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CMS Wants More Proof Before
Reconsidering ESA Decision
By Donna Young
Washington Editor

The Centers for Medicare & Medicaid Services (CMS) has
told a physician group that more evidence is needed before
the agency could reconsider its July decision that limits pay-
ments for drugs used to treat anemia in cancer patients.

Oncologists and hematologists have complained that
CMS’s rule to restrict payments for erythropoiesis-stimu-
lating agents (ESAs) in patients with cancer interferes with
a clinician’s ability to provide the best possible treatment. 

CMS’s new policy, issued on July 30, limits payments
for ESA use in cancer patients to those whose hemoglobin
levels decrease to less than 10 g/dL. Medicare will cover
the drugs to treat anemia caused by chemotherapy but not
anemia caused by the cancer itself. 

Using B. Malayi’s Invisibility Cloak Against It

New Targets Good, Combined
Markets Better To Attack NTDs
By Anette Breindl
Science Editors

In the Sept 21 , 2007 issue of Science, researchers have
published the genome sequence of a major parasite: the
worm brugia malayi. B. malayi causes elephantiasis, one of
the 13 “neglected tropical diseases” that collectively affect
close to 3 billion people in the developing world. (See
BioWorld Today, Dec. 28, 2006, and Dec. 29, 2006.) 

Filarial parasites, or threadlike worms, affect more
than 150 million people. Though the diseases they cause
are not usually fatal, they are debilitating to the point of
trapping their victims in poverty. B. malayi has proven
especially recalcitrant because the adult worms can sur-
vive for up to eight years in their human hosts, and current

BIO Mid-America Venture Forum

Embryonic Stem Cell Research
Advances, But Obstacles Remain
By Trista Morrison
Staff Writer

MILWAUKEE – Despite limits on federal government
support, ethical debates, intellectual property disputes
and a host of technical difficulties, embryonic stem cell
research is moving forward.

At least that was the conclusion reached by a panel
stem cell experts speaking at the BIO Mid-America Venture
Forum Tuesday morning.  And while the public eye remains
focused on the potential clinical benefit of hESCs, panel
chair Michael Werner of The Werner Group noted that sig-
nificant progress is being made in the application of hESCs
to research technologies.

For example, panelist Elizabeth Donley, CEO of Stem-

EuroBio 2007 Pushes EU Tech
Transfer to Boost Biotech Sector
By John Brosky
BioWorld Today Correspondent

LILLE, France – The headline events at today’s opening
of EuroBIO 2007 here include the announcement of Phase
II trials for an emerging super molecule, the first European
showing of a Japanese synthetic collagen, and a portfolio
of European Union financing tools aimed at boosting the
continent’s science-rich but underfunded biotech sector.

About 5,000 participants are expected for the three-day
conference that remained a predominantly French event until
recently. “This year marks a true acceleration toward opening
this event to neighbors,” said Etienne VerVaecke, general
commissioner for EuroBIO. He added that 75 percent of the
speakers and 60 percent of the 450 participants in partner-
ing meetings are from outside France. The exhibition space
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• Ablynx NV, of Ghent, Belgium, said it was awarded a
€1 .855 million (US$2.6 million) grant from the Institute for
the Promotion of Innovation by Science and Technology in
Flanders. The grant will allow Ablynx to accelerate explo-
ration of new therapeutic applications for its Nanobody
technology platform. Work will be conducted in collabora-
tion with research groups at Utrecht University in the
Netherlands and academic collaborators in Belgium, Nor-
way, Germany, the UK, Spain and France. 

• Accelrys Inc., of San Diego, and Agilent Tech-
nologies Inc., of Santa Clara, Calif., entered a resale agree-
ment to enable the licensing and integration of their infor-
matics products. The partnership includes the informatics
portfolios of both companies. Terms of the deal were not
disclosed.

• BioTrove Inc., of Woburn, Mass., said scientists at
the Centers for Disease Control and Prevention will use the
BioTrove OpenArray technology platform to identify bacte-
rial strains in tainted food. The work will start with E. coli
and Salmonella and later include other bacteria. The
agency purchased the BioTrove OpenArray NT Cycler fol-
lowing a collaboration around the 2006 spinach-based E.
coli outbreak.

• Calando Pharmaceuticals Inc., a Pasadena, Calif.,
majority-owned subsidiary of Arrowhead Research Corp.,
reported on use of its Rondel polymer technology for deliv-
ering siRNA in mice. Data showed the advantages of tar-
geted nanoparticles appear to be associated with uptake
into tumor cells, and not to overall tumor localization. The
work appeared in the Proceedings of the National Academy
of Sciences.

• Corcept Therapeutics Inc., of Menlo Park, Calif.,
completed the second closing of a private placement
financing agreement announced in August. The total deal
entailed the sale of about 4.8 million shares at $2. 10 per

share, for gross proceeds of about $10. 1 million. The second
closing, which involved 1 .2 million of the shares, was com-
pleted after Corcept received shareholder approval. Funds
will be used to conduct the next Phase III trial evaluating
Corlux for the treatment of the psychotic features of psy-
chotic depression, as well as for other development and
corporate purposes.

• Cubist Pharmaceuticals Inc., of Lexington, Mass.,
said Cubicin (daptomycin for injection) was approved for
marketing in Canada. The approved label includes both
complicated skin and skin structure infections caused by
certain Gram-positive infections, and bloodstream infec-
tions. Oryx Pharmaceuticals Inc., of Mississauga,
Ontario, has licensed rights to the product in Canada. Oryx
expects to launch the product in Canada by late November.

• Curis Inc., of Cambridge, Mass., updated progress
on its efforts to develop cancer drugs, including the disclo-
sure for the first time the identity of HDAC as a core target
in its multitarget-inhibitor drug program. HDAC previously
had referred to it only as “Target A” in order to better pre-
serve Curis’ competitive position.

• Depomed Inc., of Menlo Park, Calif., and Watson
Pharmaceuticals Inc., of Corona, Calif., expanded their
co-promotion agreement to grant Watson the right to pro-
mote Depomed’s ProQuin XR in the obstetrics/gynecology
specialty market area. ProQuin XR is a once-daily, extended-
release formulation of ciprofloxacin hydrochloride for the
treatment of uncomplicated urinary tract infections. The
agreement expands the relationship entered in July for the
promotion to both urology and long-term care specialty
areas in the U.S. Watson and Depomed plan to re-launch
ProQuin XR in the U.S. by the end of this year.

• Elusys Therapeutics Inc., of Pine Brook, N.J., said it
was awarded a $12 million contract for advanced develop-
ment of Anthim, its anthrax therapeutic. The contract was
awarded by the National Institute of Allergy and Infectious
Diseases and the Biomedical Advanced Research and Devel-
opment Authority. Anthim is a monoclonal antibody that tar-
gets the protective antigen component of anthrax infection.
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European Conference of Clinical Oncology

Algeta’s Alpharadin Boosts
Survival In Prostate Cancer 
By Jennifer Boggs
Staff Writer

Algeta ASA is gearing up to start pivotal Phase III trials
next year of its alpha emitter Alpharadin after reporting
two-year Phase II data showing that the drug doubles sur-
vival rate over placebo.

The new survival data, presented at the European Con-
ference of Clinical Oncology (ECCO) in Barcelona, Spain,
confirms the positive trend seen in the data at 18 months
into the 64-patient trial, as published earlier this year in The
Lancet. Those results demonstrated that Alpharadin
showed a delay in disease progression in patients with hor-
mone-refractory prostate cancer and improved overall sur-
vival, with 15 out of 33 patients in the treatment arm still
alive at 18 months vs. six of 31 in the placebo group. 

At the 24-month follow-up, 10 of the 33 patients (30 per-
cent) in the Alpharadin-treated arm were alive, compared to
four of 31 (13 percent) in the placebo arm. Additional data
showed that Alpharadin, a bone-seeking radiopharmaceuti-
cal based on the alpha particle emitter radium-223, signifi-
cantly reduced levels of prostate-specific antigen (PSA), and
the median time to PSA progression increased from eight
weeks to 26 weeks. The drug also appears to have a safety
profile that might allow for an extended treatment period to
further delay disease progression. 

But it is overall survival data that likely will carry more
weight with regulators in the long run, as Martinsried, Ger-
many-based GPC Biotech AG and partner Spectrum Phar-
maceuticals Inc., of Irvine, Calif., discovered earlier this
year, much to the dismay of investors. The companies filed
a new drug application for satraplatin, a platinum-based
therapy that is aiming for the same hormone-refractory
prostate cancer market as Algeta’s drug, based on positive
progression-free survival data, but opted to withdraw the
application in July after an FDA advisory committee recom-
mended waiting for overall survival data, expected around
the end of this year. (See BioWorld Today, July 25, 2007.)

Algeta has not yet outlined plans for its Phase III pro-
gram of Alpharadin, though the Oslo, Norway-based firm
said it remains on schedule to begin pivotal studies in
2008. The drug, which is designed to work by accumulat-
ing in bone metastases and killing tumor cells by local
alpha irradiation, also is being studied in Phase II trials in
pain palliation in skeletal metastases from prostate cancer
and is in Phase I testing for skeletal metastases in breast
cancer.

Founded in 1997 by University of Oslo scientists who
discovered the potential of alpha emitters as therapeutic
candidates, Algeta has focused its efforts to date primarily
on Alpharadin, though it has begun moving earlier stage
oncology programs toward the clinic, including a TH-1 tar-

geted therapy that links the alpha emitter thorium-227 to
selective antibodies. Algeta raised $29 million in its first
venture round in 2005 and added $41 million earlier this
year when it went public on the Oslo Stock Exchange.

Shares (OSE:ALGETA) gained NOK1.60 Tuesday to close
at NOK41.60 (US$7.55).

In other ECCO news:
• Amgen Inc., of Thousand Oaks, Calif., reported

results of a biomarker analysis supporting the use of KRAS
as a predictive clinical biomarker for selecting patients
who are more likely to respond to treatment with Vectibix
(panitumumab) monotherapy. The biomarker analysis of
Phase III data met the primary and secondary endpoints by
demonstrating that the effect of Vectibix on progression-
free survival was confined exclusively to the 60 percent of
patients whose tumors harbor normal, non-mutated KRAS,
while no effect from Vectibix treatment was observed in
patients who had tumors with mutations in KRAS regard-
less of the endpoint studied. Amgen previously reported
results from that study showing that Vectibix monotherapy
improved progression-free survival and response rate in
heavily pretreated patients with metastatic colorectal can-
cer after failure of standard chemotherapy. In separate
news, Amgen presented data from an Aranesp (darbepo-
etin alfa) study – the Danish Head and Neck Cancer trial
that was stopped late last year due to futility after an
interim analysis – showing that patients with squamous-
cell carcinoma of the head and neck who were treated with
the erythropoiesis-stimulating agent had significantly
poorer tumor control after radiotherapy. Of 515 patients
eligible for analysis, results demonstrated a poorer out-
come with Aranesp treatment in five-year loco-regional
control (56 percent with Aranesp vs. 69 percent for the con-
trol group), and there were no significant differences in
secondary endpoints, including overall survival, the risk of
developing distant metastases or in noncancer-related
deaths. Aranesp’s labeling was updated in March to include
the preliminary information from that study. (See BioWorld
Today, March 12, 2007.)

• AstraZeneca plc, of London, said results from a
312-patient Phase II EPOC (Endothelin A Proof Of Concept)
study of ZD4054 showed no differences in progression-
free survival in hormone-resistant prostate cancer, but did
show encouraging overall survival data. Patients who
received once-daily administration of ZD4054, a specific
endothelin A receptor antagonist, had median overall sur-
vival of 24.5 months at the 10-mg dose and a median over-
all survival of 23.5 months at the 15-mg dose, compared to
median overall survival of 17.3 months in the placebo
group. The company is planning a Phase III program this
year consisting of three studies, with the first of those
aimed at exploring the efficacy of ZD4054 in metastatic
hormone-refractory prostate cancer.

• BioAlliance Pharma SA, of Paris, reported data con-
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firming the efficacy of its antifungal product, miconazole
Lauriad, in head and neck cancer patients previously
treated with radiotherapy or chemotherapy and suffering
from oropharyngeal candidiasis. Results from the 282-
patient study showed that the success rate after 14 days of
treatment with miconazole Lauriad administered once-
daily was not inferior to that of miconazole 500-mg oral gel
administered four times per day. A difference of 7. 1 percent
was observed in favor of the miconazole Lauriad group.
The Lauriad mucoadhesive technology is designed to allow
an early and prolonged release of therapeutic agents at the
site of the disease.

• Merck Serono International SA, of Darmstadt,
Germany, reported results from several Erbitux (cetux-
imab) studies, including the 700-patient CAIRO (2) Phase III
trial, which confirmed the drug’s safety when added to a
combination of capecitabine, oxaliplatin and bevacizumab
(Avastin, Genentech Inc.) in first-line metastatic colorectal
cancer (mCRC). Data from the Phase III CRYSTAL trial
showed a statistically significant increase of progression-
free survival in the group receiving Erbitux plus FOLFIRI (an
irinotecan-based chemotherapy regimen) compared to the
FOLFIRI-alone group, and also showed an overall 15 percent
reduction in the risk of mCRC growing or spreading. That
study also showed that using Erbitux significantly

increased response rate, meaning tumor shrinkage, by 50
percent or more. Merck anticipates using results from the
CRYSTAL study as the basis for its application to the Euro-
pean Medicines Agency for extending Erbitux’s use as a
first-line therapy in mCRC. Merck gained rights to Erbitux
outside the U.S. and Canada from New York-based ImClone
Systems Inc.

• Ziopharm Oncology Inc., of New York, reported
interim Phase II data of ZIO-210 (isophosphoramide mus-
tard) in refractory sarcoma patients showing that 14 of 31
patients (45 percent) have shown a clinically beneficial
response, including one partial response, four minor
responses and nine with stable disease. In patients with the
difficult-to-treat leiomyosarcoma, five of seven patients (71
percent) have stable disease or better with ZIO-210. The
trial has enrolled 51 patients to date, and Ziopharm expects
to report final data at another scientific meeting later this
year. In separate news, the company also presented at the
ECCO meeting data from ongoing trials of darinaparsin
(ZIO-101) in advanced hematological malignancies. As a
measure of clinical activity, five of 12 acute myelogenous
leukemia patients (42 percent) had a decrease in peripheral
blood myeloblasts, while the two patients with myelodys-
plasia experienced stable disease. Darinaparsin, a small-
molecule organic arsenic compound, also was found to be
well tolerated, and adverse events were mild to moderate
in intensity.  ■
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• Emisphere Technologies Inc., of Tarrytown, N.Y.,
said it agreed to accept $18 million from Eli Lilly and Co.,
of Indianapolis, to settle pending litigation between the
companies. The deal settles a 4-year-old dispute under
which Emisphere alleged Lilly breached their contract in
work related to use of Emisphere’s eligen technology.

• Evogene Ltd., of Rehovot, Israel, and Monsanto
Co., of St. Louis, entered a collaboration to improve nitro-
gen use efficiency in corn, soybeans, canola and cotton.
Monsanto got exclusive rights to a number of genes dis-
covered by Evogene that are believed to help plants main-
tain yield with lower applications of nitrogen. Terms of the
deal were not disclosed.

• GeneGo Inc., of St. Joseph, Mich., said Bristol-Myers
Squibb Co., of New York, licensed access to all major
GeneGo products. BMS got access to various systems biol-
ogy technology. Terms of the deal were not disclosed.

• GlaxoSmithKline plc, of London, gained European
approval for Cervarix, a vaccine against sexually transmit-
ted human papillomavirus, which can cause cervical can-
cer. Cervarix is approved for girls and women ages 10 to 25.
The European Commission approval applies to the EU’s 27
member states. An application on the product is pending

with the FDA.
• Integrated Genomics Inc., of Chicago, and

BioBase GmbH, of Wolfenbuttel, Germany, entered a col-
laboration to expand and curate Integrated Genomics’
ERGO microbial genomic database. BioBase scientists in
Bangalore, India, will add manually curated functional gene
annotations and pathways to the database. Terms of the
deal were not disclosed.

• Pharmacopeia Inc., of Princeton, N.J., said it will
receive a $1 million milestone payment from Schering-
Plough Corp., of Kenilworth, N.J. The payment was triggered
by Schering-Plough’s initiation of a Phase I trial of PS948115, a
compound identified from their collaboration that is being
evaluated as a treatment for respiratory disease. Pharma-
copeia is eligible to receive additional milestone payments
from the program, as well royalties on resulting sales.

• Plexera Bioscience LLC, a Bothell, Wash., subsidiary
of Lumera Corp., entered a collaboration with Eugene, Ore.-
based MitoSciences Inc., which is developing antibodies
and assays for understanding mitochondrial function. The
deal outlines a commercial path for an antibody array prod-
uct enabled with Plexera’s ProteomicProcessor and Mito-
Sciences’ antibodies. The product development is in con-
junction with a previous agreement with the Medical Uni-
versity of South Carolina in which researchers there are
building a protein expression profiling assay with Mito-
sciences’ antibodies and Plexera’s ProteomicProcessor.
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Medicare’s new payment rule does not affect use of ESAs
in noncancer conditions, such as chronic renal disease. 

Amgen Inc., which markets darbepoetin alfa as
Aranesp and epoetin alfa as Epogen, has said that CMS’s
coverage restrictions have “no scientific basis and are
incompatible with good clinical practice.” 

The American Society of Clinical Oncology (ASCO) and
the American Society of Hematology (ASH), two groups that
have issued clinical guidelines for ESA use in cancer
patients, asked CMS in August to reconsider its rule.  

Earlier this month, the Senate passed a nonbinding reso-
lution calling for CMS to reexamine its payment policy for
ESAs. The House is reportedly considering its own resolution.

The agency opened a review of its payment policy on the
use of ESAs in cancer and related neoplastic conditions last
spring in response to new safety concerns about the products.

Results of two randomized, controlled clinical trials
showed increased cardiovascular risks for patients ran-
domized to hemoglobin targets exceeding 13 g/dL com-
pared with patients at lower targets. 

Results of a Danish clinical trial showed an increased
risk of rapid tumor growth in patients with head and neck
cancer who received ESAs in higher-than-recommended
dosages. Those study results prompted the FDA in March
to call for a black-box warning on ESA labeling alerting that
the products increased the risk of serious cardiovascular
events and death when targeting a hemoglobin of greater
than 12 g/dL.

The boxed warning advises prescribers to use the low-
est dosage of the products that gradually will increase the
hemoglobin concentration to the lowest level sufficient to
avoid the need for red-blood-cell transfusion.

In a letter this week to ASCO, CMS said its final National
Coverage Decision (NCD) for ESAs in cancer patients was
based an “exhaustive review of more than 800 individual
publications and approximately 2,600 comment letters
received during the two public comment periods.”

The agency said it reconsiders an NCD only when new
evidence or arguments are presented that the agency
materially misinterpreted existing evidence. 

Despite ASCO’s detailed, eight-page request for recon-
sideration of the rule, along with other requests filed by
various stakeholders, CMS said that “no new evidence” had
been presented.

In its request for reconsideration, ASCO accused CMS
of misapplying clinical evidence or failing to apply relevant,
currently available scientific information when restricting

coverage of ESA use in patients with hemoglobin levels
above 10 g/dL.

CMS’s final coverage decision, the group asserted,
“ignores established studies, the FDA label and clinical
guidelines by restricting the allowable dose increase and
the timing of dose escalation.”

ASCO contended that restrictions of ESAs above a
hemoglobin of 10 g/dL may result in more patients needing
blood transfusions. Implementation of many of the NCD’s
restrictions, ASCO argued, are “confusing and inconsistent,”
particularly for how the decision should be applied to pay-
ments for ESA use in cancer patients with comorbidities.

But CMS responded that it needed evidence beyond
ASCO’s request to support a different conclusion than that
reached by the agency in July.

CMS asked ASCO to answer six questions and to specif-
ically provide evidence that cancer patients undergoing
chemotherapy require hemoglobin levels above 10 g/dL
and proof that those patients have better outcomes from
ESA therapy vs. transfusions. The agency gave ASCO and
other groups 30 days to respond.  

Deborah Kamin, senior director of cancer policy and clin-
ical affairs for ASCO, said her organization was “disappointed”
that CMS failed to “acknowledge any of the points that we
raised in our formal request for reconsideration of the policy.”

“We believe that CMS has enough information to war-
rant reopening the policy,” she told BioWorld Today.

Over the next few weeks, Kamin said, ASCO will be con-
sulting with an expert panel – the same group of experts
that recently updated ASCO’s clinical guidelines for ESA use
– for help in responding to CMS’s questions. 

“We will continue to pursue this so that cancer patients
can get what they need,” she declared.

In a statement this week, Amgen charged that CMS has
“already received answers to a number of the questions”
posed in the agency’s Sept. 24 letter. 

The Thousand Oaks, Calif.-based company said it
“remains very concerned” that the current NCD is “resulting
in Medicare beneficiaries receiving a different standard of
care than privately covered patients, who are being appro-
priately treated according to current clinical guidelines
from the leading medical societies.”

Physicians must be free to make decisions about when
and how to manage anemia with ESAs to prevent blood
transfusions and provide patients with the care they need,
Amgen stated. “This government policy undermines clini-
cal judgment, effectively removes physicians’ ability to
make decisions, and is unreasonable and impractical,” the
firm asserted. ■
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grew 25 percent this year, he said, and is now 60 percent non-
French. “There are more biotech companies now in Europe,
than in the United States,” VerVaecke said. “But these are
younger and smaller companies by both size and market cap-
italization, and the sector is going to see some consolidation.”

The accent is on technology transfer for this year’s pro-
gram, he said. “This is not just about out-licensing from
academia, but promoting real collaboration through pan-
European tenders and more offers for biotech-to-biotech
collaborative research. We have been very clear in our offer
to help these companies get out and push their molecules,
tests results, research capacity or technological platform.”

Genfit Advancing GFT505

Ahead of the opening, Genfit SA, based in Lille, told
BioWorld Today that in mid-October it will launch Phase II
clinical trials for GFT505, a proprietary molecule that tar-
gets a wide spectrum of indications in the treatment of car-
diometabolic disease and metabolic syndromes affecting
diabetes and obesity. Jean-François Mouney, chairman of
Genfit, said completion of Phase II trials, expected in April
2008, will trigger a strategic partnership with a pharmaceu-
tical company to conduct the more expensive Phase III trials.

At the company’s annual meeting in June, Mouney
reported: “With the ability to mobilize nearly €30 million
(US$42 million), the company is endowed with all the means
needed to build the most favorable conditions for major
product deals. Current solutions, such as statins, are effective
for only 30 percent of the target population yet have created
an enormous market.” He described the GFT505 molecule as
a preventive therapeutic addressing the larger population
and said it has proven to be a safer treatment.

GFT505 is called a next-generation drug candidate
since it targets more precisely than the current class of
therapeutics three specific subtypes of peroxisome prolif-
erator-activated receptors, with preference for the alpha
and delta receptors. Pharmacological data from the Phase I
trial involving 48 volunteers showed “a highly satisfactory
safety margin,” Genfit said. 

Mouney said the data showed no increase in creatine or
homocysteine levels, which gives GFT505 a competitive
advantage with respect to currently available therapeutics.

The Phase II trial will be performed with a representa-
tive population of men sporting a waist circumference
starting at 40 inches and women measuring 37 inches at
the waist, a population that presents a high risk for cardio-
vascular disease and diabetes and record low levels of high
density lipoproteins (HDL).

Mouney said the primary endpoint for the Phase II trial
is decreasing triglycerides, decreasing low density
lipogens (LDL) and increasing HDL. Secondary endpoints
are to show effectiveness in increasing inflammation mark-
ers and to demonstrate insulin resistance.

On Thursday, the second day of the conference, Dean
Hum, Genfit’s chief science officer, will present the com-
pany’s portfolio of other multimodal drugs under develop-
ment coming out of Genfit’s technological platform for
Selective Nuclear Receptor Modulation (SNuRM).

“It is not just our own pipeline we are filling,” Mouney said.
The SNuRM platform is the focus of strategic partnerships with
Sanofi-Aventis, Solvay, Merck AG and Servier, he added.

Earlier this year, Mouney said that six research collabora-
tions with big pharma generated research and development
funding of €12 million to €13 million a year for the company.

Filling In The EU Funding Gap

Opening day at EuroBIO also will see the presentation of
a new European financing tool created by the European Com-
mission (EC) and the European Investment Bank that aims to
narrow the financing gap with the U.S. for R&D. “The United
States enjoys a great advantage having a single stock market
with a critical mass of investors ready to risk their capital,”
said VerVaecke from EuroBIO. “We do not have this, and it has
been a real constraint to building a true European biotech
space. We need support from governments to make up for
this difference, and we are seeing that now.”

The funding gap between the European Union and U.S.
research investment is estimated in excess of €120 billion
annually and widening fast, according to an EC expert
group report in September.

More state support for biotech development in the
form of the European Commission’s 7th Framework Pro-
gramme is the subject of the opening session in Tech
Transfer Wednesday morning. Broadening participation in
EU research and technological development  programs is a
priority for the commission, which increased by 40 percent
funding for its Framework Programme  that started this
year and runs until 2013. Health-centered research and
development received record funding of €6 billion.

Synthetic Collagen Preview

Among the must-see moments at EuroBIO exhibition
will be a synthetic collagen from the Chisso Corp. (Kyoto).
An expected pharmaceutical application, Chisso said, is as
a carrier material for the sustained and controlled release
of a drug. The synthetic product is free from allergic risk
and bovine spongiform encephalopathy  associated with
collagens derived from animals, the company said, adding
that it also presents a potential for regenerative medical
materials, such as in wound care.

The collagen was first presented in June in Tokyo fol-
lowing Japanese patent award. That will be the first Euro-
pean presentation for Chisso. 

“We are here looking to sell our new product, of
course,” said Tsuyoshi Nakama with the company’s Yoko-
hama Research Center. “But we are also hoping to meet
potential partners for launching novel applications and ini-
tiating new collaborations.”  ■
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treatments kill larvae but not adults. 
One reason for its longevity is that b. malayi seems to

have a better invisibility cloak than even Harry Potter. Many
people who are infected with b. malayi show no symptoms.
“Although the immune system probably is aware that the
worm is there, it doesn’t mount an immune response,”
Elodie Ghedin, assistant professor of infectious diseases at
the University of Pittsburgh School of Medicine and first
author of the Science paper, explained to BioWorld Today. 

The researchers, who sequenced the worm’s genome
and compared it to that of a free-living worm, found several
genes that may help b. malayi evade the immune response of
infected individuals. Besides being potential targets in ele-
phantiasis treatment, such genes also might be able to guide
transplant medicine. With a constant shortage of organs for
transplantation, surgeons have been looking to other species
as possible providers from everything from kidneys to
insulin-producing cells. If scientists can figure out just how b.
malayi avoids triggering an immune response, they might be
able to teach baboon hearts or pig islet cells the same trick. 

In fact, that crossover with transplant medicine might
be the best hope of elephantiasis sufferers for ultimately
getting therapeutic benefits from the findings. Developing
treatments for neglected tropical diseases faces unique
economic challenges because those who need them usu-
ally do not constitute a “market” in the sense of having
money to spend on drugs. In fact, most of those affected by
neglected tropical diseases live on less than $2 a day.

So while a unique target is much sought after, for
example, in cancer drug development, to some extent the
opposite is true for neglected tropical diseases. Eric Sorkin,
chairman and CEO of Immtech Pharmaceuticals Inc., said
the key to success for for-profit companies in that area lies
in doubling up on indications.

“If the only indication for a new compound were [a neg-
lected tropical disease], it would be very difficult for any
company, including us, to move forward with it,” Sorkin
told BioWorld Today.

Immtech is developing its lead compound pafurami-
dine (DB829) for African sleeping sickness, and announced
last week that it has been granted orphan drug status by
the FDA. But the company also is developing pafuramidine
in two other indications: pneumocystis carinii pneumonia
(PCP) and malaria. 

All three indications are orphan drug indications in the
U.S., but PCP and malaria have viable markets. Pneumocystis
pneumonia, which was one of the harbingers of the AIDS
epidemic in the early 1980s, is a complication in immuno-
compromised individuals. While it is rarely seen in Western
AIDS patients these days due to the success of antiretroviral
treatment, there is a U.S. market for cancer and transplant
patients. And malaria, like HIV and tuberculosis, primarily
affects the poor of the developing world, but is nevertheless

a Western priority. (See BioWorld Today, Dec. 28, 2006.) 
Sorkin said that the multiple indications enable the

pursuit of an economies of scale that make the drug
cheaper to manufacture per dose for the combined needs
of the three indications. 

Additionally, the clinical trials for sleeping sickness
also provide the company with safety data for its other
indications. “Every single patient that takes your drug is
part of your safety profile,” Sorkin said. This is particularly
true for sleeping sickness and pneumocystis pneumonia,
which have very similar dosing regimens, but there also is
carryover with the malaria trials.

Overall, Sorkin said, such synergies benefit both sides
of the equation: “It’s been very effective in keeping our
costs down both for shareholders and for NGOs.”

Ghedin acknowledged that “in this case, we don’t have
a clear path” toward turning the basic findings into thera-
peutics, but she also is optimistic about the chances of get-
ting drugs based on her findings to those who need them.
She noted that even if there is no commercial interest, non-
profits like Sabin Vaccine Institute and public-private part-
nerships recently have made progress against a number of
neglected tropical diseases.

And, she said, for elephantiasis at least, the work answers
those who say developing drugs against neglected tropical
disease is difficult because there is no basic science research
on the most promising targets: “Well, here you go.”  ■
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• Protherics plc, of London, signed a licensing agree-
ment granting the Korean firm Myungmoon Pharma Co.
Ltd. rights to develop anti-inflammatory products using
Protherics’ sustained-release ReGel delivery system. Prother-
ics will receive a “small” up-front payment and royalties on
any resulting sales in Korea. Protherics also has an option to
gain rights outside Korea to any products developed under
the agreement. Myungmoon said it planned to develop prod-
ucts for arthritis and potentially other indications.

• ReGen Biologics Inc., of Hackensack, N.J., said the
FDA determined its Collagen Scaffold device was not sub-
stantially equivalent to existing Class II devices already in
receipt of FDA clearance. ReGen filed the 510(k) submission
in late 2006. The company said it is pursuing the next steps
in appealing the decision.

• Sequenom Inc., of San Diego, said it plans to
develop a third-generation single molecule nucleic acid
analysis technology based on exclusive license rights from
Harvard University. The license covers a readout system
technology for single DNA molecules based on simultane-
ous optical probing of multiple nanopores. Financial terms
of the agreement include up-front fees to Harvard, as well
as potential milestone and royalty payments.

O T H E R N E W S T O N O T E



ina Biomarker Discovery Inc., said her company uses “stem
cells as bioreactors.” After exposing hESCs to various
drugs, Stemina profiles the metabolites secreted to identify
biomarkers and pathways associated with toxicity. The
approach provides “a unique way to look at developmental
toxicities,” Donley said, which is important since pregnant
women cannot be studied in many clinical trials and animal
models of toxin-induced neurodevelopmental disorders
are often inadequate at predicting human response.

Panelist Nicholas Seay, CEO of Cellular Dynamics Inter-
national Inc., also is working with hESCs for toxicity screen-
ing. His company uses hESCs to create cardiomyocytes in
screening for cardiac toxicity. And panelist Michael Haider,
president and CEO of BioE Inc., said his company provides
licenses to its Multi-Lineage Progenitor Cell line, derived
from human umbilical cord blood, for in vitro research.

Beyond toxicity screening and other predictive uses, hESC-
based models may help elucidate the underlying causes of
numerous diseases. And research into clinical applications is
advancing as well, albeit not as quickly as clinical research with
adult stem cells. But the hESC field still faces many challenges.

On the scientific side, Donley acknowledged a need to
deal with immune rejections of the transplanted stem cells.
She said scientists are researching options that include
using immunosuppressive drugs, therapeutic cloning to
create patient-specific hESCs that could then be differenti-
ated and transplanted, stem cell banking to gather genetic
profiles and other approaches. 

Another scientific challenge for hESCs, according to
Haider, is “taking what you can do on the bench and mak-
ing it commercializable.” He specifically noted scalability
and the ability to control potency as obstacles.

Funding also is a concern in the stem cell field. Panelist
Joe Hildebrandt of the Phenomenelle Angels Fund, which
invests in women- and minority-owned Midwest busi-
nesses, noted that while early-stage investors are excited
about stem cells, they often are looking for a quicker exit
than these companies can provide. Government funding
also has proven difficult to obtain, with limits on federal
funding for hESC research and state-run efforts such as Cal-
ifornia’s $350 million Prop 71 getting bogged down in law-
suits. (See BioWorld Today, May 18, 2007.)

Another component often blamed for slowing the pace
of hESC research is intellectual property, specifically
patents held by the Wisconsin Alumni Research Foundation
(WARF) that some have called overly restrictive. In April, the
U.S. Patent and Trademark Office issued a preliminary
denial of claims in three WARF stem cell patents, which
some lawyers predicted may lead to the patents eventually
being rejected. (See BioWorld Today, April 4, 2007.)

On Tuesday’s panel, Jennifer Williams, market analysis
manager for patents and licensing development at WARF,
defended her firm’s position, pointing out that WARF has

granted licenses to more than 400 academic institutions and
60 companies. She also said WARF tries to “adapt to the needs
of the community,” which it did by loosening its licensing
policies in January. (See BioWorld Today, Jan. 25, 2007.)

The other panelists sided with WARF, and Donley volun-
teered that Stemina obtained a license that is being paid over
four years and cost “south of $100,000.” Seay also argued that
broad inventions deserve broad patents, citing a 1980 Stan-
ford University patent on recombinant DNA that all biotech
companies had to secure a license to until the patent expired.

For now, most panelists did not see the FDA as a major
concern for hESCs, primarily because FDA approval is not
required for most research tools. But Haider predicted more
challenges as stem cells are used in patient treatment. He
referenced a recent FDA ruling that cord blood banks in the
U.S. adhere to certain standards and obtain a license. The
move, he said, effectively bans cord blood shipped in from
other countries and “creates a huge dilemma between com-
plying with the law and saving patients,” especially consid-
ering that only about one-third of leukemia patients who
need a transplant actually will get one due to the difficulty
in finding a match anywhere in the world.

As stem cells advance, this will just be “the tip of the
iceberg,” Haider said.

The BIO Mid-America Venture Forum ends today.  ■
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• Arena Pharmaceuticals Inc., of San Diego, said pre-
liminary results from a Phase II trial of APD125 demon-
strated statistically significant improvements in measure-
ments of sleep maintenance vs. placebo in patients with
chronic insomnia. Improvements were achieved without
any limiting next-day cognitive effects. The 173-patient, ran-
domized, double-blind, placebo-controlled study showed
improvement on several endpoints related to sleep mainte-
nance, including wake after sleep onset, wake time during
sleep, number of awakenings, number of arousals, total
sleep time and latency to persistent sleep. Arena plans to
initiate a Phase III program for the inverse agonist of the 5-
HT2A serotonin receptor in 2008, and also is considering an
additional Phase II study to evaluate the effects of APD125
on patients’ subjective assessment of sleep.

• DOV Pharmaceutical Inc., of Somerset, N.J.,
reported additional Phase Ib results for DOV 21 ,947, its lead
triple reuptake inhibitor for depression and obesity. A pre-
liminary analysis demonstrated the product was safe and
well tolerated, and produced a statistically significant
reduction in plasma triglyceride levels. Further analyses, it
said, demonstrated DOV 21 ,947 significantly reduced body
weight and body mass index vs. placebo. DOV intends to
initiate a Phase II study of DOV 21 ,947 for treating depres-
sion in the first quarter of 2008.

C L I N I C R O U N D U P



• Gilead Sciences Inc., of Foster City, Calif., said data
from a Phase IIb study (DAR-201) of darusentan, an investi-
gational treatment for resistant hypertension, were pub-
lished in the October 2007 edition of the Journal of Clinical
Hypertension. In the study, darusentan was evaluated as an
add-on antihypertensive treatment in patients who had not
achieved goal blood pressure while being treated with full
doses of three or more antihypertensive medications.
Darusentan significantly reduced placebo-corrected mean
trough sitting systolic blood pressure from baseline by 1 1 .5
mmHg (p=0.015) after 10 weeks of treatment. Gilead cur-
rently is conducting two follow-on, pivotal Phase III clinical
trials in resistant hypertension.

• Labopharm Inc., of Laval, Quebec, said it completed
patient enrollment in the North American Phase III trial of
its once-daily formulation of the antidepressant trazodone
(study 04ACL3-001). More than 400 patients with unipolar
depressive disorder have been enrolled in the study. The
product uses Labopharm’s Contramid controlled-release
technology. Results are expected early in the second quar-
ter of 2008. Separately, Labopharm requested a meeting
with the FDA regarding the new drug application for its
once-daily formulation of tramadol, which was the subject
of an approvable letter from the agency. Based on addi-
tional analysis, Labopharm said it believes that it has
demonstrated appropriate efficacy and safety.

• Metabolex Inc., of Hayward, Calif., began a 180-
patient Phase II trial of MBX-8025 in overweight or obese
patients with high cholesterol and triglycerides to assess
the drug’s effect on dyslipidemia, insulin resistance and
obesity. The randomized, double-blind trial will assess the
potential of the drug alone and in combination with Lipitor.
The primary endpoint is the reduction in Apo B-100 com-
pared with placebo. Secondary endpoints include effects
on LDL, HDL, triglycerides and body weight and composi-
tion. Metabolic parameters, including glucose and insulin
levels, also will be assessed. MBX-8025 is believed to regu-
late fatty acid degradation, lipid storage/transport and
insulin sensitivity. 

• Orexigen Therapeutics Inc., of San Diego,
reported positive results in two Phase I trials of its sus-
tained-release formulation of naltrexone, a key component
of the company’s lead product candidate for obesity, Con-
trave, which is being studied in Phase III trials. Encouraging
pharmacokinetic data were seen when the product was
tested alone and in combination with bupropion SR.

• VaxInnate Corp., of Cranbury, N.J., began the first
Phase I trial of its M2e universal influenza vaccine. The vac-
cine is designed to target the M2 ectodomain portion of the
flu virus, which is inherent regardless of virus strain. The
study is expected to provide information on safety and

immunogenicity, as well as on VaxInnate’s Toll-like recep-
tor technology using flagellin, which is designed to help
strengthen the body’s immune response. The trial is sched-
uled to enroll 60 volunteers in a double-blind, dose-esca-
lating study of two doses injected 28 days apart. Data from
the study are expected in spring 2008.
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• TorreyPines Therapeutics Inc., of La Jolla, Calif.,
and Eisai Co. Ltd., of Tokyo, extended for one year their
research agreement focused on genetics of Alzheimer’s
disease. Eisai’s has been supporting the research at Tor-
reyPines since 2001. This agreement focuses on discovery
of Alzheimer’s disease targets using whole-genome family-
based association screening. A separate agreement
focuses on the discovery of novel compounds to treat
Alzheimer’s disease. In connection with the extension, Tor-
reyPines will receive an up-front payment and continued
research funding. Eisai retained exclusive rights of first
negotiation and refusal for gene targets discovered and
validated through the research.

O T H E R N E W S T O N O T E
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