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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 

copyright-protected and are being shared for your information only. In many cases, individual story links may be obtained 

by visiting the websites of these media sources. Questions or comments may be sent to handi@hemophilia   
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December 15, 2017 

Endpts.com 

 

Four Months After Patient Death, FDA’s Hold Lifted on Alnylam’s Fitusiran 

 

By Brittany Meiling 

 

The FDA has lifted its clinical hold on Alnylam’s blood clotting drug fitusiran following a four-month 

standstill. 

 

The company’s Phase II and Phase III studies on the drug fitusiran came to a halt back in September 

when a patient died from a blood clot in the brain. Fitusiran is being tested against a rare bleeding 

disorder called hemophilia. 

 

The clinical trial hold came just 10 months after Sanofi agreed to pay $100 million to opt in on the 

Phase III fitusiran study after partnering with Alnylam in a $700 million buy-in back in 2014. 

Although the patient death occurred as part of the Phase II trial, the partners put a pause on its Phase 

III study as well. 

 

Now, Alnylam said the FDA approved amended protocols relating to the trials, and it expects to 

resume dosing patients by the end of this year. In November, Alnylam agreed with the FDA on new 

risk mitigation measures, including patient education regarding doses of replacement. 

 

“We are pleased with the FDA’s decision to lift the clinical hold, as fitusiran holds the potential to help 

improve the lives of people living with hemophilia,” said Akin Akinc, VP and general manager of 

fitusiran at Alnylam. “With the additional risk mitigation measures in place, we look forward to the 

continued late-stage development of fitusiran and expect to resume dosing around year-end.” 
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December 15, 2017 

Hemophilianewstoday.com 

 

Phase 3 Data Demonstrates Eloctate’s Efficacy as Weekly Preventive Therapy 

 

By Alice Melão 

 

Data from two pivotal Phase 3 clinical trials showed that long-term weekly use of Eloctate can 

improve bleeding protection while reducing joint symptoms and treatment-associated burden in 

patients with hemophilia A. 

 

Administration of 65 IU/kg of Eloctate per week every 7 days has demonstrated to be sufficient to 

sustain the required therapeutic effects. These new clinical data further support the prophylactic, or 

preventive, use of Eloctate, which is currently not indicated for weekly dosing. 

 

The findings were the subject of a poster presentation titled “Clinical Outcomes of Weekly Prophylaxis 

with rFVIIIFc: Longitudinal Analysis of the A-LONG and ASPIRE Study Population” during the 59th 

ASH Annual Meeting & Exposition that was held in Atlanta, GA. 

 

The analysis included clinical data collected from 43 patients older than 12 years, who were treated 

with weekly dosing of Eloctate for a median time of 3.1 years. All the patients received the treatment 

during the Phase 3 A-LONG study (NCT01181128) and ASPIRE (NCT01454739) long-term 

extension study. 

 

The data revealed that patients who changed from episodic treatment to weekly prophylaxis with 

Eloctate experienced a change in median annualized bleeding rates (ABR) of -23.7. In 19 patients who 

were always on a weekly regimen during the study, the treatment changed their mean ABR from 29 

before the study to 1.7 during the trial. 

 

This new treatment regimen also provided protection from spontaneous bleeds and joint bleeds, 

promoting reduced median ABR even when compared to patients who did not receive the weekly 

regimen. 

 

“One of the challenges for people with severe hemophilia A can be treatment every few days with 

inadequate bleed protection,” Maha Radhakrishnan, MD, senior vice president of medical at 

Bioverativ, a global biopharmaceutical company that focuses on hemophilia and other rare blood 

disorders, said in a press release. “We are committed to improving patient outcomes and continue to 

explore how Eloctate can meaningfully make a difference for patients with the potential for longer 

dosing intervals that could provide continued joint health improvement.” 

 

All participants adhered to the weekly dosing regimen. Indeed, the majority of patients who initiated 

weekly treatment with Eloctate during the study decided to stay on that regimen. 

 

According to the World Federation of Hemophilia guidelines, prophylactic treatment with clotting 

factor replacement therapy is the better approach to manage severe hemophilia A. However, such 

treatment commonly requires injections three times per week, which can represent a major burden for 

the patients. 
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Overall, the data suggests that weekly Eloctate dosing may be an effective prophylaxis regimen for 

patients with hemophilia A, with improved bleeding protection and reduced treatment burden. 

 

“These data show the potential of Eloctate to make a difference for patients, to be able to extend their 

dosing intervals based on their needs, with improved joint health, and the possibility to reduce the 

burden of chronic treatment in patients with hemophilia,” said Armin Reininger, MD, PhD, head of 

medical and scientific affairs at Swedish Orphan Biovitrum (Sobi). 

 

Eloctate is a recombinant clotting factor VIII that was engineered based on Fc fusion technology to 

extend its stability in the body. It is marketed by Bioverativ in the United States, Japan, Canada, and 

several other countries. The extended half-life recombinant clotting factor is also approved with the 

brand name Elocta in Europe, where is marketed by Sobi. 
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December 16, 2017 

Reuters.com 

 

Roche, Shire Court Fight Escalates Over Hemophilia Drug 

 

By John Miller 

 

Roche’s patent dispute with London-listed Shire over the Swiss drugmaker’s new hemophilia drug 

Hemlibra has escalated, with Shire filing a new motion in a U.S. court that Roche says aims to stop 

some patients from getting its medicine. 

 

Shire’s motion for a preliminary injunction is part of an ongoing case in which it contends Roche 

infringed on a key patent to develop Hemlibra, approved in November by the U.S. Food and Drug 

Administration. 

 

The patent dispute at the U.S. district court of Delaware underscores Hemlibra’s potential to take 

business from Shire, with some analysts estimating Roche’s roughly $450,000-per-year drug will hit 

$5 billion in annual sales by muscling in on older drugs for the genetic disease whose sufferers’ blood 

does not clot properly. 

 

In a press release late last week, Shire said it expected a judge to rule next year. 

 

“Until the court’s decision on the motion for the preliminary injunction, expected summer 2018, is 

made there will be no patient impact,” Shire said in a statement. 

 

“Shire has proactively proposed a carve-out provision to facilitate access for patients, but the scope of 

the provision is ultimately a matter for the court to decide.” 

 

There are about 20,000 people in the United States with the disease and 400,000 worldwide, according 

to the National Hemophilia Foundation. 

 

In the patent dispute, Roche argues Shire’s patent is not valid and that its scientists did not encroach on 

its rival’s intellectual property. 

 

On Saturday, the Swiss company acknowledged that Shire’s latest motion would have no immediate 

impact on the current situation in which Hemlibra is approved for so-called “inhibitor patients,” or 

those who have developed resistance to clotting treatments like those made by Shire. 

 

“It will have to go through a formal legal process before a decision is made,” Roche said. 

 

But it contends Shire’s motion seeks to encroach on decisions best left to doctors and patients. “We 

believe it is also inappropriate for Shire to dictate which patients should or should not receive 

Hemlibra,” the company said in a statement. 

 

Roche is seeking to expand Hemlibra’s regulatory approvals beyond inhibitor patients to include those 

who have not yet developed resistance, to boost the medicine’s sales. 

 

Shire, whose shares dropped on Nov. 20 after Hemlibra’s approval, contends its latest motion will 

protect patients by preserving their treatment options. 
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“The filing of the preliminary injunction is not a decision we made lightly, and we carefully considered 

the impact this filing may have on hemophilia patients,” it said. 
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December 18, 2017 

Globenewswire.com 

 

uniQure Announces Publication in the Journal Blood of Clinical Data from Phase I/II Trial of 

AMT-060 In Patients with Severe Hemophilia B 

 

Data Demonstrate Clinical Effectiveness and Superior Immunogenicity Profile of AAV5 Gene 

Therapy in Severe and Moderate-Severe Hemophilia B Patients 

 

uniQure N.V., a leading gene therapy company advancing transformative therapies for patients with 

severe medical needs, today announced the online publication in Blood of clinical data from the 

ongoing Phase I/II trial of AMT-060 in patients with severe hemophilia B.  The manuscript reports 

data on up to one year of follow-up from the low-dose cohort of patients in the trial and up to six 

months of follow-up on patients in the higher-dose cohort. 

 

The published manuscript, entitled “Gene therapy with adeno-associated virus vector 5-human factor 

IX in adults with hemophilia B,” shows that AAV5 liver-directed wildtype hFIX gene transfer was 

well tolerated and clinically effective in patients with severe and moderate-severe hemophilia B.  No 

cellular immune responses to the AAV5 vector were detected and Factor IX (FIX) expression levels 

were stable over the entire observation period. The manuscript is available online today and will be 

included in a future print edition of Blood. 

 

The study included ten adults with hemophilia B and severe-bleeding phenotype. A single infusion of 

AMT-060 had a favorable safety profile and resulted in stable and clinically-important FIX activity 

increases, along with a marked reduction in spontaneous bleeds and FIX concentrate use, without 

detectable cellular-immune responses against capsids. In the higher-dose cohort, mean FIX activity 

increased to 6.9% of normal. Annualized FIX use decreased by 73%, and mean annual bleeding rate 

declined by 70%, from 3.0 to 0.9. FIX activity was stable in both cohorts and eight of nine participants 

receiving FIX at study entry stopped prophylaxis. 

 

“Blood’s publication of this manuscript is a testament to the quality of the study and its significance to 

the advancement of gene therapy in hemophilia,” stated Professor Wolfgang Miesbach, M.D., of the 

University Hospital Frankfurt, Germany.  “We’re very pleased to have these data published in a 

journal as highly regarded as Blood.”  

 

Additional follow-up on the patients from this study was presented on December 11, 2017, at the 

American Society of Hematology (ASH) Annual Meeting. The AAV5-based AMT-060 remains safe 

and well-tolerated with now up to two years of follow-up in the low-dose cohort and 1.5 years in the 

higher-dose cohort. There were no new serious adverse events and no development of inhibitors. To 

date, no patient in the study has had any loss of Factor IX activity or encountered a capsid-specific, T-

cell-mediated immune response. 

 

uniQure is preparing to initiate a pivotal study in 2018 with AMT-061, which combines an AAV5 

vector with the FIX-Padua mutant. AMT-061 and AMT-060 are identical in structure apart from two 

nucleotide substitutions in the coding sequence for FIX.  The gene variant, referred to as FIX-Padua, 

has been reported in multiple preclinical and nonclinical studies to provide an approximate 8 to 9-fold 

increase in FIX clotting activity compared to the wild-type FIX gene. All other critical quality 

attributes of AMT-061 are expected to be comparable to those of AMT-060, as AMT-061 utilizes the 

same AAV5 capsid and proprietary insect cell-based manufacturing platform. 
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“The data from the Phase I/II trial show that our AAV5-based gene therapies offer multi-year 

durability and a favorable immunogenicity profile, enabling hemophilia B patients to discontinue 

frequent infusions of FIX replacement therapy and to reduce the risk of spontaneous bleeding,” stated 

Dr. Steven Zelenkofske, chief medical officer of uniQure.  “With AAV5 emerging as a potential best-

in-class vector for systemic administration to the liver, we look forward to advancing AAV5-FIX-

Padua (AMT-061) into a pivotal trial in 2018.” 

 

About uniQure  

 

uniQure is delivering on the promise of gene therapy – single treatments with potentially curative 

results. We are leveraging our modular and validated technology platform to rapidly advance a 

pipeline of proprietary and partnered gene therapies to treat patients with hemophilia, Huntington’s 

disease and cardiovascular diseases. www.uniQure.com 

 

uniQure Forward-Looking Statements 

 

This press release contains forward-looking statements. All statements other than statements of 

historical fact are forward-looking statements, which are often indicated by terms such as "anticipate," 

"believe," "could," "estimate," "expect," "goal," "intend," "look forward to," "may," "plan," "potential," 

"predict," "project," "should," "will," "would" and similar expressions. Forward-looking statements are 

based on management's beliefs and assumptions and on information available to management only as 

of the date of this press release. These forward-looking statements include, but are not limited to, the 

development of our gene therapy product candidates, the transition to our AMT-061 product candidate, 

the success of our collaborations and the risk of cessation, delay or lack of success of any of our 

ongoing or planned clinical studies and/or development of our product candidates, and the scope of 

protection provided by our patent portfolio. Our actual results could differ materially from those 

anticipated in these forward-looking statements for many reasons, including, without limitation, risks 

associated with our and our collaborators' clinical development activities, collaboration arrangements, 

corporate reorganizations and strategic shifts, regulatory oversight, product commercialization and 

intellectual property claims, as well as the risks, uncertainties and other factors described under the 

heading "Risk Factors" in uniQure's Quarterly Report on Form 10-Q filed on November 1, 2017. 

Given these risks, uncertainties and other factors, you should not place undue reliance on these 

forward-looking statements, and we assume no obligation to update these forward-looking statements, 

even if new information becomes available in the future. 
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December 18, 2017 

Globenewswire.com 

 

Catalyst Biosciences Announces Acceleration of Phase 1/2 Trial of CB 2679d/ISU304 in 

Individuals with Hemophilia B 

 

Korean Ministry of Food and Drug Safety Approves Omitting Cohort 4 and Dosing Cohort 5 with 

Six Daily Subcutaneous Doses of Next-Generation Coagulation Factor IX 

 

Current lower doses are predicted to achieve normal Factor IX levels 

 

Catalyst Biosciences, Inc., today announces that the Korean Ministry of Food and Drug Safety 

(MFDS) has approved a protocol amendment to omit single dose Cohort 4 (300 IU/kg daily – “high 

dose”) and move directly to multi-dose Cohort 5 at 150 IU/kg daily, in the ongoing Phase 1/2 multi-

dose study of CB 2679d/ISU304, Catalyst’s highly potent next-generation coagulation Factor IX (FIX) 

variant in individuals with severe hemophilia B. 

 

“In approving this protocol amendment to accelerate our Phase 1/2 trial, the MFDS agrees that the high 

single dose of CB 2679d contemplated in Cohort 4 is not required, as current lower subcutaneous (SQ) 

doses are already predicted to achieve normal Factor IX levels after multi-dose administration,” said 

Dr. Howard Levy, chief medical officer of Catalyst. “Data from Cohorts 1 through 3 demonstrated that 

the half-life of CB 2679d was almost five times greater than intravenous wild-type FIX, allowing for 

this favorable protocol amendment. We are currently enrolling patients in the final multi-dose cohort 

and, with the accelerated protocol, expect to have multi-dose data in Q1 2018.” 

 

Interim data from Cohorts 1 through 3 were presented at the 59th American Society of Hematology 

(ASH) Annual Meeting and Exposition. The data showed that SQ delivery significantly increases the 

half-life of CB 2679d to 98.7 hours, equivalent to the half-life of extended-half-life intravenous agents. 

These data support the potential normalization of FIX activity in individuals with hemophilia B with 

daily or less-frequent SQ dosing. 

 

About the FIX Phase 1/2 Trial 

 

CB 2679d is designed as a best-in-class high potency recombinant Factor IX product. The Phase 1/2 

clinical trial of CB 2679d in patients with severe hemophilia B is being conducted at three centers in 

South Korea by the Company’s collaborator, ISU Abxis, which uses ISU304 as an alternate product 

name. The trial aims to measure the subcutaneous bioavailability and clotting ability of CB 2679d 

achieved after single intravenous and subcutaneous dosing in the first three cohorts, followed by daily 

subcutaneous injections of CB 2679d in the final cohort. Catalyst believes that CB 2679d may allow 

for subcutaneous prophylactic treatment of individuals with hemophilia B by achieving normal activity 

levels in blood. In June 2017, the European Commission and in September 2017, the U.S. Food and 

Drug Administration (FDA) granted orphan drug designations for CB 2679d. Complete trial results are 

expected in Q1 2018. 

 

About Hemophilia and Factor Replacement Therapy 

 

Hemophilia, for which there is no cure, is a rare but serious bleeding disorder that results from a 

genetic or an acquired deficiency of a protein required for normal blood coagulation. Individuals with 



 

10 

 

hemophilia suffer from spontaneous bleeding episodes as well as substantially prolonged bleeding 

times upon injury. Learn more about hemophilia. 

 

About Catalyst 

 

Catalyst is a clinical-stage biopharmaceutical company focused on developing novel medicines to 

address hematology indications. Catalyst is focused on the field of hemostasis, including the 

subcutaneous prophylaxis of hemophilia and facilitating surgery in individuals with hemophilia. For 

more information, please visit http://www.catalystbiosciences.com/. 

 

Forward-Looking Statements 

 

This press release contains forward-looking statements that involve substantial risks and uncertainties. 

All statements, other than statement of historical facts, included in this press release regarding our 

strategy, the potential uses and benefits of CB 2679d and development plans for this product candidate 

are forward-looking statements. Examples of such statements include, but are not limited to, statements 

relating to Catalyst’s clinical trial timelines, including the anticipated completion of a Phase 1/2 proof-

of-concept study for CB 2679d, expected complete trial results by Q1 2018, and the potential uses and 

benefits of subcutaneously dosed CB 2679d. Actual results or events could differ materially from the 

plans and expectations and projections disclosed in these forward-looking statements. Various 

important factors could cause actual results or events to differ materially from the forward-looking 

statements that Catalyst makes, including, but not limited to, the risk that trials and enrollment may be 

delayed and may not have satisfactory outcomes, that human trials will not replicate the results from 

preclinical studies, that multiple subcutaneous dosing of CB 2679d may result in potential adverse 

effects, including the generation of neutralizing antibodies (inhibitors), the risk that costs required to 

develop or manufacture Catalyst’s products will be higher than anticipated, competition, and other 

factors described in the “Risk Factors” section of the Company’s most recent Quarterly Report on 

Form 10-Q filed with the SEC on November 2, 2017. Catalyst does not assume any obligation to 

update any forward-looking statements, except as required by law. 
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December 19, 2017 

Prnewswire.com 

 

BioMarin Doses First Patient in Global GENEr8-1 Phase 3 Study of Valoctocogene 

Roxaparvovec Gene Therapy for Severe Hemophilia A 

 

Second Phase 3 Study, GENEr8-2, to Begin at the Start of 2018 

 

BioMarin Pharmaceutical Inc. announced today that it has dosed the first patient in the global 

GENEr8-1 Phase 3 study with the 6e13 vg/kg dose for valoctocogene roxaparvovec (formerly BMN 

270), an investigational gene therapy for the treatment of patients with severe hemophilia A. This is the 

first of two Phase 3 studies in the global Phase 3 program to dose a first patient. 

 

"We are thrilled to have enrolled the first patient in this potential registration-enabling study for gene 

therapy in severe hemophilia A," said Hank Fuchs, M.D., President, Worldwide Research and 

Development at BioMarin.  "I am proud of the effort that BioMarin has made to move this 

breakthrough therapy rapidly into Phase 3 bringing this one-time treatment one step closer to patients." 

 

The global Phase 3 program includes two studies with valoctocogene roxaparvovec, one with the 6e13 

vg/kg dose (GENEr8-1) and one with the 4e13 vg/kg dose (GENEr8-2).  Both Phase 3 GENEr8 studies 

will be open-label single-arm studies to evaluate the efficacy and safety of valoctocogene 

roxaparvovec.  GENEr8-2 will enroll the first patient at the start of 2018.  The primary endpoint in 

both studies will be based on the FVIII activity level achieved following valoctocogene roxaparvovec, 

and the secondary endpoints will measure annualized FVIII replacement therapy use rate and 

annualized bleed rate.  

 

BioMarin will also begin a Phase 1/2 Study with the 6e13kg/vg dose and with approximately 10 

patients who are AAV5 positive.  The first patient is expected to enroll in the first half of 2018. 

 

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.  
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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 pivotal 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. Approximately 1 in 10,000 people is born with Hemophilia A.  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 percent 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 spontaneous bleeding events that result in 

progressive and debilitating joint damage. 

 

About Gene Therapy 

 

Gene therapy is a form of treatment designed to fix a genetic problem by adding a corrected copy of 

the defective gene. The functional gene is inserted into a vector, containing a small DNA sequence, 

that acts as a delivery mechanism, providing the ability to deliver the functional gene to cells. The cells 

can then use the information to build the functional proteins that the body needs, potentially reducing 

or eliminating the cause of the disease. Currently, in the United States, gene therapy is available only 

as part of a clinical trial. 

 

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 five commercialized products and multiple clinical and pre-clinical product 

candidates. For additional information, please visit www.BMRN.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 timing and results of the planned clinical trials of 

valoctocogene roxaparvovec and statements regarding the company's gene therapy manufacturing 

facility and its ability to support anticipated commercial demand. 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 
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planned preclinical studies and clinical trials of valoctocogene roxaparvovec; the content and timing of 

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

authorities; 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. 


