the annualized bleeding rate (ABR) with prophylactic use of RIXUBIS. These 

tables will be also presented by bleeding site, cause and severity. 

Sample size 

Based on data from the WFH from 1998-2006, the mean prevalence of hemophilia B in India was 0.19 

per 100,000 male. In the WFH Report on the Annual Global Survey 2014, there were a total of 14,450 

cases of hemophilia and 2,281 confirmed cases of hemophilia B in India in 2014. Due to the low 

prevalence of hemophilia B and difficulty in switching patient from current therapy, an estimated study 

size of 25 subjects will be recruited. 

Randomisation and blinding (masking) 

Not applicable as study 251602 was an open-label single arm study. 

Statistical Methods 

Data handling will be conducted by the contract research organization. The data will be inspected for 

inconsistencies by performing validation checks. 

Statistical analysis for this study will be descriptive in nature. All details regarding the statistical 

analysis and the preparation of tables, listings, and figures will be described in the statistical analysis 

plan (SAP) prepared by the contract research organization and approved by the sponsor before 

database lock. 

Analysis Sets 

Effectiveness Full Analysis Set (EFAS): 

The EFAS will be comprised of all subjects for whom all inclusion and none of the exclusion criteria are 

met. This dataset will be used for the efficacy analyses. 

Safety Analysis Set (SAS): 

All subjects having received RIXUBIS at any time during the study will be included in the SAS. 

Handling of Missing, Unused, and Spurious Data 

All data will be evaluated as observed. A subject who withdraws prior to the last planned observation in 

a study period will be included in the analyses up to the time of withdrawal. 
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Methods of Analysis 

Primary Outcome Measure: 

The number of possibly or probably related SAEs (including FIX inhibitors) as well as the number of 

subjects with possibly or probably related SAEs (including FIX inhibitors) that occurred during or after 

first RIXUBIS infusion will be summarized. 

Secondary Outcome Measures: 

Safety 

• The number of possibly or probably related adverse events as well as the number of subjects 

with possibly or probably related adverse events that occurred during or after first RIXUBIS 

infusion will be summarized. 

• Shift tables will be presented for the results of clinical laboratory data. 

• Subjects developing binding IgG or IgM antibodies to FIX or antibodies to CHO proteins or 

rFurin will be summarized. 

Efficacy 

• Summary statistics will be provided for the rate of success of RIXUBIS for treatment of 

bleeding episodes as well as for the annualized bleeding rate (ABR) with prophylactic use of 

RIXUBIS. These tables will be also presented by bleeding site, cause and severity. 

Planned Interim Analysis of the Study 

No interim analyses are planned for this study. 

Changes in the Conduct of the Study 

The study protocol was amended twice: Amendment 1 dated 15 Sept 2016 and Amendment 2 dated 

27 Sep 2017. 

Summary of Changes from Amendment 1 to Amendment 2 is provided below: 

Description of Change: The earlier version (Protocol Amendment 1, dated 15 Sep 2016) used the Post-

Marketing Surveillance (PMS) study protocol template. An Interventional study protocol template was 

used for this amendment. These 2 protocol templates (PMS study protocol template and Interventional 

study protocol template) are very different and almost all sections were changed as a result. 

Purpose for Change: Since we were providing IP free of cost and since we were doing a mandatory 

inhibitor testing as per the recommendation from the Indian Health Authority, this study was 

considered an Interventional study. 

Changes in the Planned Analyses 

The original SAP dated 22 Nov 2019 was amended once on 29 Sep 2021. All the changes were made to 

align with the dry run analysis. 

The details of changes in planned analysis are presented below: 
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Total 
n (%) 

Screened Set 31 
Effectiveness Full Analysis Set (EF AS)' 25 (J OO) 
Safety Analysis Set (SAS)b 25 (1 00) 

Subject Completed the Sh1dy 23 (92.0) 
Subject Discontinued from the Study 2 (8.0) 

Primmy Reason for Discontinuation of Study 
Subject Had Adverse Event(s) 0 
Physician Decision l (4 0) 
Withdrawal by Subject/Legally authorized representative 0 
Smdy Terminated by Sponsor 0 
Other I (4.0) 

EFAS=effecllveness full analysis set; 1F Number of subJects with available data ; SAS=Safety Analysis Set 
% = Percentage of subjects (n) based on the Effectiveness Full Analysis Set. 
Other: Subject discontinuation due to non-compliance of Investigational Product. 
• All enrolled subjects who met all eligibility criteria . 
b All enrolled subjects who received RIXUBIS at any time during the study. 

• Visit windows were not derived. Assessments were assigned to visits based on the information 

reported in the completed eCRF page at each planned visit. 

• Analysis of ABR with prophylactic use of RIXUBIS were clarified: Zero was considered as a 

possible number of unique bleeds. All subjects on prophylaxis treatment for at least 3 months 

were included in the summary of ABR. 

• For analysis of FIX Nijmegen, negative result was defined as any value <0.6 BU. 

• COVID-19 related protocol deviations were summarized. 

Results 

Participant flow/Recruitment 

Among the 31 subjects who were screened, 25 subjects met all eligibility criteria (included in EFAS) 

and received RIXUBIS treatment (included in SAS). Of all the included subjects, 23 (92.0%) subjects 

completed the study. Of those subjects who discontinued from the study (n=2, 8.0%); 1 (4.0%) 

subject discontinued due to physician decision and 1 (4.0%) subject discontinued for ‘other’ reason. 

Table 1: Subjects Disposition (All Screened Subjects) 

Protocol Violations/Deviations 

Among all included subjects, there were 21 (84.0%) subjects with a total of 124 deviations reported. 

There were 4 (16.0%) subjects with any critical deviations (m=6; m stands for number of protocol 

deviation), 19 (76.0%) subjects with any major deviations (m=96), and 14 (56.0%) subjects with any 

minor deviations (m=22). There were 3 (12.0%) subjects who had any deviations (m=5) related to 

COVID-19, of which 2 (8.0%) subjects had any major deviations (m=4), and 1 subject (4.0%) had any 

minor deviation (m=1). 

The most common critical deviation was related to IP compliance (n=4, 16.0%; m=5). Most of the 

major protocol deviations were also related to IP compliance (n=15, 60.0%; m=83), followed by visit 

schedule criteria (n=6, 24.0%; m=9), laboratory assessment criteria (n=3, 12.0%; m=3), and 

randomization / enrollment criteria (n=1, 4.0%; m=1). Most of the minor protocol deviations were 

related to visit schedule criteria (n=10, 40.0%; m=12) followed by laboratory assessment criteria 

(n=5, 20.0%; m=6), eligibility and entry criteria (n=2, 8.0%; m=2), and IP compliance (n=2, 8.0%; 

m=2). All COVID-19 related protocol deviations were related to visit schedule criteria (n=3, 12%; 

m=5). 
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EFAS SAS 
Characteristic (N=25) (!',=25} 
Demographic 

Age (years)• 
ll 25 25 
Mean (SD) 24.6 (829) 24.6 (8.29) 
Median 22.0 22.0 
Ql, Q3 20.0, 28.0 20 .0, 28 .0 
Min,Max 12.0,48.0 12.0, 48 .0 

Asr.e Category 1 (vears) r n ("lo) l 
<12 0 0 
> 12 25 (100) 25 (100) 

Age Category 2 (yeaIB) fn (%)] 
<6 0 0 
~6to <l2 0 0 
> 12to <18 5 (20 0) 5 (20.0) 
~ 18 20 (80.0) 20 (80 0) 

Geuder [u (%)] 
Male 25 (100) 25 (100) 
Female 0 0 
Child-bearing Potential fn (%)t 
Yes 0 0 

Baseline data 

Demographics 

All subjects were included in both EFAS and SAS. The mean (SD) age at enrolment was 24.6 (8.29) 

years and mean (SD) BMI was 20.6 (3.81) kg/m2. Most subjects were of age group ≥18 years (n=20, 

80.0%). All included subjects were male. All subjects were not-Hispanic or Latino and most subjects 

were of Indian origin (n=24, 96.0%). 

Table 2: Demographic and Baseline Characteristics (EFAS and SAS) 
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No I 0 I 0 

Ethnicity [n ("lo)] 
Hisoauic or Latino 0 0 
Not Hispanic or Latino 25 (100) 25 {100) 
Not Reported 0 0 

Race rn (%)11 
American Indian or Alaska Native 0 0 
Asian 24 (96.0) 24 (96 0) 
Indian 24 (96.0) 24 (96 0) 
Non-Indian 0 0 
Black or African American 0 0 
Native Hav;'lli:ian or Other Pacific Islander 0 0 
White 0 0 
Multiple 1 (4.0) I (4.0) 

Baseline0 

Hei!!ht (cm) 
n 25 25 
Mean (SD) 164.6 (5.74) 164.6 (5.74) 
Median 163.0 163.0 
0 1, 03 161.0, 168.0 mt o, 168.o 
Jvllin, Max 155.0, 178.0 fi5 .0, 178.0 

\T1lei!!ht (k~) 
ll 25 25 
Mean (SD) 56.0 (12.04) 56.0(12.<M) 
Median 53 .6 53.6 
0 1, 03 47.6, 62.0 47.6, 62 .0 
Min,Max 40.0, 88.l 40 .0, 88.1 

Br.in ,(kefrn2) 
ll 25 25 
Mean (SD) 20.6 (381) 20.6 (3.81) 
Median 19.8 19.8 
0 1, 03 18.l , 22.2 18.1, 22.2 
Min,Max 14.9, 30.l 14.9, 30.1 

BMI=Body Mass Index; EF AS=Effecllveness Full Analysis Set; eCRF=electromc case report fonn; Max=Maxt111mn; 
Mful=Mininmm; Q 1: First Qu..mile; Q3= Third quartile; SAS=Safe.ty Analysis Set; SD=Stancwd deviation 
n=Number of subj ects with available data; N=Total mIDJ.ber of subjects in the EFAS or AS; as appropriate. 
% = Percentage of subjects (n) based on subjects with available (non-missin)!;) data 1.vithi.n the EFAS or AS, as <\ppropriate. 
BM] is calculated as BMI (kglm.1) = weight (kg) / (height (ru)2). 
• Age as c.alculated on the eCRF based on the date of birth. 
bPercentage of female subjjec.ts. 
'The baseline value for a characteristic is the value from the baseline visit as specmed in the AP. 

Medical History 

Overall, 8 (32.0%) subjects had any medical history or condition. Four of these subjects had a history 

of musculoskeletal disease and 2 subjects each had a history of gastrointestinal and neurological 

diseases. Most of the medical history reported was mild or moderate; 1 subject had severe 

musculoskeletal disorder (bilateral knee replacement). None of subjects reported history of any 

surgery. 
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Total 
Body System• (N= 25) 

Sfferityb n (%) 
Any Mectical History or Condition 8 (32 .0) 

GastrointestinaJ 2 (25.0) 
:Mild E (50.0) 
Moderate E (50.0) 
Severe 0 

MusculoskeletaJ 4 (50.0) 
:Mild 2 (50.0) 
Moderate 2 (50.0) 
Severe E (25 .0) 

Neurological 2 (25.0) 
:Mild 0 
Moderate 2 (100) 
Severe 0 

Any Surgery 0 
E!FAS=effedi\J·en.ess full analysis set; n= umber of SUJbj eels with available data; = TotaJ mmiber of suhja:ts in the EF AS 
Subjects were moored onae per system. on;m class at the maxinmm severity. 
3 Percentages a:re based on nuniber of subjects who reported any Medical History or Condition_ 
0 Percentages for the severity are based on the observed number of subjects in a specific body system within Effectiveness 
AnaJysis Set. 

Table 3: Medical History by Body System (EFAS) 

Hemophilia B History 

The mean (SD) age of hemophilia B diagnosis was 5.9 (6.96) years. The mean (SD) time since 

diagnosis of hemophilia B was 19.2 (8.22) years. No subject reported a history of thromboembolism, 

allergic reaction, or inhibitors of FIX. A total of 2 (8.0%) subjects reported a family history of inhibitors 

of FIX. 
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Total 
(1''=25} 

Age at Dia1mosis of Hemophilia B (vears)[•J 
n 25, 
Mean (SD) 5.9 (6 .. 96) 
Median 2.50 
0 1, 03 0.7, 9.2 
Min,Max 0.1, 23.2 

Time since Dial!llosis of Hemophilia B (years)[bl 
n 25 
Meau (SD) 19.2 (8.22) 
Median 19.70 
Ql , 03 14.6, 25.4 
Min,Max 5.9, 36.7 

History ofTuroruboembohsm [n (%)] 
Yes 0 
No 23 (92.0) 
Unknown 2 (8 0) 

History of Allergic Reactions r n (%) l 
Yes 0 
No 24 (96.0) 
Unknown 1 (4.0) 

Historv of Inhibitors of Factor IX r n (%) 11 

Yes 0 
No 24 (960) 
Unknown 1 (4.0) 

Family History ofhlhibitors ofFactor IX [ n ("/4)] 
Yes 2 (8 .0) 
No 22 (880) 
Unknown 1 (4.0) 

EfAS=effectlveness full analy 1s se.t; eCRF=electroruc Case Report f orm; Max=Maxunum; Min=Jvllininullll~ Ql=f11st Quartile; 
Q3= Third quartile; SD=Standard deviation 
"Unknov,m" category is when there is no entry in the medical record relating to item (category m the eCRF). 
n = Number of subjects with available data. 
N = Total number of subjects in the EF AS 
% = Percentage ofsubjed s (n) based on subjects with available (non°missing) data within the EFAS. 
• Age at Diagnosis of Hemophilia B (years) = (Date ofHem.ophilia B Di.1.gnosis - Date of Birth+ 1) / 365.25 
11 Time since diagnosis of Hemophilia B (years) = (Inform Consent date - Date of Hemophilia B Diagnosis + 1) / 365 .. _5 

Table 4: Hemophilia B History (EFAS) 

Hemophilia B Treatment History 

The mean (SD) average ABR based on previous 3 to 6 months was 19.2 (28.88) bleeds per year. A 

total of 3 (12.0%) subjects had received on-demand FIX replacement therapies within the 6 months 

prior to enrolling in the study (2 subjects received Immunine/Baxalta and 1 subject received 

Leflunomide/Baxalta). Each bleeding episode required 1 treatment. The mean (min, max) average 

dose required to treat bleeding episodes was 410.0 (329.09) IU/kg. All subjects had “Good” to 

“Moderate” response to treatment. The mean (SD) duration of on-demand treatment was 217.7 

(39.19) months. 

Table 5: Hemophilia B Treatment History (EFAS) 
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Total 
{l\"=25} 

Average ABR Based onPreviolliS 3-6 Months (Bleeds per Year) 
n 25 
Mean (SD) 19-2 (28 88) 
Median 10.0 
Ql, Q3 8-0, 20.0 
Jvlm,Max 3, 150 
Missmg 0 

Any F]X Replacement Therapies Used Within the Last 6 Months 
n (%)l 

Yes 3 (12.0) 
No 22 (88.0) 
Ivlissmg 0 

If Yes: 
FIX Product status [n (%)] 

Commercial Product 3 (100) 
Investigat~onal Product 0 
Missing 0 

FIX Product/ maimfacturer f n ("/o)l 
Immumn.e/Baxalta 2 (66.7) 
Letlunomide/Baxalta 1 (33.J) 
Missing 0 

FIX Treatment Type fn (%)1 
Proohvlaxis 0 
On-demand 3 (100) 
Missing 0 
If Prophylaxis: 
Dose per rnfu5ion ITTJ/kg) 

n 0 
Meao (SD) 0 
Median 0 
Ql , Q3 0 
Min, Ma.x 0 
fvlissml! 0 

frequency (times oer week) 
n 0 
Meao (SD) 0 
Median 0 
Ql , Q3 0 
Min,Max 0 
tvlissml! 0 

Duration of Prophylaxis Treannent (months)' 
Mean (SD) 0 
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Median 0 
Ql , Q3 0 
Min,Nfux 0 

If On-<lemand treatment: 
Averag:e Dose Roouired to Treat Blood illJ/kg) 

n 3 
Mean (SD) 410.0 (329 09) 
Median 600.0 
Ql Q3 30.0. 600.0 
f,,1in, Ma.-.:. 30. 600 
Missing 0 

Estimated Average Number of Infusions for Each Blooding 
Episode 

n 3 
Mean (SD) to (0OO) 
Median to 
0 1, 03 1 0, 1.0 
Min, Nfux 1, 1 
Missiw: 0 

Usual Response to Treawent rn (%)1 
Excellent 0 
Good 2 (66.7) 
Moderate 1 (33.3) 
None 0 
Un1<novm 0 
Missiru! 0 

Duration of On-demand Treatment (months.)• 
11 3 
Mean (SD) 217.7 (39.1 9) 
Median 228.6 
Ql , Q3 1743, 2.503 
Min,Max 174,250 
Missiw: 0 

ABR=Annualized bleeding rate; EFi\S=effectiveness. full ,lllalysis set; eCRF=electronic Case Report Form; FIX=recombmaut 
factor IX; ill=mternatiooal unit; m.ix=M.1xinmrn; Min: M:ininunn; Ql=first Quartile; Q3=Third quartile; SD=Standard deviation 
"Unknown" category is when there is no entry in the medical record relating to item (category iin the eCRF) a:nd the ''Ivfissing'" 
category is when there is no data avai1able. 
n = Number of subjects \V:ith available data_ N = Total mmber of subjects in the EF AS. 
% = Percentage of subjects (n) based on subjects \Vith available (non-missing) data within the EFAS. 
Data entered as "Immunine/Baxalta" or "hnnmniineJBaxter" were combined into 1 row, as they are the same treatment. 
•Duration of prophylaxis treatment (months) = (Prophylaxis End Date - Prophylaxis Start Date+ 1) / 30 .4375. 
11 Duration of on-demand treatment (months) = (On-demand End Date - On-demand Start Date+ I) / 30.4375. 

Prior and Concomitant Medications 

Prior Medications 

There was only 1 subject who received any prior medication (ie, blood coagulation factor [eftrenonacog 

alfa]). Similarly, only 1 subject received prior non-drug therapies for FIX deficiency. 

Concomitant Medications 

Overall, 4 subjects (16.0%) received concomitant medications. The most common concomitant 

medications were tranexamic acid (n=2, 8.0%) and combination of paracetamol and tramadol 

hydrochloride (n=2, 8.0%) followed by antivirals for treatment of HCV infections (daclatasvir and 

sofosbuvir, n=1, 4.0% each), rabeprazole sodium (n=1, 4.0%), and herbal anti-inflammatory and 

antirheumatic remedies (n=1, 4.0%). 
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Total 
Thernpeutic Class (l'\=2.:1 

Preafe1Teacl Te1·m n {%) m 
~Y O:lru:omi.tant Medications 4 (16.0) 8 

~oAcids 2 (8 0) 2 
Tranexamic Acid 2 (8 0) 2 

~vmi.ls For Treatment OfHCV Infections 1 (40) 2 
Dadatasvir 1 (40) 1. 
Sofosbuvif 1 (40) ] 

Herbal Anti-int1amniatorv And Anti.rheumatic Remedies 1 (40) 1. 
Bos\1teUia Serrata; fuupa1mohytum Procumbeossrosa Canina 1 (4 0) l 

Unioids fu O:lmbination With Non-Uoioid Aml.gesics 2 (8 0) 2 
Paracetamol; tramadol Hydrochloride 2 (8 0) 2 

Proton Ptm1p Inhibitors 1 (4 0) 1. 
Raooprazole Sodium 1 (4.0) 1. 

.. 
EFAS=effectrveoess full an.ilysis set; HCV=hepabtis C vnus; n=Nmnber ofsubJec with available data; m=Number of 
c.oncomitam medication administrations; • =Total number of subjects in the EFAS 
Subjects were counted once per catel!,OIY-
Concomitant medic.1tions are defined as any medic.ation v;.rith a start date prior to the date of the first dose ofRJXUBIS and 
continuing after the first dose ofRIXUB , or, with a start date between the dates of the first and last doses ofRIXUB[S, 
inclusive. 

No subject received any concomitant non-drug therapies or concomitant procedures. 

Table 6: Concomitant Medication (EFAS) 

Number analysed 

A total of 25 hemophilia B subjects were planned and enrolled in this study, of which: 

• 25 subjects were included in the Effectiveness Full Analysis Set (EFAS) which comprised of all

subjects for whom all inclusion and none of the exclusion criteria were met. This dataset was

used for the efficacy analyses.

• 25 subjects were included in the Safety Analysis Set (SAS) which consisted of all subjects

having received RIXUBIS at any time during the study.

Efficacy results 

Bleeding Episodes 

A total of 8 (32.0%) subjects experienced any bleeding episodes during the study. The mean (SD) 

number of unique bleeding episodes per subject (who experienced any bleeding episodes during the 

study) was 1.6 (0.74). The total number of unique bleeding episodes was 13 (3 of these unique 

bleeding episodes occurred prior to starting prophylactic RIXUBIS treatment). Out of 13 unique 

bleeding episodes, 6 (42.6%) unique bleeding episodes were treated with additional RIXUBIS (1 of the 

6 unique bleeding episodes occurred prior to starting prophylactic RIXUBIS treatment). Two (15.4%) 

subjects received a hemostatic product other than RIXUBIS to treat a bleeding episode and 1 (7.7%) 

subject received analgesics to treat a bleeding episode. 
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'.fobll 
ll'il=l~ 

Did the Slililject BxperieDJ:e :my Bleed!img Epi5ocf!!s Dlcmg th1! Sllllfy? [n (~ft)] 
Ye5. 8 (l'.;!.O} 
No 17 (68 .. 0) 

ll"Ye'. 
Number of U~-Bleed!mg Epi:5oo.'es P.e,r Su:bject 

II 8 
:Meaai (SD) 1.15 (0 .74) 
?,,1edi,m L5 
Q J., Q3 1.0 2,0 

Table 7: Bleeding Episodes 

(EFAS) 
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Number of Umque meed!img Ep60des Pe;r S,ubject ~rateg,o:ry) [!!. (¾)] 
1 4 (50.0) 
2 3 0-7.5) 
3 10 2.5} 

l'ot:al Nmnbi,r oJ U l!l.illlUe Blee.fin,. El)isodes B 

Site-of ml!edimz [!!. (¾)f" 
Slin 0 
V,e,mounclm,,!-site, (I 

Mllid.E! (I 

Soft l'iss!!l.e (I 

MUiJD5'."I! 1 (7.7} 
Monili (I 

C""'lll!!l 1 (7.7), 
No;:e (I 

Jomt 12 (92.3) 

Left Wrist 1 (7.7} 
Rfabt Wmt (I 

Left Elbow 2 0 5 .4) 
RfabtE!oow 2 ru.4) 
Left ShonlrilBr 1 ff 1), 

Rfabt Sooul.c.'er 1 (7.7), 
Lefi: Hi!l (I 

Ritllt Hin (I 

Left Knee 5 (38..5) 
Rirnt Knee, 2 n 5 .4) 
Left Ankle (I 

Rirnt -~le 2 (lj.4) 

Body C21\tit11' (I 

Hel!Illl.lmii:i (I 

C-e,mtow:ii=y (I 

GastrnintestiIJ,a] (I 

mtta.CI1!lli.llll (I 

0th~ 1 fl.7), 
Lelfi:Toe 1 (1.7), 

C:im:e-of Bteedin.!! [n (' <•)J~ 
Smo,ttam.ecu, 11 (&4.6) 
(1r'li11!T'i.f (I 

UlWI.OT.\U 2 (15.4) 
llfusirn"": (I 

Se,;;mty of~. [n ("/4),l/' 
M:ioor 8.(61 . .5) 
Mocfo_rate 5 (l8..5) 
M11ior (I 

~irmb tbreal l!fillll!: (I 

M:is sirm!· (I 

Was 'Ite.Jllm!nl 'l'oifu RIXUmS RetruiLed? [n (%)] • 
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Yes. 6 (46.2) 
No 7 ( j],!l'l 

11:i.ssirne:; (J; 

JifY7es: 
~ubjettlc~ 1gh-er!l Rffi[l!cy R.:!tmg [n ("/4)}" 

E.-«:eJlellt 3 (50.0) 
Good 3 C5o.m 
Moo.'emte (J; 

N o-DI! (J; 

M:issiiog; (J; 

Did tbe Im·eslii::ator •~ ,,.,,~rtb tbe efficacy ratiDe; 1m n,iided by me sub(eotfcare-zy;er'? 
Yes. 6 (100) 
No (J; 

11:i.ssi= (J; 

llfNo: 
Jm•eslig_ato-r's Efficacy Rmnl!. [n (%,}]" 

&-wl!'l!em (J; 

Good (J; 

Moderate (J; 

NOI!.e (J; 

Misrae; (J; 

Did tbe Sribje,ct ~ - ·e a11r H emosta.!ic ProdiJJ.ct otbe;r tbm RIXUBJS ·o 1relt this BleediiD;g 
ED:isode1 [n Wa)\" 

Yes. 2 n S.4) 
No 11 {&4.6) 
?.1:i.ssin2· (J; 

Did tbe Sooiect Receii, 12 al!JY AMl1o.esirs. to 'I'l"2at 1hls Bleedme; Epirode? [!!1 ( % )1' 

Yes. 1 (7.1), 
No 12 (92.3) 
M:issirne:; (J; 

-EiFAS==Rffe,ctn;eness. Full A.!1aly;is :;et; eCRF==e1ecttom.c Case Report Fo:rm; Ma1x;=Yi!.~ ~~um; Q l =Fmt 
Quamle-; Q3=Third q-urufile-; SD=~ ~ ,,wfon 
''Ulllillm\ ai egmy iis ·'11<-men ibelie is no entry ill me !lledic:al rec.ord rellatiDg t o if.l!!l.l ~0:.tegozy in the eCltF), aad me "~fusing'' 
air.~ry i.s when melie is no di,ta :..•a.ill,ible_ 
11. = N=be.olf.subjecl!i wi!hm.•llili:bl.e ,:L,m. Ni = Total! Dlllllber •of .subjects ill 1fhe EiF, . 
'!: . = Pe,,,c,w.-a,geof s!llbj eot; (li) based mrnrijects""i fu a.'3.il:ib'le (oo:n-m.issfuig) dat ,·n ,.ifum • EFAS 
•n = number ofnm.ique blee<ilimg, uiimn each imi!lom:ica:J ill ems .s1:11-enty ,ofbleedi!Jg :~ ailmlated bw:ed o:n the 
tota:J. number ofnmil!llle b leed!im;!!; El}isode!L 
b The Sl!me mrique b~ episoo.'i!-can have l!lDre than I a:natomica:J. sire_ 
0 n = ntmiber ofnm.ique b leedill.g. Peromra,ge ca:lru l:;steii'irased Oil tbe tot:ll mmrber of lllliqne l!'leemil!ig ,episoiil1!.,;;_ 
a PeJC,Bl!lll!;ge· ca:lr;uhted 'based oo tbe tot:ll num:ber ,of unique bleeding ep:isode5 that !ll!q,aiired trea:tm'i!Dl 'l',i lh RIXUBJi.S_ 
•Percellti!ge ,c.alclll l!IBI based o;a ifhe ota:J. number ofmiill)le b!eedmg episooes ilmt requdred ttea1me-Ilt u i th ruxuBIS i.md 
im·e;ng_i1wr did llDt ~ v. • • 5Ubjectlc~ ,gi.ver Efi§o;,cy Rating. 

Success rate by Treatment Regimen 

All included subjects (n=25) received prophylactic RIXUBIS treatment, and no subjects received on-

demand RIXUBIS treatment. Out of the 25 subjects receiving prophylactic RIXUBIS treatment, 8 

subjects experienced 13 unique bleeding episodes during the study. Six out of the 13 unique bleeding 

episodes required additional RIXUBIS treatment and were rated for hemostatic effectiveness. The 

response to RIXUBIS treatment was rated as “Excellent” for 3 (50.0%) bleeding episodes, and “Good” 

for 3 (50.0%) bleeding episodes. The rate of success (95% CI) of RIXUBIS treatment was 100% (95% 

CI: 54.1, 100.0). 
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On-Dtm:md Proph)•lms Total 
(N=O), ,j!'N='.ZS), l'N="Jc!i'I 

!Number of Smbieots ra~'1:h Bleeds DIJrnn2· the Stud\• [!!.. (%)} 0 !I (32.0) 8 (32.0) 

IN=ber ,of Ubique B!eedi.ne; EpJsoc!es D:w:me; Ille Smiv· 0 13 13 

!Number ofVni.que B!eecmg Ep:isoo.'i!s mat :reqimed m!:mn.1:,M 0 6 6 
~ith ROOIBIS 

Hem.ost.mc Efifern1,--ene5s. Ra.ti!lg [n (' .. ) t 
n 0 6 6 
E.,melle,M 0 3 (5(1.0) l (50.0) 
Good 0 3 (50.0) l (50 .0) 
h1od.=te 0 0 0 
No-~ 0 0 0 

Sm:.c,ess. r n (%)li" 
n 0 6 6 
Ra.te of Sooc.es:;c 0 6 (100) 6 0 .00) 

95%CI 54.L,100.0 >'1.1,100.0 
. . 

CI=Ccmfi'del!ll:e Ihten.."lll: EFAS=Eiffecm:e;ne;s Full All!ll:vSG Set: n=number ofl!l!!ll~ bleed,: n•=Nl!l!DbN of 5Ub1ecP.1 m1h l or 
mme l Jileed.51; N::!Do-1:llli mimbi,r of subjects in the• EF.4.S 
'ls =· Peroe,n,"i..e;e of lJile.eds (n) bl!Ged Oil bleed; ralithi.D the• EF. . 
• • 6llil!ib.tic. Effi!uti,;.•e:nes:; Rating ;;.;;;e..edl ty .rubjecr.;, if~ :is m y df=epao.cy be:tv.-ee,:n assesslllBll.15 lllJlde. by subjects (or 
die .rubjecf5 llegilll rep1e5en1lllti.~-e) md the ilr;.•es ·g,ar.or, asse=t ll!l1de by the ilr;.•es ·g,at.or sh.31!1 511pe,SE!le imd be collSidered 

fuml as=sme;n.t 
b The sraooess ofRIXUBIB for 1Riftmeot o lfbllee<ilimg episodes is delimed by g.oup~ the ca,tegories of "Excel!em:'' 1Good" ofme 
oorre5])0llding b=ststi.c eiffecm·e;n.e;.s mti!lgs. of. a 4-point Lil:ert scale r •Exc,eifl!,llf' "Good", "_ odeJ:3.!:e• i!lld ''None") by the• 
soojec - airre-gi,;,N (sooject:.;: <12 }'l!'ilI"S: c~er, su:bjedB ~. __ years,: s:ellf,:;,,ses=) for m!a~. given a.t ha=, ,or by me 
inve;ligll.[or fu;r treatment:.;: gj,·Bll in the h0s-pi • ' dmic. 
' Percentage ·1m,aed 001 mm!ber of Uni.que Blleeding EpGOO,!s mat reqwed m!~ nith Rm.JBIS aid ra0= rated 

Table 8: Success Rate of RIXUBIS for Treatment of Bleeding Episodes by RIXUBIS Treatment Regimen 

(EFAS) 

Success Rate by Bleeding Site 

Out of the 25 subjects receiving prophylactic RIXUBIS treatment, 8 (32%) subjects experienced 12 

unique bleeding episodes in joints during the study. Six out of the 12 unique bleeding episodes in 

joints required additional RIXUBIS treatment and were rated for hemostatic effectiveness. The 

response to RIXUBIS treatment was rated as “Excellent” for 3 (50.0%) bleeding episodes and “Good” 

for 3 (50.0%) bleeding episodes. The rate of success (95% CI) of RIXUBIS treatment was 100% (95% 

CI: 54.1, 100.0). Also, there was 1 (4.0%) subject who experienced 1 unique bleeding episode in 

mucosa, which required additional RIXUBIS treatment, was rated for hemostatic effectiveness. The 

response to RIXUBIS treatment was rated as “Excellent” and rate of success was 100% (95% CI: 2.5, 

100.0). Moreover, there was 1 (4.0%) subject who experienced 1 unique bleeding episode in other site 

(left toe), which did not require additional RIXUBIS treatment and was not rated for hemostatic 

effectiveness. 

Success Rate by Bleeding Cause 

Out of the 25 subjects receiving prophylactic RIXUBIS treatment, 6 (24%) subjects experienced 11 

unique bleeding episodes, for spontaneous cause, during the study. Five out of the 11 unique bleeding 

episodes required additional RIXUBIS treatment and were rated for hemostatic effectiveness. The 

response to RIXUBIS treatment was rated as “Excellent” for 2 (40.0%) bleeding episodes and “Good” 

for 3 (60.0%) bleeding episodes. The rate of success (95% CI) of RIXUBIS treatment was 100% (95% 

CI: 47.8, 100.0). 

Two (8.0%) subjects experienced 2 unique bleeding episodes with unknown cause during the study. 

One out of the 2 unique bleeding episodes required additional RIXUBIS treatment and was rated for 

hemostatic effectiveness. The response to RIXUBIS treatment was rated as “Excellent” for that 

bleeding episode. The rate of success (95% CI) of RIXUBIS treatment was 100% (95% CI: 2.5, 

100.0). 
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Success Rate by Bleeding Severity 

Out of 25 subjects receiving prophylactic RIXUBIS treatment, 6 (24%) subjects experienced 8 unique 

bleeding episodes of minor severity during the study. There were no subjects with bleeding episodes of 

major severity or bleeding episodes with life/limb threatening severity. Three out of 8 unique bleeding 

episodes required additional RIXUBIS treatment and were rated for hemostatic effectiveness. The 

response to RIXUBIS treatment was rated as “Excellent” for 2 (66.7%) bleeding episodes and “Good” 

for 1 (33.3%) bleeding episode. The rate of success (95% CI) of RIXUBIS treatment was 100% (95% 

CI: 29.2, 100.0). 

Also, 3 (12%) subjects experienced 5 unique bleeding episodes of moderate severity during the study. 

Three out of the 5 unique bleeding episodes required additional RIXUBIS treatment and were rated for 

hemostatic effectiveness. The response to treatment was rated as “Excellent” for 1 (33.3%) bleeding 

episode and “Good” for 2 (66.7%) bleeding episodes. The rate of success (95% CI) of RIXUBIS 

treatment was 100% (95% CI: 29.2, 100.0). 

Prophylaxis Efficacy Rating 

At an unscheduled visit between the screening visit and Visit 1, only 1 subject received prophylaxis 

treatment with RIXUBIS and the efficacy rating performed by the investigator was “Excellent”. 

At Visit 1, all 25 subjects received prophylaxis treatment with RIXUBIS and efficacy ratings were 

performed in 19 (76.0%) subjects. Most subjects had a “Good” efficacy rating (n=12 [of 19], 63.2%) 

followed by “Excellent” (n=6 [of 19], 31.6%) and “Moderate” (n=1 [of 19], 5.3%). At an unscheduled 

visit, between Visit 1 and Visit 2, 1 subject received prophylaxis treatment for which an efficacy rating 

was not performed. 

At Visit 2, 23 (92.0%) subjects received prophylaxis treatment with RIXUBIS and efficacy ratings were 

performed in 21 (91.3%) subjects. Most subjects had an “Excellent” efficacy rating (n=12 [of 21], 

57.1%) followed by “Good” (n=8 [of 21], 38.1%) and “Moderate” (n=1 [of 21], 4.8%). 

At the EOT visit, 23 (92.0%) subjects received prophylaxis treatment with RIXUBIS and efficacy 

ratings were performed in 22 (95.7%) subjects. Most subjects had an “Excellent” efficacy rating (n=14 

[of 22], 63.6%) followed by “Good” (n=7 [of 22], 31.8%) and “Moderate” (n=1 [of 22], 4.5%). 

No subjects reported a change in prophylaxis treatment or a modification in prophylaxis treatment 

regimen during the study. 

Annualized Bleeding Rate 

A total of 10 unique bleeding episodes were reported during prophylaxis (few bleeding episodes 

occurred prior to prophylaxis treatment). The mean (SD) number of unique bleeds per subject (with a 

minimum of 3 months prophylactic exposure) was 0.4 (0.79) with a mean treatment duration for 

prophylactic RIXUBIS treatment of 179.5 (9.08) days. Overall, the mean (SD) ABR in subjects with 3 

months prophylaxis RIXUBIS treatment was 0.914 (1.6896). 
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Toln1 
{N=.25) 

NW11ber of Subjeots mth B. eeds i!ming prophylaris [n"(¾)] (28.o) 

Nllmioo· ,of -niq,Jle Reeding :Episodes dming prop yfaris ]O 

Umque Blee:h pee subjed: 

n 23 

Mean {SD~ 0.4 (0.19) 

Median !LO 

Ql , ,Q3 0.0, U l 

Mm,Max 0, 3 

Missing 2 

RElaJBIS Trieatment Dw,alion for ~yl:ros {days)" 

n. 23, 

Mean {SD~ 179.5 (9.0S) 

Media:n l 9'J) 

Ql , Q3 l 75.0, 183.0 

Mm,Ma.-: 166,, 204 

Missing 2 

Amiuiliz.ed B.leedin,g bcfe (ABR) 

ll 23, 

Mean {SD) 0.9' 4 (l.689'6) 

Media:n 0.000 

Ql , Q3 0.000, .029 

Mm,Ma.-: 0.00, 6.60 

Missing 2 

ABR.=armnualized ·bleedi:ng iai!I, ; CSR=clinical study report EIFAS=effectivenesi; full armalysis .sel; Ma.-.=mca.-:ma:111m; 
Mm=m:inimum; Q l =mst ,quaitile; Q3=tlmd ,quaitile; SD=standard -de1,i.catio.11 

n=number of subje,cts v.cifh ;;t least 3-montn obsei!V.3hon period. under prop.lty,laris tre;;fm.ent regimen:; n "=number 
o:f subject. with 1 or mOlie b .eeds; N=total m1mber of subject. in the EIFAS. 

o/o=perc:e,Irla,g;e of subj eots (n) based. on lh1! EF AS .. 

NUll!lb er of unique bleeding episodes;=:Jhe to~ mwi.be,r of unique bleeding episode:. by 51ibject reported during 
R-.inruBIS treartme,n.t fur p-rophy. :rus. 
Zero is ,ooUDted a.s po.ssib. e DDmbec o:f unique bleeds. 

• R1X IBIS b-eam:!ent ,dm-alion foi: prophyla'lis (days)==SUM (end Jate ofFLinruBIS prophylaxis re;gimen. o:n the i11, 

period-staitdate ,ofREruBIS p!iOphylaxisregime,non :e i0' period+ 1), where i=l . .. ,n is e number of:pe-iiods 
where-Rixums frealment with proph -arm was gi,·en before-a b eeding episode, cb;mge ofprophylarm regimen, or 
en;_d ,of.study. The tre~ dm,alion fo:r prophy,laris has been ca milated for sri !iects that wer,e on RIXUK.t5 
prophyl.a.>cis frealme-Dt for at . east 3 lll.Ollim. 

ABR. is defined as the numb er of unique b.eed.s during proph:tlaris I (RJXUB1'> lmatment duratioil!l for 
pi-ophyla>:is/365 .15) . 

Table 9: Annualized Bleeding Rate With Prophylactic Use of RIXUBIS (EFAS) 
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'Fot., ,1 
(N= l S) 

Was FEX R.ecm:ery Test Condiru:: ted? [n C,1, ),] 

Yes 25 (100) 
No 0 
Missill:!!: 0 

FliX Concemanon Vaine at Pre-mfusion lID/dL) 
II 25 
M,e.1!!J. (SD) 2.0& (-'1.243) 
M,edian LOO 
,01, ()3 LOO, 1.00 
Mm.. :Max 1.0. 2 1.8 
M'issill:!!: 0 

FiIX Col!KeJtraiimn Vaine at JO mful Post-mfusion lID/dL) 
II 22 
M,e.1!!J. (SD) -'16.98 (16.149) 
M,edian 51.30 
,01, ()3 32.10, 61-40 
Mm, h1ax 17.3, 75.0 
Missin,,- 3 

Boliv Weii;!!",hrt for Cal'cnlalfo11 of fue. fucremeuml Rec.oven• i'k~) 

II 25 
M1!2!!1. (SD) 56.04 (12,041) 
Median 53.60 
Q l , Q3 41 .60, 62.00 
Mm.Max 40.0, 38.1 
M'issill:!!: 0 

fucremental R.ec.o,;-ery rtru/dLlllIUJl :::W' 
II 22 
M1!2!!1. (SD) 0..945 (0.2564) 
Median 0.9-ro 
Q11, Q3 ,0, 780, 1.150 
Mm.Max 0.-'13, 1.40 
M'issin:!!: 3 

If On--demruJ.d lfE!~e!ll: 0 
EFAS=Effewtive!lless. Ful!l .4.Daly.sis ' et; FD.'.=R.ecombm\!lll§ Fact IX; IU= llllteillllltio:o:!J] IIDit; ~ =::,,[a,:muwn; ~ M irommm; 
Ql =First Qm l!til.e; Q3=lbird qua."!il.e; D=St:a!!!.d3Fd ,d!;i;iati.oII 

!!I = Nlnmber of subjewts wirth awiila:ble eta . 
• N = Tot:al. DiWilN~ of subjecl!i iin the- EFAS. 
'l: = Perc,e,nt:age of.sl!fuject, (n) based on $Ubjewts ilrith a,;•iruable (noil-missi.Dig) dl;ta ·"-itbi.11 ffll.e. BF.AS . 
"Pe-JiC!i!!llt:ages basEd Oll snbjects w!J.o !lad irnfuifo.n iilllerrupted. 
·~ lincremental R.eco,,;-e-ry [([UldL)f(IUll s!l)] = [Po,5t FIX (W/dL} - Pa-e TIX (W/dL} / Weight 2djus· ed Dose g). 

Table 10: FIX Recovery at Baseline Visit (EFAS) 

Safety results 

Extent of Exposure 

Out of 25 subjects, 23 subjects received RIXUBIS treatment for prophylaxis for at least 3 months. 

Mean (SD) of RIXUBIS treatment duration for prophylaxis was 179.5 (9.08) days. Mean (SD) of total 

number of infusions given for prophylaxis per subject was 45.1 (12.08). A total of 6 subjects received 

RIXUBIS treatment to treat bleeding. Mean (SD) duration of RIXUBIS treatment to treat bleeding was 

1.8 (1.33) days and mean (SD) number of infusions of RIXUBIS treatment to treat bleeding per 

subject was 1.3 (0.52). No subject received RIXUBIS treatment to maintain hemostasis. 

Table 11: RIXUBIS Exposure (SAS) 
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T,olal 
~==25) 

J'otal Nnmbt!r of Infu;.i,a;ns, 11H Subfect 
l!l 25 
it&m fSDl 45.4 02.00) 
~l!Il 50.0 
Ql Q3 4'1.0, 52_0 
~Max 8, 59 
iffiicsi,i,o; 0, 

Snbiect. re::,t!i'lied RlXUBlS T=tment :fiu Pmnbvlms 25 

RIXUBIS T=tment Duraoon for Pi"Ollhvb.."lis [dJ;i'f51i' 
D 23 
Meam.l'SDl 17!ij,_5; (9.08} 
Mediam. 179!0 
0 1..0l 175,.0, 183_0 
li.1:il!l. Ya'-: 166; 204 
M:i.ssin:;: 2 

Ta.la.l Number o lflinfusiom Ghren fw Protib::;'laris . ner Subie:: t 
D 25 
Meam. ISDl 45_1 (12.08) 
Mediam. 50.0 
01 .. 0l 42.0, 52_0 
li.1:il!l Ya': 8 .. 59 
M:i.ssin:;: 0, 

Subject; re::,t!i-lred RIXUBIS T=l:I!!!eJ:II to 'FN:i.t Bl.eedii= 6 

RIXUBIS T=tmentDuraoon to'IreatB!eed:iJ!ie; (d:i.vs}1, 
D 6 
Meam. rsrn L8 (1.13) 
Medfrm 1.0 
01 .03 L0, 3.0 
Mm,ih'-: 1, 4 
M:i.ssin:;:; 0, 

-
Ta.la.l Number olfmfusaom Gi\ren t o 'Fres,t Bl.eediillg, pe;r Subject 

D 6 
Meam.(SD) 13 (0 .. j2) 
Medkm 1.0 
Ql .03 l.Q, 2_0 
Mim, ita'-: 1, 2 
M:i.ssirn~: 0, 

Slfuject. re::ein,d RIXUBIS Tre:11llllelll t o itim.lai.l!l Hemosrasf3 0, 

RIXllEIS TFB:!tment Dmsti.Gn to M amtlllll H~o.stru.i; [d:i.y;;f 
D 0, 

Meam. l'SDl - {-) 
Medial!l ·-
Ol .. 03 - , -
Mim...ifu'-: - -
M:i.ssirm,; 0, 

Toal Number olflinfusiom Gi,,-en t o ~.:!in Eemo5135is, 1112, Subie::t 
D 0, 

Meam. l'SDl - (-) 
Medial!l ·-
Ql .. 03 - -
Mim..ih'-: - -
M:i.soirm, 0, 

-iwr-~'illllllll!'.;Mm=iti!Dinvnm; Ql=Fl.IStQuartile;Ql=Thim qwnile; SAS=S~• .i!i.:na.lysil.!i Se,i; SD=-S~dm.,m· on 
l!l=Nl!mbe;r of subjects nith ai,'3ili:ble dl,m. Ni=Total Dlllllil>Br of.rubj ec:15 im. 1he S.i!;S 
AR!XUBIS lrea.m?:t!Jl~ du:mmm for :!J1ophy!i;.'-ds (di.ys) = sm.1 (em..d d.ltl! ofRIXUBIS pro~y,laxiis re;gjim~ cm tile i 11, period - st.rt 
dl!te of1UXUBLS propbyliaxis regjmen on th.! i lh period + 1), v.11.ere i= I . __ ,n is tm.e D.l1!!Dbe;r of periods whe!e-RDlli'"BlS ~t:m.enl 

v.i.lb propbylm!i, Ti1'"6 ginJl befurre-~ bleediog, d ll!Dge of1uophylilmi, regimen, or eod of study. TIie treMme-llt mwi.tiou f:br 
-,1rop]lry!i;.'-ds has bee cl!l.ail'a.tEd fur su.bjeci!i !lmt Til' e!il! ,ou RIXUBLS propbyllsri.!i lrelllml!Jlt for at ie,ast 3 mollfu!I. 
h RJXUBIS tre~1mlellt dnxatiou to ~ t blleedim;;!; [di.y.,) =SUM: (end di.te of !UXUB rn!almeJlO: to ~I b!eedm~;,ou , . ii" tlle:iod ­
sillJt date ,ofRmIBIS lreatt~llt ro ~t b:!eedimg oo m .jib pl!riod + 1), \\"h.!!e i= 1,. _. l!l i.!i the mmiber of period;: TillUe!il! itmJBIS 
l!rellrlmt!Jlt ro !Feat bteedimg wa.s. gi.i.--eo. 
' RIXUBIS rrelllml!ll! .dura '.on ID rnlllim!:i.:imb.emost.llf5 (diJiy3) =· _ ~e:!J.d ,dareo-RIXUBE5treatm~ to miwir-..mb.emo.smsf3 ,ou 

jib period - .stmt c!ate ofRIXUBJiS ~tment to mai!lW!l h=mtis. Oll m •ii" period +l) 
wh.!!e i= l,.. . is 1!J.e D.l1!!Dbe;r ofpe;rioo.; Tilibe,re RIXUBE5 t:reatme:Dl ID llll!!imaim. hemoslaili r,-ir:., gjl.--ei!l. 
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011-Demandl I'[-,opb)·Jam. 
O'{=O) ,(N=25) 

lc..t.....,I"T 0 (%\ m :11 t '11),m 
lruw .AE 0 0 4 (1o.m 5 

lAlw Se-.'l.OIIS AE 0 0 0 0 

IAE5 Related r.o RIXUBIS 0 0 0 0 

SetioUi., AEs R.e.llated to RIXUBI.S 0 0 0 0 

IA.Es Leadlnz; to D.~ cmt:iJl.,Ju;/tiwJ. from :Sllldv ,0 0 0 ,0 

IA.Es Lead:iog to De,:;.th 0 0 0 ,0 

"'=''EE..<W 0 0 3 U "l.0) 3 

1Am' Serums TEAE 0 0 0 ,0 

1.u,.l!i.Es RelJ;.ted to R.IXUBlS ,0 0 0 ,0 

SetioUi., T&AE.s Rel'ated to IWruBIS 0 0 0 ,0 

rn, ... "i.Es Leadmg to lliscomnualioD ii"om &1lild)' 0 0 0 ,0 

1.u,."i.Es Leadmg to De,atb 0 0 0 ,0 

_4E=;_~ El.•e-nt; S..i!;S=Safe __ 4nal,ysis Set: l'E..i\E=Treatment-emeri;:_-em adr.•e,r.,e e,;;et; 

l!l = Ill.Illlber of subjecl!i a"])ffi.encilllg ilie ,1,1;ent; m = DWlllbe. of 1:1;ents .. 
N = llVIIJllibe,r ,oif subjew in th-e !\S llD.d oohmm. 
% = Pl!Kml!!ges l!!I"e based Q,lJ. a!:I enmlled snbject.;: iD ilie S.A.S ni1ml!l each oallllll.lL 
SubjecJts. "l\"1:1\2• cmmted OR()e, pe,r ,rntegpry. 

'i]['otall 
Q'i"=15) 

11 (%l m. 
4 (16!0), S 

0 0 

0 0 

0 0 

0 0 

0 0 

3 '12.!0),3 

0 0 

0 0 

0 0 

0 0 

0 0 

A tre,alm.E!Dt-e-~rg_em am·l!l"se e,;.·e,nt (IEAE) is d.efuJ.-ed as :my ei..-e!!Il oot pFeSentedp:!im o ihe mi1fati1Jll oflUXUBLS or llllY 
ei..-ei!IJ! _b;e;;;dy preseM !mt r.vor= in eiliher ~:a,;j- ,. or fiEqm.ency folkw,img e.~ to RIXl.iiBlS. 

On.-Dem:mdl 
S},tem 0~:m. Cbss i:cN=O) 
Pnfe-rnd Te:rm n (%) m 

!!ID}' TiE..!a..E 0 0 

M~.etetal. md oonn-eoti!1e ·li;sne d'iso.rd.e:rs 0 0 
Anbropafuy 0 0 
Joint 5v,;elllilg 0 0 

-aoo illfesratio:w 0 0 
~e:w.--er 0 0 

S...i!i.S.=Safety .. 4naily;;is Se-:t; TEAE=Tmatment-l!ml!,l",geilll: amwse-e,;.• 

% = Pl!J"Cm~ ges :lJie based 1J;n aEI e-nmlled sllfujeot; in me S..4.S nit!im each columm.. 
l!l = Ill.Illlber of subj eel!. a"])ffiencm,g me ,e,~-ent. m = Ill.Illlber of e,;;l=lll5. 

I'[-,opb)•lm!; 

{N=25) 
n (~b) m 
3 (]."1.0) 3 

2 (S.0) 1 
1 (4.0) I 
1 (4.0) I 

1 (4.0) J 
1 (4.0) I 

Adl.--erse ,1: ;eat;: ,,¥er!! dassii!iied into system 1Jrg:m cl.ass aid preferred t e-.im l.15lll,g ,•e,rsion 24.0< ofl,1edDRA.. 
Subj~ Jts n-e-."2 cmmted onc,e pe,r system. o,g,.m chss llD.d once per ~:fern!d term. 

'i]['ofal 

(N='lS) 
n.(~) :m 
3 (12.0) 3 

2 (8.0) 2 
1 (4.0) 1 
1 (-'1.0) 1 

1 (-'1.0) 1 
1 (-'1.0) 1 

A tre.lllllent-e-me-rgµt sdr.·e,rs:e e,;.·-e,ut (IE..l!tE) i s d.efuJ.-ed as :!ill}' e.em l!llJt pFeSented:11.,fu o the :iiniti:iti1J;n of"RIXUBLS or aay 
ei..-em alFe,J:dy pres fuat Jil,'Or;;ens in eifuer imtl!n.;ity or frequency foThmimg e;,.;posure o RIXl.i"E.lS. 

Adverse Events 

Table 12: Overall Adverse Events and Treatment-Emergent Adverse Events by RIXUBIS Treatment 

Regimen (SAS) 

Table 13: Treatment-Emergent Adverse Events by System Organ Class, Preferred Term and RIXUBIS 

Treatment Regimen (SAS) 
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,OJl-lil-.eillllllDdl P.rop:h}1.:uis 
si.--st.em Oq;m ~ {N~ } 
Pl"d°Hnd'.ferm Senrity Iii ,{%) 

IAnv IB.4.E Mild 0 
Moo'emte· 0 
se,;:el!"e 0 

IM~el'eml amd. OODJ1eom1e ti;sia.e diso:rder!l Mild 0 
Mocfi!mte- 0 
Seii.12l!"e 0 

IArib:rop;;,thy !Mild 0 
IMod.!aate 0 

Seii.12l!"e 0 

Joimt sweffimg Mild 0 
Mocfi!mte 0 
Seii.12l!"e 0 

- - am.d. fufl!Siatiiom Mild 0 
Moo.'emte 0 
Se\1,mi 0 

Dll!!llgl!l.e fu.--er Mild 0 
Moo'erate 0 
Seii.12l!"e 0 

S..!l S=Safety __ 4..m.atyE-is-Sl!;t; TEAF=T.e.-ilil!l.eat-=geilli! ad.·-e;rse-e,;.·l!!l.t 

% = Perofil.ra!ges !1re bll5ed on al!I EllliOll.ed slllbj l!Ot; iD tbe Si.fiat)' Amfysi, Set v.imm each ,colllmll. 
D = mnnber of su:bjecl!l eiqi,eriencing e ,e,~-ent; N= total ll.ll!lllbl!r of .subj,ect!L 

(N=lS) 
Iii ,{%) 
l (4 .0) 
l (4.0) 
l (-'1.0) 

0 
l (4 .0) 
l (4.0) 

0 
0 

l (4 .0) 

0 
l (4 .0) 

0 

l (-'1.0) 
0 
0 

l (4 .0) 
0 
0 

.l!.dl.""er5!! ,e,~-ent, ,;,,--ell! class,imi.ed illro sy5tem ,o-rgim c:lllls. and preff-lll!d temi lli:img 'l'Nsion 24 .0 of'MedDRA. 
Subjects w e-..'"E! oollllled oooe per .system. o gm cl.ass :!l1d once pa- plll!f.en"ed tall!l :;,t tlE l!!lJl!."Wll.l se,,reruy_ 

ToWI 
('Ni=25) 
n {%) 
l (4 .0) 
] (4 .0) 
l (4 .0) 

0 
l (4 .0) 
] (4 .0) 

0 
0 

l (4 .0) 

0 
I (4 .0) 

0 

I (4 .0) 
0 
0 

l (4 .0) 
0 
0 

A traatmenl•l!l!!ll!Tg,l!llt ad.•e,rse-e11•Bllt (l'E..i!;.E) i s defined as say e=t oot pl11!5ented :p1:rio;r o the mitii:;,tiion of"RIXUBIS or any 
ei..--e!!li ilillE!dy p;esl!,lli imt Ti1,ro,= iil1 etther m~llil • or fteqia.ency follo•1•.-i11g ~ ro RIXUimS.. 

Table 14: Treatment-Emergent Adverse Events by Maximum Severity, System Organ Class, Preferred 

Term and RIXUBIS Treatment Regimen (SAS) 

Deaths, Other Serious Adverse Events, and Other Significant Adverse Events 

There were no deaths, SAEs, discontinuations due to AEs or other significant AEs reported during the 

study. 

Clinical Laboratory Evaluation 

No subject reported clinically significant abnormal hematological, biochemistry, or urinalysis values at 

any visit. 

Table 15: Shift from Baseline in Clinical Laboratory Results by RIXUBIS Treatment Regimen: 

Hematology (SAS) 
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n-DelDllnd P!:op-h')•hm 
(N=O,, 0'l==25) 

Basefine" B:aseline" 
P'=m&er 

·~ •hlr um, Nmm:il Biig)I Total ·' Nmmal High T,otal 
Cat,e ,eon • n (%), n t¾) n ~i, !I. ~~) 11 (% ' !I. t'l,.) n (%) n t¾) 

Bll60Dhi!ls ffil 

R:n,t of TreJlill:nt 
Low 0 0 0 0 0 0 0 0 
NOJmal 0 0 0 0 0 21 OOO'I 0 21 0 00) 
Hi.a 0 0 0 0 0 0 0 0 
Toti! 0 0 0 0 0 21 0 21 

0 -. - --,.; , . _.!!Jb;clm,:e (xl.OE9l'I..l 

R:n,t of Tte.11m.!i!lt 
Low 0 0 0 0 0 0 0 0 
N'mmal 0 0 0 0 0 21 (J.OO'I 0 21 nom 
Hi,g!i 0 0 0 0 0 0 0 0 
To1l!ill 0 0 0 0 0 21 0 21 

Eosmom!ills (%) 

R:n,t of TThJllllli!i!lt 
Low 0 0 0 0 0 0 0 0 
N'mmal 0 0 0 0 0 u: t90.0) 0 18 (85.7) 
Hi,g!i 0 0 0 0 0 2 (]!0.0) 1 (100) 3 (14.3) 
TomJ 0 0 0 0 0 20 l 21 

Eosmom!ills JU1solute-C,:10E91L)I 

R:n,t of TThJllllli!i!lt 
Low 0 0 0 0 0 0 0 0 
N'mmal 0 0 0 0 0 20 (100\ 0 :20 (95.2) 
Hi,g!i 0 0 0 0 0 0 1 (100) 1 (U ), 
TomJ 0 0 0 0 0 20 l 21 

Ery. Ml!'"cll OoipUSml::r HGB 
COOlCE!lllrntian fr.ii...) 

End of Ttea1mem 
Low 0 0 0 0 3 05.0l 1 (5_9), 0 4 rnl .m 
Non:mal 0 0 0 0 I (25,.0) 16 (94.1) 0 17(81.0) 
Hi,e;b 0 0 0 0 0 0 0 0 
Tom] 0 0 0 0 4 17 0 21 

Ety. Me,;.n OoipUScnlarVolmne 
/IL\ 

End ,;i f Trealm!!nt 
Low 0 0 0 0 :2 (100), 2 (11.8) 0 4 (19.0) 
N.onmil 0 0 0 0 0 15 (88.2) 0 1H 7l.4) 
Hi,gh, 0 0 0 0 0 0 2 (100) 2 (9_5), 
'.fom] 0 0 0 0 :2 17 :2 21 
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l&,thror.y"te.; [:-.10El2JL) 

IBnd of Treatlll'filLt 
Lou• 0 0 0 0 0 0 0 0 
NOill!ial 0 0 0 0 0 20 0 00) 0 20 (95.2) 
Hi,~ 0 0 0 0 0 0 1 (100) 1 (4.8) 
Tow.ii 0 0 0 0 0 20 1 21 

IHl=l!lal:l1ait [VM 

IElnd of Treatlll'fm 
Lou· 0 0 0 0 0 2 ()1.I) 0 2 (9•_5), 

Nonml 0 0 0 0 l u rnn 16 (88.9l 0 19 (90.:5) 
Hi,$ 0 0 0 0 0 0 0 0 
Tow.ii 0 0 0 0 l 1$ 0 21 

IH=iolobm (""1..) , 

IBnd of Treami.'fm 
Lou• 0 0 0 0 4 (66.7} 1 (6 .7} 0 5 CB .S.) 
NOJ:I:l!al 0 0 0 0 2(33.3} 14 (9H ~ 0 ] 6 (16.2) 
Hi,$ 0 0 0 0 0 0 0 0 
Tow.ii 0 0 0 0 6 15 0 21 

ILem.1ocvre., (d 0E9:IL) 

IElnd of Trealm'fm 
Lou• 0 0 0 0 ]UUIH 0 0 1 (4.81, 
~'om!al 0 0 0 0 0 19· (100) 1 (100) 20 (95.2) 
Hi,~ 0 0 0 0 0 0 0 0 
Tow.ii 0 0 0 0 ] 19 ] 21 

IL~ s ('l-'ii) 

lt!lOO of Treatlll'fi!lit 
Lou· 0 0 0 0 0 0 0 0 
Nonml 0 0 0 0 0 20 (100) 0 20 (95.2) 
Hi,gh 0 0 0 0 0 0 1 (100) 1 (U ) 
Tow.ii 0 0 0 0 0 20 l 21 

l[.ymp!J.ocyt;!s .-4.b;aln:e 
i(xl OE911L) 

End o.fTreatlll'fm 
Lou· 0 0 0 0 l (JOO], 0 0 1 (4.8) 
Nom:!ial 0 0 0 0 0 19· 0 00) 1 (100) 20 (95.2) 
Hi,~ 0 0 0 0 0 0 0 0 
Tow.ii 0 0 0 0 l 19 ] 21 
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11Wll.OC.11eSl'Yo), 

End o:fT'.reaiJJJ.'fi!ll 
Low ,0 0 0 0 1(16.7), 3 (20 .0) ,0 4 (l.9.0) 
NOJma] ,0 0 0 0 :i m .n 12 ,ao.m ,0 ]7(81.(1) 

High ,0 0 0 0 0 0 ,0 0 
Total ,0 0 0 0 6 15, ,0 21 

111oll.OC.1'1eS .A!b.;:a)n,."e 
(;d 0E91T .l 

End o:f T'.reaiJJJ.'fm 
Low ,0 0 0 0 l (20.0) 2 (12 .5) 0 3 (H .3) 
Nmro:al ,0 0 0 0 4 (llO,O), 14 (87.5,) ,0 18 (85 .7) 
Hia ,0 0 0 0 0 0 ,0 0 
Total ,0 0 0 0 j 16 ,0 21 

N'emro!llmlS (%) 

End of 'Il:eaiJJJ.'fm 
Low ,0 0 0 0 0 0 ,0 0 
N.mmal 0 0 0 0 I (JOO) l!l (94.7} 1 (100) 20 (95.2) 
High ,0 0 0 0 0 1 (5.l ) ,0 1 (4.8) 
Total 0 0 0 0 l 19 l 21 

Nemro_phlls .Absoluti! 
(x10E9JL) 

End of T'.reaiJJJ.'fml 
Lem• 0 0 0 0 1nom 0 0 1 (4.8), 
romJ:lial ,0 0 0 0 0 19•(9j_O) ,0 1.9 t90.5'1 
Hi~ 0 0 0 0 0 1 (S,!O) 0 1 (4.81, 
Toll!il ,0 0 0 0 1 20 ,0 21 

Plat!!l.ets (x lOE9fLl 

End ofTreaiJJJ.'fml 
Lem· ,0 0 0 0 0 0 ,0 0 
~ 0 0 0 0 1 (JOO} 16 (100) 1 (100) 12 (100) 
Hi$ ,0 0 0 0 0 0 ,0 0 
Total 0 0 0 0 l 16 l HI 

... 
eI}~; 11i=:1Jumber ,of subJe::I!: m ea.ch categazy: N=number of 500Jl!ct5 :in ~ S..4-S mid c,ollmm; SAS=-.S:!fe."y Alllr!lysrs 

'ls .: Percentage; a.re bas~ ,on Ille total iimmbe;r ,of.rubjecl!l. :im. th'i! gn-en ,rnteg,ory at base,lliE m th'i! AS ·"-~ e,3C!h c.olJnmn. 
·•&se,!me is defined ~ 1a.5- as!lE!s=t prior ro fu5t dose. 

Table 16: Shift from Baseline in Clinical Laboratory Results by RIXUBIS Treatment Regimen: 

Biochemistry (SAS) 
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OD-Demand Pl:-opb')'luis 
=O) {N=25) 

Baseline• Baseline" 
W=ier 

\ rE-it 1il' N ollW!il 'EP T otal '\\r 'Nol'JElll gJJ. Tomi 
C:itei;,ory n (%), n (o/+) n ("/4. 1!1 (%} n (%} n ("+) n (%) n (¾) 

IAl!anin-e Amill.olraa.;fmse (UlL l 

l&d ofTreamr.-em 
Low 0 0 0 0 0 0 0 0 
N OJ:IJ!a] 0 0 0 0 0 19' t90.5~ 0 19 (86.4) 
Hi$ 0 0 0 0 0 2 €9.j), 1 (100) l (B.6) 

Total 0 0 0 0 0 21 l 22 

IA.llrumm ( s'/'U 

!End ofTI'elim-el!l.t 
Low 0 0 0 0 0 0 0 0 
Non:n.al 0 0 0 0 0 19't9S.m 2 (100) 11 t9S.5) 
Hi$ 0 0 0 0 0 1 (5.o), 0 1 [4.5 ), 
Total 0 0 0 0 0 10 1 22 

IA.lbumial foml Pro:!!in f ,efl ' , 

!End ofTre3.lll!.-el!l.t 
Low 0 0 0 0 0 0 0 0 
Non:niBI 0 0 0 0 0 14 (81.5) 6 (100) 10 (90.9) 
Hi$ 0 0 0 0 0 2 ffi .5) 0 2 [9•.1), 
Total 0 0 0 0 0 16 6 22 

IAlliilin-e-Pho<Ohaw e illifL l 

!End ofT!'e\'lim-el!l.t 

IP=•er 
Viiit Lo"1, Na=.:il. Biie,b Total !OW Nami,;,J. Hig:JJ. T,o·mJI 
C,;,te~_o~• n (%) n (¾) n (%) 11 (%,) n (%) n (¾) n (%) n (%) 
Low 0 0 0 0 0 0 0 0 
N.oJmal 0 0 0 0 0 19· (9:5.0) 0 19 (86.4) 
High 0 0 ll 0 0 1 (5!0} 2 (100} l O.l.6) 
Totltl 0 0 ll 0 0 2.0 2 22 

~ te Ammottaasfe:rase 
HU/L.), 

Rn,d ofTteaiim!!m 
Low 0 0 ll 0 0 0 0 0 
Nmmal 0 0 ll 0 0 20(90.9) 0 10 {90.9) 
High 0 0 ll 0 0 2 (9.1) 0 2 (SU) 
l'Ot!tl 0 0 ll 0 0 22 0 22 

IBitl!!rnO:nate (mm.ol!L} 

R11d ofTteaiim!!m 
Low 0 0 ll 0 1 (50.0), 1 €5.,Q) 0 2 [9_]) 

Nmmal 0 0 ll 0 l (5'0.0), 19•{95.0) 0 10 {90.9) 
High 0 0 ll 0 0 0 0 0 
l'ot!tl 0 0 ll 0 1 20 0 22 

- .. . 
IF DJ.lll?:be:r ,o i;: s.ubjei: IS m each catEga:ry:; N=nwnber of snlilJects Ill !be S..45 aDd OO!llllm; SAS='Saf!l."y Anal!y!.JS Set 
'% = Pem:.entai;:_I!., lrn!· based on lb!! totltl = be~ of su:biern in the ~ •e,n n 1ei;:_on• s bi,5ii!WJ.-e ill th-e ' afe• -~ .5.lS Set "1'11hin 
e.JC!h ,c.olnmn. 
•Basf'l ille is ,dl!fi.l!led Ill, las = s=~t unor to first dos~ 

Immunogenicity 

Assessment report 
EMA/101747/2024 Page 32/37 



 

 
   
    

 

       

 

 

  

           

           

 

   

               

            

             

               

              

           

              

            

          

               

          

    

On-Demand. Prophylam Tota1 
i'N=ITT, IN---:!51 (N='lS'J, 

IParamete-r 
l\'m N liil II (%,) NO) 11 f%l Nftl ll (~b), 
IBinlllmig -~bodies to FD.: 

:s ~e; 0 0 25 0 25 0 
B:;,;elin-e- 0 0 25 0 25 0 
11/r;jt 1 0 0 23 0 23 0 
VLlt2 0 0 21 0 21 0 
End afTteilml':!lll 0 0 22 I {4.5) 22 1 {45) 

Binlllmie: .Am.libodie s to OHO 
:S~e; 0 0 25; 0 25 0 
B:;,;elin-e- 0 0 2S 0 25 0 
\fi;jt 1 0 0 r _ .:, 0 23 0 
\ <cit 2 0 0 21 0 21 0 
End a:Tte.llilll.-elll 0 0 n 0 22 0 

IBinlllmie: .Am.llbodie5 to rlti'w:in 
:S~e: 0 0 25, 0 25 0 
B:,;:etin,e 0 0 25; 0 25 0 
\rLlt l 0 0 23, 0 23, 0 
\fi;jt2 0 0 21 0 21 0 
End a:Treami.-elll 0 0 22 0 22 0 

IE'[X Nijll]l'!!gB 

:S~e; 0 0 25 0 25 0 
B:;,;elin-e- 0 0 25, 0 25 0 
\fi;jt 1 0 0 23 0 23 0 
\rbit 2 0 0 19 0 19 0 
End afTteilml':!lll 0 0 22 0 22 0 

BU=Beth-esda Uni1; CHO=Chlnese El!msr.:er °'=}•. FIX=recomb:in!mt farror IX· IgG=lmmunoglobmin G; Ig.\l=I!mminoogloomlm 
__ - !\S=Safety .Amtysis et 
l!l = mmi:bero:fsubjecl!. woohad at least 1 po.sim'ere.;u:J ma gi, 121!1 risit. 
N = 'Falal. numli!e.r of 2llbj ect, in abe SAS ai!ld !iDl'imm. N(i) = Num:ber ,ofsuijects in roe SAS Ti1ib.o 11.-id illllllllillo,gemcity c:lil!licl:il. 
iltboo!to:ry assesslll.e,lll!; il!l l:he spe.cmed IUl.:.lyctis uilldow lllld ,c.a lmua. % = Pen:.ect:ag,e ,of subjew who bad a po.tili\•e result, based 
al!l N(i) as d\i!l!l.(]mm.1tor. 
A poti1h -e result is dEfui.ed 25 ,alliy d.e,."Ktab le Ie,;.,e]_ 

For FIX Nijjm'i!gen, neg;m11;e .e,;m:l is _!iiined as 81!1J 1.-rulili! <::0.6 BU. 

Table 17: Summary of Positive Immunogenicity Results 

Vital Signs 

The mean (SD) values for diastolic blood pressure, systolic blood pressure, pulse rate, respiratory 

rates, and temperature at EOT were comparable to those observed at baseline. 

Postmarketing Safety Experience 

RIXUBIS has been approved for the treatment and prevention of bleeding episodes in patients with 

hemophilia B (congenital FIX deficiency), routine prophylaxis of bleeding episodes in patients with 

hemophilia B, and perioperative management of bleeding in patients with hemophilia B in 21 

countries/regions (approved via centralized procedure in the EU) as of 30 Jun 2022. In India, initial 

approval of RIXUBIS was granted to Baxter India Pvt. Ltd. on 19 Jan 2015. Approval was then 

transferred and reissued to Baxalta Bioscience India Pvt. Ltd. on 21 Mar 2016. 

Cumulatively from 01 Oct 2013 to 30 Jun 2022, approximately 10,696,000 IU of RIXUBIS were sold in 

India with an estimated 3,056 patient treatments (mean of 5 patients/year) on prophylaxis and 

estimated 2,453 patient treatments (mean of 19 patients/year) on-demand therapies. From 01 Jul 

2021 to 30 Jun 2022, approximately 7,327,750 IU of RIXUBIS were sold in India with an estimated 

2,094 patient treatments (20 patients/year) on prophylaxis and estimated 1,680 patient treatments 

(84 patients/year) on-demand therapies. 
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Study 251602 was a Phase 4, multicenter, prospective, interventional, postmarketing study in 

hemophilia B PTPs in India receiving RIXUBIS under standard clinical practice. The safety results of this 

study suggest that RIXUBIS is safe in hemophilia B PTPs treated under standard clinical practice in 

India. Results from this study are consistent with previous real-world evidence in a South Korean 

population (Choi et al. 2020) and Phase 1/3 clinical trial (Windyga et al. 2014). The total of 23/25 

prophylaxis subjects in India who completed the study provides sufficient evidence for safety and 

efficacy of RIXUBIS in hemophilia B PTPs treated under standard clinical practice in India. The results 

of Study 261502 did not impact the benefit-risk profile of RIXUBIS. 

Postmarketing Safety Surveillance Planning and Risk Management 

RIXUBIS has been shown to be efficacious for routine prophylactic treatment and control of bleeding 

episodes (on-demand treatment) in PTPs in adults and pediatrics with severe or moderately severe 

hemophilia B. RIXUBIS has also been shown to be efficacious in surgical hemostasis in adult patients 

with hemophilia B. 

RIXUBIS is generally well tolerated. Important identified risks include hypersensitivity reactions 

(including reactions/antibodies to CHO protein). Important potential risks include inhibitor formation, 

lack of effect, thromboembolic events (eg, disseminated intravascular coagulation and fibrinolysis), and 

nephrotic syndrome following attempted immune tolerance induction in hemophilia B patients with FIX 

inhibitors and a history of allergic reactions. These risks continue to be monitored as a part of routine 

pharmacovigilance activities, and detailed AE information on reports of inhibitor formation are collected 

via a FIX inhibitor AE questionnaire. 

2.3.3. Discussion on clinical aspects 

The MAH submitted the clinical study report of study 251602, as required in Article 46 of Regulation 

(EC) No 1901/2006 due to the inclusion of paediatric subjects, while acknowledging the failure to do so 

within the specified time frame of six months after completion of last subject (Study Completed: 11 

Aug 2021; Date of the Report: 27 Jul 2022). Upon request the Applicant clarified that the delayed 

submission was due to insufficient detail in the internal procedure for handling the requirements of 

Article 46 submissions and that actions are in place to prevent future submissions to be delayed. The 

explanation is acknowledged, but the delayed submission is critically noted. 

Trial 251602 was a single-arm, open-label, phase IV, multi-centre, prospective, interventional, post-

marketing study in haemophilia B patients in India receiving Rixubis as on-demand or prophylaxis 

under standard clinical practice. The duration of the study was 36 months from enrolment of the first 

subject, to study completion of the last subject on 11th of August 2021. In total, 25 subjects were 

planned and enrolled, of which 23 completed the study. Reasons for the two study discontinuations can 

be followed (one each for non compliance with study protocol and due to criminal record). All 25 

patients were included in the effectiveness full analysis set (EFAS) and safety analysis set (SAS). The 

mean (SD) age of included patients was 24.6 (8.29) years, 5 patients were between 12 to 18 years 

old. All subjects received Rixubis in the prophylactic setting for a total duration of three months after 

enrolment. No concerns derive from the two protocol amendments and reported protocol deviations 

(vast majority related to IP compliance). 

The primary outcome was number of possibly or probably related SAEs (including FIX inhibitors) and 

number and percentage of subjects with possibly or probably related SAEs (including FIX inhibitors) 

during or after first Rixubis infusion. SAEs and AEs were summarized by system organ class SOC) and 
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preferred term (PT). Efficacy was established by analysis of annualized bleeding rate (ABR) with 

prophylactic use of Rixubis, in subjects on prophylaxis treatment of at least 3 months. The choice of 

study objectives and corresponding endpoints is appropriate. 

An Erratum for the study report of study 251602 was also submitted, which clarified one correction for 

an erroneously depicted valued of the ABR SD in the body text of the CSR. No concern arises from this 

Erratum. 

Conclusion on efficacy 

Incremental recovery 

The mean IR at baseline was 0.945 (SD: 0.2564) (IU/dL)/(IU/kg) with a minimum value of 0.43 

(IU/dL)/(IU/kg) in 22 subjects, which is comparable to the rate reported in the EPAR of Rixubis with 

0.79 (SD: 0.2) (IU/dL)/(IU/kg) and a minimum of 0.26 (IU/dL)/(IU/kg) at the first exposure day (as 

determined for all subjects in the combined phase 1/3 study250901). 

Consumption 

The mean total number of infusions given for prophylaxis per subject (45.1, SD:12.08) during the 

mean treatment duration of 179.5 (SD: 9.08) days in study 251602 is in line with the recommended 

interval for infusions in patients ≥12 years during prophylactic treatment as recommended in the 

product information (i.e. 3-4 days). 

Treatment of bleeding episodes 

The mean duration of Rixubis treatment to treat bleeding episodes was 1.8 (SD: 1.33) days with a 

maximum of 4 days and the mean number of infusions of Rixubis treatment to treat bleeding episodes 

per subject was 1.3 (SD: 0.52) with a maximum of 2 infusions (i.e. all with good or excellent 

treatment success; n=6 subjects received additional Rixubis for bleeding episodes). No subject 

received RIXUBIS treatment to maintain haemostasis. No concerns derive from the treatment of 

bleeding episodes in study 251602. 

Unique bleeding episodes 

Out of 25 subjects enrolled in prophylactic Rixubis treatment group, 8 subjects (32%) experienced a 

total of 13 unique bleeding episodes during the study and 3 of these unique bleeding episodes occurred 

prior to starting prophylactic treatment. While most bleeding episodes after start of treatment only 

occurred once in each patient, one subject experienced 3 unique bleeding episodes and two further 

subjects had 2 unique bleeding episodes each. No subject developed a new target joint (i.e. ≥4 bleeds 

within 6 months) for the treatment duration of 3 months. The vast majority of bleeds were 

spontaneous (at least n=11 as the two remaining bleeds are of unknown cause) and mild (n=3, rest 

was moderate) joint (n=12) bleeds (see below the discussion on ABR for joint and spontaneous 

bleeds). No traumatic bleeds are reported. Overall, the unique bleeding episodes reported are within 

the expected range and raise no further concerns. 

Annualized bleeding Rate 

The mean ABR for prophylactic use of Rixubis was 0.914 (SD: 1.6896), with highest ABR for joints of 

0.82 (SD: 1.557). The mean ABR for spontaneous bleeding episodes during RIXUBIS prophylaxis was 

0.74 (SD: 1.668). The mean ABR for minor severity and moderate severity during RIXUBIS prophylaxis 

were 0.45 (SD: 0.869) and 0.47 (SD: 1.463), respectively. The median ABR in all mentioned 

categories was 0. This is in line with ABR reported in similar trials and no concerns are raised. 
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Conclusion on safety 

All enrolled subjects who received Rixubis at any time during the trial (n=25) were included in the 

safety analysis set. Out of 25 subjects, 23 received Rixubis treatment for prophylaxis for at least 3 

months, with a mean duration of 179.5 (SD 9.08) days. No deaths, SAEs or other significant AEs were 

reported during the study. 3 subjects experienced TEAEs, all of them occurring once: arthropathy 

(severe), joint swelling (moderate) and Dengue fever (mild). Two further AEs were not considered 

treatment emergent as they occurred before IMP administration. All events were considered not to be 

related to the investigational product by the investigator. The moderate event of joint swelling was 

also rated as bleeding event of the left elbow in a subject with in total 3 bleeding episodes (also 

Conclusion on efficacy above), whereas the event of arthropathy was not caused by a bleeding event. 

Importantly, no new or unexpected safety finding was observed in study 251602. 

Binding antibodies to FIX were found in only 1 subject at EOT Visit and the titre value for the binding 

antibodies to FIX was 1/160. No antibodies to rFurin or CHO were detected in any subject over the 

course of the trial. Importantly, also no inhibitory antibodies against FIX were identified throughout the 

study. 

3. Rapporteur’s overall conclusion and recommendation 

No concerns derive from data reported from trial 251602 regarding the current B/R for Rixubis Efficacy 

and safety results did not reveal any unexpected findings and appear to be in line with results from 

previous studies. Also, no changes of the PI appear required. However, the delayed submission beyond 

6 months after study completion is critically noted. 

Fulfilled: 

4. Request for supplementary information 

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

procedure: 

1. The Applicant is asked to clarify reasons for the delayed submission of the study report for 

Study 251602. 

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 clarify reasons for the delayed submission of the study report for Study 

251602. 
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MAH Response: 

The reason for the delay was due to insufficient detail in the internal procedure for handling the 

requirements of Article 46 of the Paediatric Regulation EC 1901/2006. Takeda is now proactively 

monitoring upcoming studies that include paediatric patients to support timely submission of CSRs per 

the Article 46 timelines. 

Corrective actions are in process. Preventative measures have been put in place to strengthen internal 

processes, to train relevant stakeholders in the organisation on paediatric requirements, and to 

monitor studies in scope of Article 46. 

Rapporteur’s assessment and conclusion: 

The Applicant clarified that the delayed submission was due to insufficient detail in the internal 

procedure for handling the requirements of Article 46 submissions and that actions are in place to 

prevent future submissions to be delayed. 

Issue resolved. 
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