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New da ta show Bio Mar in's trou bled he mo phil ia gene ther a py con tin ues to fade,
open ing room for ri vals

Jason Mast
Editor

The e� ects of Bio Marin’s vaunt ed gene ther a py for he mo phil ia A are con tin u ing to fade in the ear li est treat ed pa tients, re new ing
ques tions about the long-term prospects for a drug the com pa ny had billed as a one-time cure.

At the In ter na tion al So ci ety on Throm bo sis and Haemosta sis meet ing Wednes day, Bio Marin an nounced that, af ter five years, the
first sev en pa tients treat ed with the ther a py’s high dose ex pressed a me di an of just 8.2% the amount of fac tor VI II that a healthy
per son would. That’s a small frac tion of the 60.3% ex pres sion pa tients saw one year af ter re ceiv ing the ther a py, known as val rox.

Bio Marin high light ed — as they have be fore — that de spite the wan ing lev els of pro tein, pa tients were still large ly symp tom-free.
The ther a py re duced the an nu al ized bleed ing rate by 95% among six of the pa tients, and even in year 5, six of the sev en pa tients
had no bleed ing events at all.
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He mo phil ia A pa tients are miss ing a func tion al copy Fac tor VI II, a clot ting pro tein es sen tial for stop ping bleed ing. But as with
sick le cell and many ge net ic dis eases now be ing tar get ed by gene ther a pies, re searchers don’t ac tu al ly have to get pa tients to com -
plete nor mal ex pres sion in or der to al le vi ate symp toms and al low peo ple to lead healthy lives; of ten a frac tion will do.

Pre cise ly how large a frac tion, though, re mains un known, and Bio Marin’s dwin dling lev els have raised flags with reg u la tors. Last
year, in a sur prise move, the FDA re ject ed the com pa ny’s ap pli ca tion for ap proval, say ing they would need to see more dura bil i ty
da ta be fore al low ing Bio Marin to put the drug on the mar ket.

Dura bil i ty is a greater con cern with mod ern gene ther a pies than it is for oth er med i cines. Pa tients can on ly be dosed once, giv ing
re searchers on ly a sin gle shot to cure the dis ease. And the com pa ny’s CEO JJ Bi en aimé has promised to price val rox as if it were a
cure: be tween $2 mil lion and $3 mil lion per year.

The new da ta, though, show that gene ex pres sion has steadi ly de clined year-to-year, un der scor ing con cerns that it could one day
drop be low lev els that are ther a peu ti cal ly rel e vant and keep pa tients o� of trans fu sions.

Those fears may not pre vent Bio Marin from ob tain ing ap proval. The com pa ny ex pects to have two-year da ta from its Phase III tri -
al in ear ly 2022, at which point they would like ly re file with the FDA.

It could, how ev er, dras ti cal ly di min ish the ther a py’s ben e fit for pa tients and how much mon ey Bio Marin can make. With oth er he -
mo phil ia A gene ther a pies al so near ing ap proval, pa tients may wait for some thing that looks clos er to a one-time cure.
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Two of the FDA’s most senior vaccine leaders are exiting from their positions, raising fresh questions about the Biden
administration and the way that it’s sidelined the FDA.

Marion Gruber, director of the FDA’s O�ce of Vaccines Research & Review and 32-year veteran of the agency, will leave at the end
of October, and OVRR deputy director Phil Krause, who’s been at FDA for more than a decade, will leave in November. The news,
first reported by BioCentury, is a massive blow to confidence in the agency’s ability to regulate vaccines.

August 31, 2021 11:05 AM EDT
Updated 01:59 PM

UP DAT ED: Cau tious ly op ti mistic, AC Im mune de liv ers a mixed set of Alzheimer's
da ta — but in vestors love it

READ MORE

August 30, 2021 07:07 AM EDT
Updated 01:29 PM

From bench to board room: 20 of the most in flu en tial bio phar ma R&D ex ec u tives in
drug de vel op ment

Endpoints Sta�

People, R&D, Special

Biopharma is no stranger to major scientific innovations, but when you talk to the movers and shakers in the field on who has
influenced their work the most, you start to hear a few key names over and over again.

Premium subscription required
Unlock this article along with other benefits by subscribing to one of our paid plans.

That was certainly the case when we polled industry executives on who they viewed as the R&D luminaries of note — men and
women across the drug development spectrum who take major biological and chemical breakthroughs and spin them like gold into
medical miracles. These are the people who opened doors to new fields of drug research, laying the foundation for much of the
work now underway in the clinic.
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Max Gelman
Editor

Swiss biotech AC Immune is trading sharply higher Tuesday morning following the release of mixed topline Alzheimer’s data.

First, the good news: In a double-blinded and randomized Phase II study, AC Immune’s tau-targeting monoclonal antibody met a
primary endpoint showing the candidate slowed cognitive decline at a statistically significant rate in mild-to-moderate
Alzheimer’s patients compared to placebo. It’s the first time an anti-tau antibody has shown a therapeutic e�ect in Alzheimer’s,
the company says, and the first-ever antibody to show an impact on cognition in this population.
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Ten months after the FDA took the shackles o� Poseida’s study for a CAR-T directed against castrate-resistant prostate cancer, the
executive team is now rolling out an early snapshot of the proof-of-concept data it’s looking for in a small, early-stage study.

Keep reading Endpoints with a free subscription
Unlock this story instantly and join 115,400+ biopharma pros reading Endpoints daily — and it's free.

Tested in 9 heavily pre-treated patients — with an average of 6 prior therapies — investigators tracked a significant, 50%-plus
drop in PSA levels in 3 of those patients and what they called a “concordant” imaging result for tumor e�ect. One patient had a
complete response — the ideal result for any cancer study.
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As one of the pioneers behind CRISPR, the Broad Institute’s Feng Zhang has fashioned himself into a gene editing Renaissance
man in recent years with a finger in every pie. For RNA editing, one of his passion projects, Zhang has worked to crack a chronic
delivery logjam — and his team has just made a big breakthrough there.

Keep reading Endpoints with a free subscription
Unlock this story instantly and join 115,400+ biopharma pros reading Endpoints daily — and it's free.

A team of researchers out of Zhang’s lab has built a pair of “ultracompact” RNA editing tools that can fit inside an adeno-
associated virus (AAV) package, potentially creating a breakthrough in the delivery of those gene editing tools into human cells,
according to an article published in Nature Biotechnology on Monday.
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With the success of Moderna, parent company Flagship Pioneering has become the mothership for even more audacious next-gen
platform plays. Investors like what they see, and now they’ve opened the vault to a particularly bold Flagship startup working on
ring-shaped RNA it thinks could be the future of drugmaking.

Keep reading Endpoints with a free subscription
Unlock this story instantly and join 115,400+ biopharma pros reading Endpoints daily — and it's free.

Laronde has closed a $440 million Series B — one of the largest ever fundraising rounds of its type — to pursue a programmable
RNA platform the biotech has previously said could churn out 100 marketed drugs or drug programs in 10 years.
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After decades of failure, the obesity field is finally seeing some major progress with the success of a stable of GLP-1 diabetes drugs
showing clinical benefit. A small biotech thinks it has something new to o�er in that space with an older drug, and investors like
what they see so far.

Versanis Bio launched Tuesday with a $70 million A round backed by biotech blue-chippers Atlas Venture and Medicxi with lead
candidate bimagrumab, an in-licensed Novartis drug originally targeting muscle weakness, gearing up for a Phase II study in
obesity.
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J&J’s HIV vaccine failed its first major trial Tuesday, handing another setback to the nearly 40-year e�ort to build a vaccine
against one of the deadliest epidemics in history.

Keep reading Endpoints with a free subscription
Unlock this story instantly and join 115,400+ biopharma pros reading Endpoints daily — and it's free.

The candidate, which uses the same technology as J&J’s Covid-19 and Ebola shots, was among the last major HIV vaccine
constructs in late-stage trials — a holdover from a wave of Big Pharma e�orts that have so far gone bust.
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FDA ex tends full ap proval for Mer ck 's Keytru da in 1st-line blad der can cer af ter
mixed ad comm vote

Kyle Blankenship
Managing Editor

Merck’s accelerated approval for Keytruda in first-line bladder cancer was one of a slate of early nods put under the microscope by
an FDA advisory committee earlier this year after flopping confirmatory tests. Keytruda passed that test, and now the FDA is
making its accelerated OK o�cial.

The FDA on Tuesday gave its full approval to Keytruda as a treatment for first-line advanced bladder cancer patients who are not
eligible for platinum-based chemo despite a confirmatory outcomes trial in an expanded patient population turning up a dud,
Merck said in a statement.
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