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This report includes selected news items from the past week on issues of concern to the bleeding 

disorders community.  It is designed to help keep NHF national and local leadership and staff 

informed of the latest information from the news media.  It will be distributed by email on Thursday of 

each week, covering important news items from the previous seven days.  Subjects covered will include 

hemophilia, other bleeding disorders, gene therapy, hepatitis, HIV/AIDS, and others.  
 

Please do not forward, reprint, or otherwise disseminate this formatted NHF News Briefs summary. These news articles are 
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December 9, 2017 

Businesswire.com 

 

Genentech’s HEMLIBRA (emicizumab-kxwh) Continued to Substantially Reduce Bleeds in 

People with Hemophilia A with Inhibitors 

 

– Newly approved HEMLIBRA demonstrated superior efficacy compared to prior treatment with 

bypassing agents as prophylaxis or on-demand – 

 

– Nearly 95 percent of children who received HEMLIBRA experienced zero treated bleeds – 

 

Genentech, a member of the Roche Group, announced today that new data from the ongoing 

HEMLIBRA® (emicizumab-kxwh) clinical development program were presented at the 59th American 

Society of Hematology (ASH) Annual Meeting. These data include longer-term results from the 

pivotal HAVEN 1 and HAVEN 2 studies in people with hemophilia A with inhibitors to factor VIII, 

showing once-weekly subcutaneous HEMLIBRA prophylaxis demonstrated superior efficacy 

compared to prior treatment with bypassing agents (BPAs) as prophylaxis or on-demand. These new 

data from the largest pivotal studies in people with hemophilia A with inhibitors further support 

HEMLIBRA as an important new treatment option for these adults, adolescents and children. 

 

In updated results from the HAVEN 2 study with six additional months of data and 40 more children 

(younger than 12 years of age), 94.7 percent (95 percent CI: 85.4; 98.9) of children with hemophilia A 

with inhibitors who received HEMLIBRA prophylaxis had zero treated bleeds (n=57). The intra-

patient analysis comparing the effects of different therapies in the same child (n=13) showed a 99 

percent reduction in treated bleeds with HEMLIBRA prophylaxis compared to prior treatment with a 

BPA, either as prophylaxis (n=12) or on-demand (n=1). Substantial improvements in health-related 

quality of life and aspects of caregiver burden, measured by the haemophilia-specific quality of life 

short form (Haemo-QoL-SF) and adapted health-related quality of life in hemophilia patients with 

inhibitors (Inhib-QoL) questionnaires, were also observed with HEMLIBRA prophylaxis compared to 

prior BPA prophylaxis. These data were featured today in the official press program of the ASH 

Annual Meeting. 

 

With nearly 10 additional months of follow-up, updated results from the HAVEN 1 intra-patient 

analysis of adults and adolescents showed an 88 percent (risk rate [RR]=0.12, 95 percent CI: 0.05; 

0.28) reduction in treated bleeds with HEMLIBRA prophylaxis compared to prior BPA prophylaxis 

(n=24). The results also showed a 95 percent (RR=0.05, 95 percent CI: 0.02; 0.12) reduction in treated 

bleeds in patients who received HEMLIBRA prophylaxis compared to prior on-demand BPA treatment 

(n=24). After more than one year, substantially more patients continued to experience zero bleeds with 

HEMLIBRA prophylaxis compared to their prior prophylaxis or on-demand BPA treatment across 

bleed endpoints, including treated bleeds and all bleeds. The previously reported improvement in 

health status after 24 weeks, measured by the haemophilia-specific quality of life (Haem-A-QoL) and 

EuroQol 5-Dimensions 5-level (EQ-5D-5L) questionnaires, was also maintained with longer follow-

up. 

 

“These data demonstrate the continued reduction in bleeds over time with HEMLIBRA prophylaxis 

and reinforce the potential of this medicine, recently approved by the FDA for hemophilia A with 

inhibitors, to redefine the standard of care,” said Sandra Horning, M.D., chief medical officer and head 

of Global Product Development. “We are continuing to study HEMLIBRA in a robust clinical 
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development program to help advance care for all people with hemophilia A, regardless of age or 

inhibitor status, and provide even less frequent dosing options.” 

 

Data from the run-in cohort of the ongoing Phase III HAVEN 4 study showed that HEMLIBRA 

prophylaxis dosed once every four weeks in people 12 years of age or older with hemophilia A, with or 

without inhibitors, resulted in levels of HEMLIBRA in the blood (pharmacokinetics) that were 

consistent with predictions. These data supported opening the expansion cohort of the study to further 

evaluate this dosing regimen. After a median observation time of eight weeks, 85.7 percent of patients 

(six out of seven) had zero bleeds while receiving HEMLIBRA prophylaxis once every four weeks. 

These data follow the recent announcement that an interim analysis of the Phase III HAVEN 4 study 

showed a clinically meaningful control of bleeding in people 12 years of age or older with hemophilia 

A who received HEMLIBRA prophylaxis once every four weeks. 

 

The most common adverse events (AEs) in the HAVEN 1 and HAVEN 2 studies at the time of these 

follow-up data were consistent with those observed previously in the studies. No unexpected safety 

findings were observed in the run-in cohort of the HAVEN 4 study. No new cases of thrombotic 

microangiopathy (TMA) or thrombotic events were observed in HAVEN 1, and no cases occurred in 

HAVEN 2 or HAVEN 4. 

 

Based on earlier results from the HAVEN 1 and HAVEN 2 studies, HEMLIBRA was approved by the 

U.S. Food and Drug Administration (FDA) for routine prophylaxis to prevent or reduce the frequency 

of bleeding episodes in adults and children with hemophilia A with inhibitors. Data from HAVEN 1 

and HAVEN 2 are also being reviewed under accelerated assessment by the European Medicines 

Agency (EMA) and submissions to health authorities around the world are ongoing. The clinical 

development program also includes the ongoing Phase III HAVEN 4 study and the Phase III HAVEN 

3 study, which showed a statistically significant and clinically meaningful reduction in the number of 

treated bleeds over time in people aged 12 years or older with hemophilia A without inhibitors who 

received HEMLIBRA prophylaxis every week or every other week, compared to those receiving no 

prophylaxis. 

 

About HAVEN 1 (NCT02622321) 

 

HAVEN 1 is a randomized, multicenter, open-label, Phase III study evaluating the efficacy, safety and 

pharmacokinetics of once-weekly subcutaneous administration of HEMLIBRA prophylaxis compared 

to no prophylaxis in adults and adolescents with hemophilia A with inhibitors to factor VIII. The study 

included 113 patients (12 years of age and older) with hemophilia A with inhibitors to factor VIII, who 

were previously treated with BPAs on-demand or as prophylaxis. Patients previously treated with on-

demand BPAs were randomized in a 2:1 ratio to receive HEMLIBRA prophylaxis (Arm A) or no 

prophylaxis (Arm B). Patients previously treated with BPAs as prophylaxis received HEMLIBRA 

prophylaxis (Arm C). Additional patients previously treated with on-demand BPAs were also enrolled 

in a separate arm (Arm D). On-demand treatment of breakthrough bleeds with BPAs was allowed per 

protocol in all arms. 

 

The updated HAVEN 1 intra-patient analysis data presented at ASH comparing treatment with 

HEMLIBRA prophylaxis to prior BPAs as prophylaxis or on-demand showed: 
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HAVEN 1 (NCT02622321) 

Phase III randomized, multicenter, open-label study evaluating the efficacy, safety and 

pharmacokinetics of HEMLIBRA prophylaxis versus no prophylaxis in patients with hemophilia A 

with inhibitors to factor VIII 

Patients with hemophilia A with inhibitors aged ≥12 years on bypassing agent(s) (BPAs) on-demand 

(episodic) or as prophylaxis 

Endpoint   Arm A (n=24)   Arm C (n=24) 

    HEMLIBRA 

prophylaxis 

  Prior episodic 

BPAs 

  HEMLIBRA 

prophylaxis 

  Prior prophylactic 

BPAs 

Median (range) 

duration of efficacy 

period (weeks) 

  

76.3 

(0.1-94.3) 

  

21.1 

(10.6-33.9) 

  

75.6 

(24.1-90.7) 

  

32.1 

(8.1-49.3) 

Treated bleeds 

ABR 

(95% CI) 

  1.0 

(0.4; 2.4) 

  21.4 

(15.2; 30.1) 

  1.8 

(0.7; 4.6) 

  15.7 

(11.2; 22.0) 

% reduction 

(RR [95% CI]), p-value 

  95% 

(0.05 [0.02; 0.12]), p<0.0001 

  88% 

(0.12 [0.05; 0.28]), p<0.0001 

% patients with 0 

bleeds 

(95% CI) 

  62.5 

(40.6; 81.2) 

  8.3 

(1.0; 27.0) 

  58.3 

(36.6; 77.9) 

  12.5 

(2.7; 32.4) 

% patients with 1-3 

bleeds (95% CI) 

  33.3 

(15.6; 55.3) 

  25.0 

(9.8; 46.7) 

  25.0 

(9.8; 46.7) 

  16.7 

(4.7; 37.4) 

% of patients with ≥4 

bleeds (95% CI) 

  4.2 

(0.1; 21.1) 

  66.7 

(44.7; 84.4) 

  16.7 

(4.7; 37.4) 

  70.8 

(48.9; 87.4) 

All bleeds 

ABR 

(95% CI) 

  3.1 

(1.6; 6.2) 

  37.8 

(28.6; 50.1) 

  3.6 

(1.9; 6.7) 

  24.6 

(18.4; 32.9) 

% reduction 

(RR [95% CI]), p-value 

  92% 

(0.08 [0.04; 0.17]), p<0.0001 

  85% 

(0.15 [0.08; 0.28]), p<0.0001 

% patients with 0 

bleeds 

(95% CI) 

  45.8 

(25.6; 67.2) 

  0 

(0.0; 14.2) 

  33.3 

(15.6; 55.3) 

  0 

(0.0; 14.2) 

% patients with 1-3 

bleeds (95% CI) 

  25.0 

(9.8; 46.7) 

  4.2 

(0.1; 21.1) 

  29.2 

(12.6; 51.1) 

  16.7 

(4.7; 37.4) 

% of patients with ≥4 

bleeds (95% CI) 

  29.2 

(12.6; 51.1) 

  95.8 

(78.9; 99.9) 

  37.5 

(18.8; 59.4) 

  83.3 

(62.6; 95.3) 

ABR, annualized bleeding rate; BPA, bypassing agent; NIS, non-interventional study; RR, risk ratio 

  

No new AEs resulted in treatment discontinuation. No new cases of TMA or thrombotic events were 

observed. As previously reported, three people experienced TMA events and two people experienced 

serious thrombotic events in the HAVEN 1 study when on average a cumulative amount of >100 

U/kg/24 hours of activated prothrombin complex concentrate (aPCC) was administered for 24 hours or 

more to patients receiving HEMLIBRA prophylaxis. 
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About HAVEN 2 (NCT02795767) 

 

HAVEN 2 is a single-arm, multicenter, open-label, clinical study in children younger than 12 years of 

age with hemophilia A with inhibitors to factor VIII. The study is evaluating the efficacy, safety and 

pharmacokinetics of once-weekly subcutaneous administration of HEMLIBRA prophylaxis. 

The updated HAVEN 2 analysis after a median of nine weeks of treatment (range 1.6-41.6 weeks) 

included 60 children with hemophilia A with inhibitors to factor VIII. The updated data presented at 

ASH showed: 

  

HAVEN 2 (NCT02795767) 

Pivotal, single-arm, multicenter, open-label, study evaluating the efficacy, safety and 

pharmacokinetics of once-weekly subcutaneous administration of HEMLIBRA 

Patients with hemophilia A with inhibitors aged <12 years old (or 12-17 if <40 kg) previously treated 

with BPAs 

Endpoint 

  % zero bleeds 

(95% CI) 

N=57 

  % zero bleeds 

(95% CI) 

n=23 

  ABR*  

(95% CI) 

n=23† 

  Median ABR  

(IQR) 

n=23† 

Treated bleeds 
  94.7 

(85.4; 98.9) 

  87.0 

(66.4; 97.2) 

  0.2 

(0.06; 0.62) 

  0.0 

(0.00; 0.00) 

All bleeds 
  64.9 

(51.1; 77.1) 

  34.8 

(16.4; 57.3) 

  2.9 

(1.75; 4.94) 

  1.5 

(0.00; 4.53) 

Treated spontaneous 

bleeds 

  98.2 

(90.6; 100.0) 

  95.7 

(78.1; 99.9) 

  0.1 

(0.01; 0.47) 

  0.0 

(0.00; 0.00) 

Treated joint bleeds 
  98.2 

(90.6; 100.0) 

  95.7 

(78.1; 99.9) 

  0.1 

(0.01; 0.47) 

  0.0 

(0.00; 0.00) 

Treated target joint 

bleeds 

  100 

(93.7; 100.0) 

  100 

(85.2; 100.0) 

  
Not estimable 

  0.0 

(0.00; 0.00) 

 

*Negative binomial regression model. †Primary efficacy results (ABR analysis) based only on patients 

aged <12 years on study for ≥12 weeks. ABR, annualized bleeding rate; IQR, interquartile range 

 

The most common AEs related to HEMLIBRA were injection-site reactions. Six patients experienced 

serious AEs, including bleeding in the muscles (muscle hemorrhage), eye pain, catheter site infection, 

device-related infection, bleeding of the mouth or gums (mouth hemorrhage) and appendicitis. No 

cases of TMA or thrombotic events occurred in the study. 

 

About HAVEN 4 (NCT03020160) 

 

HAVEN 4 is a single-arm, multicenter, open-label, Phase III study evaluating the efficacy, safety and 

pharmacokinetics (PK) of subcutaneous administration of HEMLIBRA dosed every four weeks. The 

study included 48 patients (12 years of age or older) with hemophilia A with or without inhibitors to 

factor VIII who were previously treated with either factor VIII or bypassing agents, on-demand or as 

prophylaxis. The study was conducted in two parts: a PK run-in; and an expansion cohort. All patients 

in the PK run-in (n=7) were previously treated on-demand, and received subcutaneous HEMLIBRA at 

6 mg/kg to fully characterize the PK profile after a single dose during four weeks, followed by 6 mg/kg 

every four weeks for at least 24 weeks. Patients in the expansion cohort (n=41) received subcutaneous 

HEMLIBRA prophylaxis at 3 mg/kg/wk for four weeks, followed by 6 mg/kg every four weeks for at 
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least 24 weeks. Episodic treatment of breakthrough bleeds with factor VIII therapy or bypassing 

agents, depending on a patient’s inhibitor status, was allowed per study protocol. 

 

About HEMLIBRA 

 

HEMLIBRA is a bispecific factor IXa- and factor X-directed antibody. It is designed to bring together 

factor IXa and factor X, proteins required to activate the natural coagulation cascade and restore the 

blood clotting process for hemophilia A patients. HEMLIBRA is a prophylactic (preventative) 

treatment that can be administered by an injection of a ready-to-use solution under the skin 

(subcutaneously) once weekly. HEMLIBRA was created by Chugai Pharmaceutical Co., Ltd. and is 

being co-developed by Chugai, Roche and Genentech. 

 

HEMLIBRA U.S. Indication 

 

HEMLIBRA is a prescription medicine used for routine prophylaxis to prevent or reduce the frequency 

of bleeding episodes in adults and children with hemophilia A with factor VIII inhibitors. 

 

Important Safety Information 

 

HEMLIBRA increases the potential for blood to clot. Discontinue prophylactic use of bypassing 

agents the day before starting HEMLIBRA prophylaxis. Carefully follow the healthcare 

provider’s instructions regarding when to use an on-demand bypassing agent, and the dose and 

schedule one should use. Cases of thrombotic microangiopathy and thrombotic events were 

reported when on average a cumulative amount of >100 U/kg/24 hours of activated prothrombin 

complex concentrate (aPCC) was administered for 24 hours or more to patients receiving 

HEMLIBRA prophylaxis. 

 

HEMLIBRA may cause the following serious side effects when used with aPCC (FEIBA®), 

including: 

 

• Thrombotic microangiopathy (TMA). This is a condition involving blood clots and injury to 

small blood vessels that may cause harm to one’s kidneys, brain, and other organs. Patients 

should get medical help right away if they have any of the following signs or symptoms during 

or after treatment with HEMLIBRA: 

o confusion 

o weakness 

o swelling of arms and legs 

o yellowing of skin and eyes 

o stomach (abdomen) or back pain 

o nausea or vomiting 

o feeling sick 

o decreased urination 

• Blood clots (thrombotic events). Blood clots may form in blood vessels in one’s arm, leg, 

lung or head. Patients should get medical help right away if they have any of these signs or 

symptoms of blood clots during or after treatment with HEMLIBRA: 

o swelling in arms or legs 

o pain or redness in the arms or legs 

o shortness of breath 

o chest pain or tightness 
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o fast heart rate 

o cough up blood 

o feel faint 

o headache 

o numbness in the face 

o eye pain or swelling 

o trouble seeing 

 

If aPCC (FEIBA®) is needed, patients should talk to their healthcare provider in case they feel 

they need more than 100 U/kg of aPCC (FEIBA®) total. 

 

How should patients use HEMLIBRA? 

 

HEMLIBRA may interfere with laboratory tests that measure how well blood is clotting and may 

cause a false reading. Patients should talk to their healthcare provider about how this may affect their 

care. 

 

What are the other possible side effects of HEMLIBRA? 

 

The most common side effects of HEMLIBRA include: redness, tenderness, warmth, or itching at 

the site of injection; headache; and joint pain. 

 

These are not all of the possible side effects of HEMLIBRA. Patients should call their doctor for 

medical advice about side effects. 

 

Side effects may be reported to the FDA at (800) FDA-1088 or http://www.fda.gov/medwatch. Side 

effects may also be reported to Genentech at (888) 835-2555. 

 

Please see the HEMLIBRA full Prescribing Information and the Medication Guide, including Serious 

Side Effects, for more important safety information. 

 

About hemophilia A 

 

Hemophilia A is an inherited, serious disorder in which a person’s blood does not clot properly, 

leading to uncontrolled and often spontaneous bleeding. Hemophilia affects around 20,000 people in 

the United States, with hemophilia A being the most common form and approximately 50-60 percent 

of people living with a severe form of the disorder. 

People with hemophilia A either lack or do not have enough of a clotting protein called factor VIII. In 

a healthy person, when a bleed occurs, factor VIII brings together the clotting factors IXa and X, which 

is a critical step in the formation of a blood clot to help stop bleeding. Depending on the severity of 

their disorder, people with hemophilia A can bleed frequently, especially into their joints or muscles. 

These bleeds can present a significant health concern as they often cause pain and can lead to chronic 

swelling, deformity, reduced mobility and long-term joint damage. 

A serious complication of treatment is the development of inhibitors to factor VIII replacement 

therapies. Inhibitors are antibodies developed by the body’s immune system that bind to and block the 

efficacy of replacement factor VIII, making it difficult, if not impossible, to obtain a level of factor 

VIII sufficient to control bleeding. 
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About Genentech in hemophilia 

 

In 1984, Genentech scientists were the first to clone recombinant factor VIII in response to the 

contaminated hemophilia blood supply crisis of the early 1980s. For more than 20 years, Genentech 

has been developing medicines to bring innovative treatment options to people with diseases of the 

blood within oncology, and in hemophilia A. Genentech is committed to improving treatment and care 

in the hemophilia community by delivering meaningful science and clinical expertise. For more 

information visit http://www.gene.com/hemophilia. 

 

About Genentech 

 

Founded more than 40 years ago, Genentech is a leading biotechnology company that discovers, 

develops, manufactures and commercializes medicines to treat patients with serious or life-threatening 

medical conditions. The company, a member of the Roche Group, has headquarters in South San 

Francisco, California. For additional information about the company, please 

visit http://www.gene.com. 
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December 11, 2017 

Prnewswire.com 

 

BioMarin Highlights New Results for Gene Therapy Valoctocogene Roxaparvovec at the 2017 

American Society of Hematology (ASH) Meeting 

 

New 1.5 Year Results Demonstrating 6e13 vg/kg Dose Achieved Sustained Factor VIII Levels within 

the Normal Range in Severe Hemophilia A for Most Patients 

 

Up to One Year Results Demonstrating 4e13 vg/kg Dose Achieved Sustained Factor VIII Levels 

Approaching or within Lower End of Normal Range in Severe Hemophilia A for Most Patients 

 

NEJM Publishes One-Year Data for 6e13 vg/kg Dose from Ongoing Phase 1/2 Study 

 

New Pre-Clinical Results on Impact of Pre-Existing Immunogenicity to AAV on Vector Transduction 

by Valoctocogene Roxaparvovec, an AAV5-Based Gene Therapy Treatment for Hemophilia A 

 

Early Results on Interim Analysis of Immunogenicity to the Vector Capsid and Transgene-Expressed 

Human FVIII in a Phase-1/2 Clinical Study of Valoctocogene Roxaparvovec, an AAV5-Mediated Gene 

Therapy for Hemophilia A 

 

Efficacy Data with Valoctocogene Roxaparvovec 4e13 vg/kg Dose and 6e13 vg/kg Dose as 

Presented at ASH 

 

With the 4e13 vg/kg dose, the three patients with the longest follow-up (at week 48) have Factor VIII 

activity levels that are in or near to the normal range with both median and mean values of 

49%.  Median annualized bleed and factor VIII use rates for the 4e13 vg/kg cohort were zero after 

Week 4 and when their Factor VIII activity rose above 5%.  Mean annualized bleed and factor VIII use 

rates for the 4e13vg/kg cohort were 0.6 and 2.0, respectively.  With the 6e13 vg/kg dose, at 78 weeks 

post infusion, the median and mean Factor VIII levels of the 6e13 vg/kg cohort were 90 and 89%, 

respectively.  Median annualized bleed and factor VIII use rates for the 6e13 vg/kg were zero after 

Week 4.  Mean annualized bleed and factor VIII use rates for the 6e13 vg/kg cohort were 0.5 and 6.1, 

respectively.   

 

"The confluence of new medicines and advanced treatment approaches for hemophilia has created an 

unprecedented opportunity to improve outcomes for patients today and in the future," said Hank Fuchs, 

M.D., President, Worldwide Research and Development at BioMarin.  "We are very encouraged that 

our findings to date suggest a one-time infusion of valoctocogene roxaparvovec has the potential to 

eliminate bleeds, the need for exogenous factor VIII infusions and achieve FVIII levels in the normal 

range for patients with severe hemophilia A, with a very acceptable safety profile.  We are entering a 

new era for the treatment of severe hemophilia and look forward to advancing an innovative 

therapeutic platform for our patients." 

 

 

 

New England Journal of Medicine Publishes 1 Year Data on 6e13 vg/kg Dose Data 

 

The company also announced that the New England Journal of Medicine (NEJM) published an 

independent, peer-reviewed article on the ongoing Phase 1/2 study of valoctocogene roxaparvovec, an 
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investigational gene therapy, in men with severe hemophilia A.  The article assessed the safety and 

efficacy of valoctocogene roxaparvovec at the 6e13 dose, after 52 weeks. 

 

The NEJM article, "AAV Gene Transfer in Patients with Severe Hemophilia A," reported "sustained 

normalization" of Factor VIII activity over the 52-week period for six of seven study participants who 

received the 6e13 vg/kg dose of valoctocogene roxaparvovec.  In addition, all seven participants 

demonstrated stabilization of hemostasis and a "profound" reduction in Factor VIII use.  Safety 

findings were limited to elevations in liver function tests, noting the relatively small sample size.  For 

additional safety data, see the Safety section below in the press release. 

 

Abstract (poster) #3332, titled, "Impact of Pre-Existing Immunogenicity to AAV on Vector 

Transduction by BMN 270, an AAV5-Based Gene Therapy Treatment for Hemophilia A" 

 

As presented at ASH on December 10, the objective of this study was to determine the comparative 

pharmacodynamics of valoctocogene roxaparvovec when given as a single intravenous bolus injection 

to cynomolgus monkeys with varying baseline anti-AAV5 total antibody (TAb) levels and transduction 

inhibition (TI) titers.  The results demonstrated no evidence for decreased FVIII expression in animals 

with non-antibody based transduction inhibition, while baseline AAV5 antibody positive animals had a 

range of FVIII expression.  These data suggest a reasonable likelihood that valoctocogene 

roxaparvovec may be efficacious for individuals with baseline anti-AAV5 TAb.  Importantly, the 

threshold for a positive AAV5 TAb assay result may be lower than baseline anti-AAV5 TAb levels 

that impact efficient vector transduction.  These data support the initiation of the Phase 1/2 BMN 270-

203 study, which will evaluate the safety and efficacy of valoctocogene roxaparvovec in severe 

hemophilia A subjects who have various baseline anti-AAV5 TAb levels.  

 

Abstract (poster) #4611, titled, "Interim Analysis of Immunogenicity to the Vector Capsid and 

Transgene-Expressed Human FVIII in a Phase-1/2 Clinical Study of BMN 270, an AAV5-

Mediated Gene Therapy for Hemophilia A" 

 

As presented at ASH on December 11, this study analyzed both the cellular and humoral immune 

responses to the AAV5 capsid and the hFVIII transgene product in subjects in the Phase 1/2 study 

BMN 270-201 with valoctocogene roxaparvovec.  No FVIII inhibitor (by Nijmegen Bethesda assay) or 

sustained non-neutralizing FVIII TAb responses have been detected in any valoctocogene 

roxaparvovec treated patients.  As anticipated, all patients developed an antibody specific for the 

AAV5 capsid by week 8 post-infusion.  No significant cellular immune responses specific for the 

AAV5 capsid or FVIII were detected, which is distinct from results from non-AAV5 vector studies 

that correlated capsid immune responses to temporal elevations in alanine transaminase levels as well 

as loss of factor activity.  The absence of adaptive immune responses observed to valoctocogene 

roxaparvovec that impacted clinical safety or efficacy suggest that certain immune responses may be 

specific to AAV serotypes and are not a class effect. 

 

Valoctocogene Roxaparvovec Safety 

 

Overall, valoctocogene roxaparvovec has been well-tolerated by patients across all doses, including the 

two patients who received the lowest doses of 6e12 and 2e13 vg/kg, respectively.  No patients 

developed inhibitors to Factor VIII, and no patients withdrew from the study.  The most common 

adverse events (AEs) across all dose cohorts were alanine aminotransferase (ALT) elevation (11 

patients, 73%); arthralgia (9 patients, 60%); aspartate aminotransferase elevation (8 patients, 53%); 

headache (7 patients, 47%); back pain, fatigue and upper respiratory tract infection (5 patients, 
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33%).  Two patients reported serious adverse events (SAEs) during the study.  One patient was 

hospitalized for observation after developing Grade 2 pyrexia with myalgia and headache within 24 

hours of receiving valoctocogene roxaparvovec.  The event resolved within 48 hours following 

treatment with paracetamol, an over-the-counter treatment for pain and fever.  The event was assessed 

as related to valoctocogene roxaparvovec.  The other SAE was assessed as not related to valoctocogene 

roxaparvovec, attributed to a planned knee surgery to treat hemophilic arthropathy, and Grade 1 in 

severity.  No complications were reported.  

 

Regulatory Status 

 

The U.S. Food and Drug Administration (FDA) granted valoctocogene roxaparvovec Breakthrough 

Therapy Designation.  The FDA's Breakthrough Therapy Designation program is intended to facilitate 

and expedite development and review of new drugs to address unmet medical need in the treatment of 

a serious condition.  To qualify for Breakthrough Therapy Designation, preliminary clinical evidence 

must show that that the drug may demonstrate substantial improvement over existing therapies.  

The European Medicines Agency (EMA) has granted access to its Priority Medicines (PRIME) 

regulatory initiative for valoctocogene roxaparvovec.  To be accepted for PRIME, an investigational 

therapy has to show its potential to benefit patients with unmet medical needs based on early clinical 

data.  PRIME focuses on medicines that may offer a major therapeutic advantage over existing 

treatments, or benefit patients with no treatment options.  These medicines are considered priority 

medicines within the European Union (EU). 

 

BioMarin's valoctocogene roxaparvovec has also received orphan drug designation from the FDA and 

EMA for the treatment of severe hemophilia A.  The Orphan Drug Designation program is intended to 

advance the evaluation and development of products that demonstrate promise for the diagnosis and/or 

treatment of rare diseases or conditions.  

 

Gene Therapy Manufacturing 

 

BioMarin has constructed one of the largest gene therapy manufacturing facilities in the world, which 

is located in Novato, California.  Good Manufacturing Practices (GMP) production of valoctocogene 

roxaparvovec has commenced and will support clinical development activities and anticipated 

commercial demand.  This facility is capable of supporting approximately 2,000 patients per year, and 

the production process was developed in accordance with International Conference on Harmonisation 

guidance for Pharmaceuticals for Human Use facilitating worldwide registration with health 

authorities.  

 

About Hemophilia A 

 

Hemophilia A, also called Factor VIII (FVIII) deficiency or classic hemophilia, is a genetic disorder 

caused by missing or defective Factor VIII, a clotting protein. Although it is passed down from parents 

to children, about 1/3 of cases are caused by a spontaneous mutation, a new mutation that was not 

inherited. As an X-linked disorder, hemophilia A mostly affects males, occurring in approximately 1 in 

5,000 male births. People living with the disease are not able to form blood clots efficiently and are at 

risk for excessive bleeding from modest injuries, potentially endangering their life. People with severe 

hemophilia often bleed spontaneously into their muscles or joints. The standard of care for the 43% of 

hemophilia A patients who are severely affected, is a prophylactic regimen of Factor VIII infusions 

three times per week. Even with prophylactic regimens, many patients still experience microbleeds and 

spontaneous bleeding events that result in progressive joint damage. 
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About BioMarin 

 

BioMarin is a global biotechnology company that develops and commercializes innovative therapies 

for patients with serious and life-threatening rare and ultra-rare genetic diseases. The company's 

portfolio consists of six commercialized products and multiple clinical and pre-clinical product 

candidates. For additional information, please visit www.biomarin.com. Information on BioMarin's 

website is not incorporated by reference into this press release. 

 

Forward Looking Statement 

 

This press release contains forward-looking statements about the business prospects of BioMarin 

Pharmaceutical Inc., including without limitation, statements about the development of BioMarin's 

valoctocogene roxaparvovec program generally, the impact of valoctocogene roxaparvovec gene 

therapy for treating patients with severe hemophilia A, the potential for valoctocogene roxaparvovec to 

bring Factor VIII levels to normal and to reduce or eliminate bleeds, the planned Phase 3 studies, the 

planed Phase 1/2 study, or other possible future clinical studies of valoctocogene roxaparvovec.  These 

forward-looking statements are predictions and involve risks and uncertainties such that actual results 

may differ materially from these statements. These risks and uncertainties include, among others: 

results and timing of current and planned preclinical studies and clinical trials of valoctocogene 

roxaparvovec, including final analysis of the above interim data; any potential adverse events observed 

in the continuing monitoring of the patients in the Phase 1/2 trial; the content and timing of decisions 

by the U.S. Food and Drug Administration, the European Commission and other regulatory authorities; 

the content and timing of decisions by local and central ethics committees regarding the clinical trials; 

our ability to successfully manufacture the product candidate for the preclinical and clinical trials;  and 

those other risks detailed from time to time under the caption "Risk Factors" and elsewhere in 

BioMarin's Securities and Exchange Commission (SEC) filings, including BioMarin's Quarterly 

Report on Form 10-Q for the quarter ended September 30, 2017, and future filings and reports by 

BioMarin. BioMarin undertakes no duty or obligation to update any forward-looking statements 

contained in this press release as a result of new information, future events, or changes in its 

expectations. 

 

BioMarin® is a registered trademarks of BioMarin Pharmaceutical Inc. 
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December 11, 2017 

Businesswire.com 

 

New Data Show Extended Prophylactic Dosing with ALPROLIX® Provides Safe and Effective 

Protection in People with Severe Hemophilia B 

 

• Post-hoc longitudinal analysis from B-LONG and B-YOND studies shows patients who 

progressed to individualized prophylactic dosing intervals of 14 days or longer maintained 

low annualized bleeding rates 

 

Bioverativ Inc. and Swedish Orphan Biovitrum AB (publ) (Sobi™) today announced the results of a 

new, post-hoc longitudinal analysis demonstrating that individualized dosing with extended half-life 

therapy, ALPROLIX®[Coagulation Factor IX (Recombinant), Fc Fusion Protein], every 14 or more 

days may be a potential option for people with severe hemophilia B who seek the benefits of protection 

from a prophylactic therapy with reduced treatment burden. The analysis is being presented in a poster 

session at the 59th Annual Meeting of the American Society of Hematology (ASH). 

 

ALPROLIX is a recombinant clotting factor IX therapy developed using Fc fusion technology to 

prolong circulation in the body. ALPROLIX has the longest real-world experience of any hemophilia 

B extended half-life therapy and has been studied in more than 150 adult, adolescent, and pediatric 

patients over three years as part of a robust clinical development program and an extension study. 

 

Using data from the pivotal Phase 3 B-LONG study of 123 patients with severe hemophilia B, and B-

YOND, the long-term extension study of ALPROLIX that included 93 patients from B-LONG, 

researchers evaluated long-term outcomes of 22 study participants (adults and adolescents ≥12 years) 

in the individualized treatment group who progressed to long-term prophylactic dosing regimens of 14 

days or longer. Data from this longitudinal analysis showed these study participants achieved 

consistent bleed protection with extended prophylactic dosing intervals for up to three years. 

 

“These data show that individualized prophylactic treatment with ALPROLIX, starting at weekly or 

ten-day dosing intervals with the possibility to extend to 14 days or longer, has the potential to deliver 

optimal protection against bleeds for people with hemophilia B,” said Maha Radhakrishnan, M.D., 

Senior Vice President of Medical at Bioverativ. “Individualized dosing intervals allow patients and 

their physicians to personalize treatment plans that balance the need to maximize bleed protection 

while minimizing treatment burden. We remain committed to improving the long-term outcomes for 

people with hemophilia B.” 

 

Data for 22 study participants on varying pre-study treatment regimens, including those who switched 

to extended dosing at any time during the study, were included in this longitudinal review. Prior to 

treatment with ALPROLIX, 10 of the 22 study participants had received prophylactic treatment and 12 

participants were on episodic treatment. Results from this analysis showed that: 

 

• Patients who received pre-study prophylactic treatment were well protected with extended 

dosing intervals of 14 days or longer with an annualized bleed rate (ABR) of 1.8 as compared 

to 2.0 pre-study 

 

• Median ABR decreased from 25 (22 - 36) to 1.4 (0.6–5.8) for the participants who received 

pre-study episodic treatment 
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• The median (IQR) duration of treatment on the ≥14-day regimen in the 22 patients was 3.4 

years (1.8-4.0) 

 

• Study participants treated with ≥14 dosing intervals were well controlled with a median 

spontaneous ABR of 0.7 over three years 

 

“These findings reinforce a history of successfully delivering long-acting protection against 

spontaneous and joint bleeds in hemophilia B by dosing with ALPROLIX at one to two-week 

intervals,” said Armin Reininger, M.D., Ph.D., Head of Medical and Scientific Affairs, Sobi. “In 

collaboration with Bioverativ, we will continue to explore the potential of ALPROLIX to reduce the 

burden of disease and create meaningful improvement in the lives of people living with hemophilia.” 

 

Earlier at ASH, Bioverativ presented data from the preclinical imaging study, Extravascular 

Distribution of Conventional and EHL FIX Products Using In Vivo SPECT Imaging Analysis in 

Hemophilia B Mice, which showed that ALPROLIX demonstrates higher tissue distribution and 

retention in joint areas compared to other factor IX molecules. These results were part of an ongoing 

imaging collaboration with Invicro, LLC, to investigate the impact of extravascular distribution of 

factor IX therapies, including ALPROLIX, on protection from bleeds and improvement in joint health. 

 

About the B-YOND Extension Study 

 

B-YOND enrolled 116 previously-treated males, including 93 participants (81%) who completed B-

LONG, and 23 (100%) of those who completed Kids B-LONG. The primary outcome measure is 

development of inhibitors. Secondary endpoints include the annualized number of bleeding episodes 

per subject (including spontaneous joint bleeding rates), ALPROLIX exposure days per participant, 

ALPROLIX consumption (total IU/kg per subject per year), and the participant’s assessment of 

response to treatment of a bleeding episode. 

 

About ALPROLIX® 

 

ALPROLIX® [Coagulation Factor IX (Recombinant), Fc Fusion Protein] is a recombinant clotting 

factor therapy developed for hemophilia B using Fc fusion technology to prolong circulation in the 

body. It is engineered by fusing factor IX to the Fc portion of immunoglobulin G subclass 1, or IgG1 

(a protein commonly found in the body), enabling ALPROLIX to use a naturally occurring pathway to 

extend the time the therapy remains in the body (half-life). While Fc fusion technology has been used 

for more than 15 years, Bioverativ and Sobi have optimized the technology and are the first companies 

to utilize it in the treatment of hemophilia. ALPROLIX is manufactured using a human cell line in an 

environment free of animal and human additives. 

 

ALPROLIX is approved and marketed by Bioverativ for the treatment of hemophilia B in the United 

States, Japan and Canada. It is also approved in Australia, New Zealand, Brazil and other countries, 

and Bioverativ has marketing rights in these regions. It is also authorized in the European Union, 

Iceland, Liechtenstein, Norway, Switzerland, Kuwait and Saudi Arabia where it is marketed by Sobi. 

Allergic-type hypersensitivity reactions and development of inhibitors have been observed with 

ALPROLIX in the treatment of hemophilia B, including in previously-untreated patients. For more 

information, please see the full U.S. prescribing information for ALPROLIX. Note that the indication 

for previously untreated patients is not included in the EU Product Information. 
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About Hemophilia B 

 

Hemophilia B is caused by having substantially reduced or no factor IX activity in the blood, which is 

needed for normal clotting.1 The World Federation of Hemophilia estimates that approximately 29,700 

people are currently diagnosed with hemophilia B worldwide.2 

 

People with hemophilia B may experience bleeding episodes in joints and muscles that cause pain, 

decreased mobility and irreversible joint damage. In the worst cases, these bleeding episodes can cause 

organ bleeds and life-threatening hemorrhages. Infusions of factor IX temporarily replace clotting 

factors necessary to resolve bleeding and, when used prophylactically, to prevent new bleeding 

episodes.1 

 

About Bioverativ 

 

Bioverativ is a global biopharmaceutical company dedicated to transforming the lives of people with 

hemophilia and other rare blood disorders through world-class research, development and 

commercialization of innovative therapies. Launched in 2017 following separation from Biogen Inc., 

Bioverativ builds upon a strong heritage of scientific innovation and is committed to actively working 

with the blood disorders community. The company’s mission is to create progress for patients where 

they need it most and its hemophilia therapies when launched represented the first major advancements 

in hemophilia treatment in more than two decades. For more information, visit www.bioverativ.com or 

follow @bioverativ on Twitter. 

 

About Sobi 

 

Sobi is an international specialty healthcare company dedicated to rare diseases. Sobi’s mission is to 

develop and deliver innovative therapies and services to improve the lives of patients. The product 

portfolio is primarily focused on Haemophilia, Inflammation and Genetic diseases. Sobi also markets a 

portfolio of specialty and rare disease products across Europe, the Middle East, North Africa and 

Russia for partner companies. Sobi is a pioneer in biotechnology with world-class capabilities in 

protein biochemistry and biologics manufacturing. In 2016, Sobi had total revenues of SEK 5.2 billion 

(USD 608 M) and about 760 employees. The share (STO: SOBI) is listed on Nasdaq Stockholm. More 

information is available at www.sobi.com. 

 

About the Bioverativ and Sobi Collaboration 

 

Bioverativ and Sobi collaborate on the development and commercialization of ALPROLIX® 

[Coagulation Factor IX (Recombinant), Fc Fusion Protein] and ELOCTATE® [Antihemophilic Factor 

(Recombinant), Fc Fusion Protein], which is marketed as Elocta® in Europe. Bioverativ has final 

development and commercialization rights in North America and all other regions in the world 

excluding the Sobi territory, and has manufacturing responsibility for ELOCTATE and ALPROLIX. 

Sobi has final development and commercialization rights in the Sobi territory (essentially Europe, 

North Africa, Russia and most Middle Eastern markets). 

 

Bioverativ Safe Harbor 

 

This press release contains forward-looking statements, including statements about the potential 

benefits of individualized prophylactic treatment with ALPROLIX in patients with hemophilia B. 

These forward-looking statements may be accompanied by such words as “anticipate,” “believe,” 
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“could,” “estimate,” “expect,” “forecast,” “intend,” “may,” “plan,” “potential,” “project,” “target,” 

“will” and other words and terms of similar meaning. You should not place undue reliance on these 

statements. These statements involve risks and uncertainties that could cause Bioverativ’s actual 

results to differ materially from those reflected in such statements, including, without limitation, 

unexpected concerns that may arise from data, findings, analysis or results obtained from research or 

clinical trials or post hoc analysis of studies, regulatory authorities may require additional information 

or further studies, regulatory authorities may fail to expand product labeling, and other risks and 

uncertainties associated with Bioverativ’s drug development and commercialization activities 

described in the Risk Factors section of Bioverativ’s filings with the Securities and Exchange 

Commission. These statements are based on Bioverativ’s current beliefs and expectations and speak 

only as of the date of this press release. Bioverativ does not undertake any obligation to publicly 

update any forward-looking statements. 

 

References 
1 World Federation of Hemophilia. About Bleeding Disorders – Frequently Asked Questions: 

Available at: https://www.wfh.org/en/sslpage.aspx?pid=637#Difference_A_B. Accessed on: 

November 11, 2017. 

 
2 World Federation of Hemophilia. Report on the Annual Global Survey 2016. Available 

at: http://www1.wfh.org/publications/files/pdf-1690.pdf. Accessed on: November 11, 2017. 
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December 11, 2017 

Globenewswire.com 

 

Spark Therapeutics and Pfizer Announce Longer-term Preliminary Data Showing Consistent 

and Sustained Factor IX Levels in Hemophilia B at 59th American Society of Hematology (ASH) 

Annual Meeting and Exposition 

 

Data include eleventh participant in the trial 

 

Annualized bleeding rate (ABR) for all 11 participants was reduced by 97 percent, while annualized 

infusion rate (AIR) wasreduced 99 percent as of Nov. 29, 2017 data cutoff 

 

Spark Therapeutics, a fully integrated gene therapy company dedicated to challenging the inevitability 

of genetic disease, and Pfizer Inc., today announced that, with a cumulative follow-up of more than 13 

patient years of observation, all 11 participants in the ongoing Phase 1/2 clinical trial of 

investigational SPK-9001 for the treatment of patients with hemophilia B had discontinued routine 

infusions of factor IX concentrates and shown sustained steady-state factor IX activity levels with no 

serious adverse events, thrombotic events or factor IX inhibitors observed. Based on individual 

participant history for the year prior to the study, the overall annualized bleeding rate (ABR) was 

reduced by 97 percent (calculated based on data after week four; 95 percent based on data after 

infusion) to a mean of 0.3 (0.5) annual bleeds, compared to a mean of 10.5 bleeds annually 

before SPK-9001 administration. Overall annualized infusion rate (AIR) was reduced 99 percent 

(calculated based on data after week four; 97 percent based on data after infusion) to a mean of 0.8 

(1.7) annual infusions, compared to a mean of 62.5 infusions per year before SPK-

9001 administration. Data on all 11 participants were presented today by Lindsey A. George, M.D., 

attending physician in the Division of Hematology at Children’s Hospital of Philadelphia and principal 

investigator of the trial, at the 59th American Society of Hematology (ASH) Annual Meeting and 

Exposition in Atlanta. 

 

“We believe these longer-term data are meeting critical goals of our hemophilia programs,” said 

Katherine A. High, M.D., president and head of research and development at Spark 

Therapeutics. “Now, with four participants followed for more than 18 months, we continue to see 

consistent levels of factor IX activity, no serious adverse events, as well as a sustained reduction in 

both the symptoms of hemophilia and the prophylactic and disease management protocols that were 

used prior to infusion with SPK-9001.” 

 

As of the Nov. 29, 2017 data cutoff, the mean steady-state factor IX activity level at 12 weeks post-

administration for the 11 participants was 36 percent of normal (range as of the data cutoff: 15 to 78 

percent). As of the data cutoff, the last participant to be infused, who received SPK-9001 manufactured 

using an enhanced process, was out eight months following SPK-9001infusion, with a mean factor IX 

activity level of 60 percent. Spark Therapeutics will enroll up to four additional participants in the 

current Phase 1/2 clinical trial who will receive SPK-9001 manufactured using an enhanced process to 

test its comparability to the SPK-9001 received by the first 10 participants enrolled in the ongoing trial. 

 

In this open-label, non-randomized and multicenter Phase 1/2 clinical trial, there were no serious 

adverse events during or following infusion with SPK-9001, and no participants experienced 

thrombotic events or developed factor IX inhibitors. Two participants developed an asymptomatic and 

transient increase in liver enzymes that resolved with a tapering dose of oral corticosteroids. One 
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participant with severe joint disease administered factor for suspected joint bleeding, while a second 

participant recorded one spontaneous bleed. 

 

About Hemophilia B 

 

Hemophilia, a rare genetic bleeding disorder that causes the blood to take a long time to clot because 

of a deficiency in one of several blood clotting factors, is almost exclusively found in males. People 

with hemophilia are at risk for excessive and recurrent bleeding from modest injuries, which have the 

potential to be life threatening. People with severe hemophilia often bleed spontaneously into their 

muscles or joints, or rarely into other critical closed spaces such as the intracranial space, where 

bleeding can be fatal. The incidence of hemophilia B is one in 25,000 male births. People with 

hemophilia B have a deficiency in clotting factor IX, a specific protein in the blood. Hemophilia B also 

is called congenital factor IX deficiency or Christmas disease. The current standard of care requires 

recurrent intravenous infusions of either plasma-derived or recombinant factor IX to control and 

prevent bleeding episodes. There exists a significant need for novel therapeutics to treat people living 

with hemophilia. 

 

About the SPK-FIX Program and SPK-9001 

 

SPK-9001 is a novel investigational vector that contains a bio-engineered adeno-associated virus 

(AAV) capsid and a codon-optimized, high-activity human factor IX gene enabling endogenous 

production of factor IX.   

 

Spark Therapeutics and Pfizer entered into a collaboration in December 2014 for the SPK-

FIX program, including SPK-9001, under which Spark Therapeutics is responsible for conducting all 

Phase 1/2 studies for any product candidates, while Pfizer will assume responsibility for pivotal 

studies, any regulatory activities and potential global commercialization of any products that may 

result from the collaboration. 

 

About Spark Therapeutics 

  

At Spark Therapeutics, a fully integrated company committed to discovering, developing and 

delivering gene therapies, we challenge the inevitability of genetic diseases, including blindness, 

hemophilia and neurodegenerative diseases. We have successfully applied our technology directed to 

the retina and liver, and currently have four programs in clinical trials or under regulatory review, 

including the first potential gene therapy for a genetic disease in the United States and product 

candidates that have shown promising early results in patients with hemophilia. At Spark, we see the 

path to a world where no life is limited by genetic disease. For more information, 

visit www.sparktx.com, and follow us on Twitter and LinkedIn. 

 

Spark Therapeutics Cautionary note on forward-looking statements  

 

This release contains "forward-looking statements" within the meaning of the Private Securities 

Litigation Reform Act of 1995, including statements regarding the company's SPK-FIX program. The 

words ‘‘anticipate,’’ ‘‘believe,’’ ‘‘expect,’’ ‘‘intend,’’ ‘‘may,’’ ‘‘plan,’’ ‘‘predict,’’ ‘‘will,’’ ‘‘would,’’ 

‘‘could,’’ ‘‘should,’’ ‘‘continue’’ and similar expressions are intended to identify forward-looking 

statements, although not all forward-looking statements contain these identifying words. We may not 

actually achieve the plans, intentions or expectations disclosed in our forward-looking statements, and 

you should not place undue reliance on our forward-looking statements. Any forward-looking 
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statements are based on management's current expectations of future events and are subject to a 

number of risks and uncertainties that could cause actual results to differ materially and adversely from 

those set forth in, or implied by, such forward-looking statements. These risks and uncertainties 

include, but are not limited to, the risk that: (i) our lead SPK-FIX product candidate, SPK-9001, may 

not produce sufficient data in our Phase 1/2 clinical trial to warrant further development; (ii) our 

overall collaboration with Pfizer may not be successful; and (iii) any one or more of our product 

candidates in preclinical or clinical development will not successfully be developed and 

commercialized. For a discussion of other risks and uncertainties, and other important factors, any of 

which could cause our actual results to differ from those contained in the forward-looking statements, 

see the "Risk Factors" section, as well as discussions of potential risks, uncertainties and other 

important factors, in our Annual Report on Form 10-K, our Quarterly Reports on Form 10-Q and other 

filings we make with the U.S. Securities and Exchange Commission. All information in this press 

release is as of the date of the release, and Spark undertakes no duty to update this information unless 

required by law. 

 

About Pfizer: Working together for a healthier world® 

 

At Pfizer, we apply science and our global resources to bring therapies to people that extend and 

significantly improve their lives. We strive to set the standard for quality, safety and value in the 

discovery, development and manufacture of health care products. Our global portfolio includes 

medicines and vaccines as well as many of the world's best-known consumer health care products. 

Every day, Pfizer colleagues work across developed and emerging markets to advance wellness, 

prevention, treatments and cures that challenge the most feared diseases of our time. Consistent with 

our responsibility as one of the world's premier innovative biopharmaceutical companies, we 

collaborate with health care providers, governments and local communities to support and expand 

access to reliable, affordable health care around the world. For more than 150 years, we have worked 

to make a difference for all who rely on us. We routinely post information that may be important to 

investors on our website at www.pfizer.com. In addition, to learn more, please visit us 

on www.pfizer.com and follow us on Twitter at @Pfizer and @Pfizer_News, LinkedIn, YouTube and 

like us on Facebook at Facebook.com/Pfizer. 

 

Pfizer Disclosure Notice: The information contained in this release is as of December 11, 2017. Pfizer 

assumes no obligation to update forward-looking statements contained in this release as the result of 

new information or future events or developments. 

 

This release contains forward-looking information about SPK-9001 and the SPK-FIX program, 

including their potential benefits, that involves substantial risks and uncertainties that could cause 

actual results to differ materially from those expressed or implied by such statements. Risks and 

uncertainties include, among other things, the uncertainties inherent in research and development, 

including the ability to meet anticipated clinical study commencement and completion dates as well as 

the possibility of unfavorable study results, including unfavorable new clinical data and additional 

analyses of existing clinical data; risks associated with initial data, including the risk that the final 

results of the Phase 1/2 study for SPK-9001 and/or additional clinical trials may be different from 

(including less favorable than) the initial data results and may not support further clinical development; 

the risk that clinical trial data are subject to differing interpretations, and, even when we view data as 

sufficient to support the safety and/or effectiveness of a product candidate, regulatory authorities may 

not share our views and may require additional data or may deny approval altogether; whether 

regulatory authorities will be satisfied with the design of and results from our clinical studies; whether 

and when any applications may be filed with regulatory authorities for SPK-9001; whether and when 
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regulatory authorities may approve any such applications, which will depend on the assessment by 

such regulatory authorities of the benefit-risk profile suggested by the totality of the efficacy and safety 

information submitted and, if approved, whether SPK-9001 will be commercially successful; decisions 

by regulatory authorities regarding labeling and other matters that could affect the availability or 

commercial potential of SPK-9001; and competitive developments. 

 

A further description of risks and uncertainties can be found in Pfizer's Annual Report on Form 10-K 

for the fiscal year ended December 31, 2016 and in its subsequent reports on Form 10-Q, including in 

the sections thereof captioned "Risk Factors" and "Forward-Looking Information and Factors That 

May Affect Future Results," as well as in its subsequent reports on Form 8-K, all of which are filed 

with the U.S. Securities and Exchange Commission and available at 

www.sec.gov and www.pfizer.com. 
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December 11, 2017 

Globenewswire.com 

 

Spark Therapeutics Presents Preliminary Data on Investigational SPK-8011 Phase 1/2 Dose-

escalation Clinical Trial in Hemophilia A at 59th American Society of Hematology (ASH) 

Annual Meeting and Exposition 

 

Preliminary data as of Dec. 6, 2017, show a 100-percent reduction in annualized bleeding rate 

(ABR) and 98-percent reduction in annualized infusion rate (AIR) in first four participants 

 

Spark Therapeutics, a fully integrated gene therapy company dedicated to challenging the inevitability 

of genetic disease, today announced that it has dosed seven participants in the Phase 1/2 clinical trial 

of SPK-8011 in hemophilia A. The first four participants, who have been followed at least 12 weeks 

post infusion, have reduced their overall annualized bleeding rate (ABR), calculated based on data 

after week four, by 100 percent (calculated based on data after week four; 82 percent based on data 

after infusion) to a mean of 0 (1) annualized bleeds as of the data cutoff, compared to a mean of 5.5 

annualized bleeds before a single administration of SPK-8011. Similarly, their overall annualized 

infusion rate (AIR) was reduced approximately 98 percent (calculated based on data after week four; 

96 percent based on data after infusion) to a mean of 1.2 (2.5) annualized infusions as of the data 

cutoff, compared to a mean of 57.8 annualized infusions before SPK-8011 administration. No serious 

adverse events have been observed to date. These data were presented today by Lindsey A. George, 

M.D., attending physician in the Division of Hematology at Children’s Hospital of Philadelphia and 

principal investigator of the trial, at the 59th American Society of Hematology (ASH) Annual Meeting 

and Exposition in Atlanta. 

 

Investigational SPK-8011, a novel bio-engineered adeno-associated viral (AAV) vector utilizing the 

AAV-LK03 capsid, also referred to as Spark200, containing a codon-optimized human factor VIII 

gene under the control of a liver-specific promoter, is being studied as a potential one-time gene 

therapy for hemophilia A. It is the second investigational hemophilia gene therapy to emerge from 

Spark Therapeutics’ leading gene therapy platform. Spark Therapeutics retains global 

commercialization rights to SPK-8011. 

 

“While still early in the dose-escalation clinical trial of SPK-8011, we are encouraged these data show 

clinically significant reductions in ABR and AIR with no serious adverse events reported to date,” 

said Katherine A. High, M.D., president and head of research and development at Spark 

Therapeutics. “We look forward to continuing to enroll additional participants to further increase our 

understanding of how to optimize the potential efficacy of this investigational gene therapy.” 

 

As of the Dec. 6, 2017, data cutoff, two participants have received a single administration of SPK-

8011 at an initial dose of 5 x 1011 vector genomes (vg)/kg body weight and have now been followed 

for more than 40 weeks and 30 weeks. During this time, participant one has achieved sustained 

expression with a mean factor VIII activity level after week 12 of 10 percent (range as of the data 

cutoff: 7 to 11 percent). Participant two has shown different kinetics of factor VIII expression. His 

factor VIII level, as of the data cutoff, is 37 percent, and the mean factor VIII level since week 12 is 16 

percent (6 to 37 percent). 

 

Two additional participants, infused at a dose of 1 x 1012 vector genomes (vg)/kg body weight, have 

also achieved therapeutic levels of factor VIII. They have now been followed for 19 weeks and 14 

weeks and have mean sustained factor VIII activity levels of 9 percent (7 to 12 percent) and 13 percent 
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(7 to 24 percent) of normal, respectively, as of the data cutoff. Both participants have completed a 

precautionary tapering course of corticosteroids. 

 

Three more participants have been infused, one at the 1 x 1012 vector genomes (vg)/kg body weight 

dose and two at a dose of 2 x1012 vector genomes (vg)/kg body weight. Results for these three 

participants are too early to report as of the data cutoff. 

 

To date, none of the seven infused participants has reported a serious adverse event, including no 

factor VIII inhibitors, no thrombotic events and no factor VIII activity levels that may increase risk of 

thrombosis. 

 

About Hemophilia A 

 

Hemophilia is a rare genetic bleeding disorder that causes the blood to take a long time to clot because 

of a deficiency in one of several blood clotting factors. People living with hemophilia are at risk of 

excessive and recurrent bleeding spontaneously and from modest injuries, which have the potential to 

be life threatening. There are approximately 15,000 people with hemophilia A in the U.S. and 19,000 

in the five major European countries. Hemophilia A is about four times as common as hemophilia B. 

Hemophilia A is characterized by mutations in the factor VIII gene (F8), which lead to deficient blood 

coagulation and an increased risk of bleeding or hemorrhaging. The current standard of care for 

hemophilia A requires recurrent intravenous infusions of either plasma-derived or recombinant factor 

VIII to control and prevent bleeding episodes. There exists a significant need for novel therapeutics to 

treat people living with hemophilia. 

 

About Spark Therapeutics  

 

At Spark Therapeutics, a fully integrated company committed to discovering, developing and 

delivering gene therapies, we challenge the inevitability of genetic diseases, including blindness, 

hemophilia and neurodegenerative diseases. We have successfully applied our technology directed to 

the retina and liver, and currently have four programs in clinical trials or under regulatory review, 

including the first potential gene therapy for a genetic disease in the United States and product 

candidates that have shown promising early results in patients with hemophilia. At Spark, we see the 

path to a world where no life is limited by genetic disease. For more information, 

visit www.sparktx.com, and follow us on Twitter and LinkedIn. 

 

Cautionary note on forward-looking statements  

 

This release contains "forward-looking statements" within the meaning of the Private Securities 

Litigation Reform Act of 1995, including statements regarding the company's SPK-FIX program. The 

words ‘‘anticipate,’’ ‘‘believe,’’ ‘‘expect,’’ ‘‘intend,’’ ‘‘may,’’ ‘‘plan,’’ ‘‘predict,’’ ‘‘will,’’ ‘‘would,’’ 

‘‘could,’’ ‘‘should,’’ ‘‘continue’’ and similar expressions are intended to identify forward-looking 

statements, although not all forward-looking statements contain these identifying words. We may not 

actually achieve the plans, intentions or expectations disclosed in our forward-looking statements, and 

you should not place undue reliance on our forward-looking statements. Any forward-looking 

statements are based on management's current expectations of future events and are subject to a 

number of risks and uncertainties that could cause actual results to differ materially and adversely from 

those set forth in, or implied by, such forward-looking statements. These risks and uncertainties 

include, but are not limited to, the risk that (i):  the  factor VIII expression levels seen in our trial 

participants and the reduction in ABR and AIR may not be maintained; (ii) our lead SPK-
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FVIII product candidate, SPK-8011, may not produce sufficient data in our Phase 1/2 clinical trial to 

warrant further development; and (iii) any one or more of our product candidates in preclinical or 

clinical development will not successfully be developed and commercialized. For a discussion of other 

risks and uncertainties, and other important factors, any of which could cause our actual results to 

differ from those contained in the forward-looking statements, see the "Risk Factors" section, as well 

as discussions of potential risks, uncertainties and other important factors, in our Annual Report on 

Form 10-K, our Quarterly Reports on Form 10-Q and other filings we make with the Securities and 

Exchange Commission. All information in this press release is as of the date of the release, and Spark 

undertakes no duty to update this information unless required by law. 
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Globenewswire.com 

 

Shire plc : Novel Clinical Study Collaboration Announced Designed to Improve Clinical Care for 

Hemophilia Patients through Innovative Personalized Treatment 

 

Novel Clinical Study Collaboration Announced Designed to Improve Clinical Care for Hemophilia 

Patients through Innovative Personalized Treatment 

 

Shire plc, the global biotech leader in rare diseases, RCSI (Royal College of Surgeons Ireland ), and 

Science Foundation Ireland (SFI), in collaboration with the Irish Haemophilia Society, today jointly 

announced the initiation of a novel clinical study called "The Irish Personalised Approach to 

the Treatment of Haemophilia (iPATH)." Globally, approximately 187,000 people have been 

diagnosed with hemophilia, an inherited bleeding disorder. 

 

"Today, in developed countries, most patients receive prophylactic treatment, which is recognized as 

the standard of care. For those patients on prophylaxis, treatment should be optimized by combining 

innovation with personalization," said Peter Turecek, Senior Director, Global Medical Affairs, Shire. 

"Shire is committed to driving innovation and advancing standards of care in hemophilia. Through the 

iPATH study, we hope to uncover new solutions that build on and maximise the role of factor therapy 

and further personalize care for hemophilia patients." 

 

Instead of focusing on standardized treatments, the iPATH study seeks to take the next step in 

treatment and will investigate new personalized treatment approaches by tailoring care based on the 

needs of individual patients. Patients in Ireland with hemophilia are registered at a single National 

Coagulation Centre where data on the use of factor concentrates and bleeding rates have already been 

collected. This provides a unique opportunity to conduct a hemophilia study aimed at better 

understanding the underlying biology of hemophilia with the goal of developing a personalized 

approach to hemophilia care that can then potentially be extended to the global hemophilia community. 

This clinical study approach also has the potential to be adapted for other diseases.  

 

"Over the past 30 years, the principal focus of physicians engaged in caring for patients with 

hemophilia has been to ensure that our treatments are effective and have a good safety profile," said 

study lead Professor James O'Donnell, Director of the Irish Centre for Vascular Biology, RCSI, and a 

Consultant Hematologist at the National Coagulation Center in St James' Hospital, Dublin. "Hoping to 

enhance quality of life for people with hemophilia in the future, we need to begin developing 

innovative treatment strategies that can be tailored specifically according to the needs of each 

individual patient. To achieve this objective, we first need to understand the biological mechanisms 

that underpin the marked differences in bleeding risks and long-term complications that exist between 

individual patients with hemophilia. By understanding these mechanisms, the iPATH study could 

potentially pave the way for the introduction of personalized medicine for patients with hemophilia." 

 

Commenting on the announcement, Director General of Science Foundation Ireland and Chief 

Scientific Adviser to the Government of Ireland, Professor Mark Ferguson, said, "The iPATH study 

combines the best expertise to improve treatment options and outcomes for patients with hemophilia 

worldwide. Science Foundation Ireland is committed to supporting collaborations such as these, which 

can significantly improve health care services." 
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Brian O'Mahony, Chief Executive of the Irish Haemophilia Society said, "The future of hemophilia 

care should be based on a personalized approach to treatment. We anticipate that this exciting, 

innovative and collaborative research program may provide us with answers to potentially optimize 

future treatments for individuals with hemophilia in Ireland and to hopefully further apply this research 

to hemophilia patients globally." 

 

Director of Research and Innovation at RCSI, Professor Ray Stallings, welcomed the announcement 

saying, "RCSI is delighted to announce this new collaboration with SFI and Shire. At RCSI we have a 

strong focus on translating scientific research into new diagnostics and treatments for the benefit of 

patients and healthcare systems. This study exemplifies how collaboration between academia and 

industry can help improve the health of people with hemophilia through high-quality scientific 

research." 

 

The iPATH study will take place over a four-year period. The study is supported by an SFI Strategic 

Partnership initiative and involves scientific researchers in RCSI, Trinity College Dublin (TCD) and 

Shire, based on its strong and established presence in Ireland. The iPATH partnership also includes 

clinical researchers based in St James's Hospital Dublin, Our Lady's Children's Hospital Crumlin, Cork 

University Hospital and University Hospital Galway. 

 

 


