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fDA issues new Byetta alert on pancreatitis cases
The US FDA has alerted US doctors to 
the fact that Lilly and Amylin’s injectable 
type 2 diabetes drug Byetta (exenatide) 
has been associated with six cases of 
haemorrhagic or necrotising pancreatitis. 
Of the six cases, two patients died and 
four are recovering. 

The alert, on its MedWatch site, follows 
a communication last autumn, when US 
regulators focused on suspected links 
between the product and 30 cases of acute 
pancreatitis, but emphasised that they had 
no postmarketing reports of haemorrhagic 

available in sales terms in the countries, 
21 remained unavailable in Japan last 
year, again the worst situation among the 
surveyed markets.

The situation was an improvement 
from the 28 products in 2004, however, 
and the report noted that 10 on the list 
were awaiting approval and seven were 
in local Phase III Japanese trials. By 
therapeutic category, CNS was the 
worst affected, accounting for eight of 
the 21 drugs.

Based on data from last year, new drugs 
were launched in Japan an average of 4.7 
years after they reached their first market 
worldwide, showing that the country still 
has a long way to go to address its “drug 
lag” problem.

Despite a series of official initiatives 
to improve drug access and speed up 
approval times, the roughly 56-month gap 
marks an increase of nearly 10 months 
from the 3.9-year (47 month) delay for 
products launched in Japan in 2004. It 
compares with an average figure of just 1.2 
years for the US and 1.3 years for the UK, 
a new report from Japan’s main research-
based industry association, the JPMA, has 
revealed.

The JPMA’s office of pharmaceutical 
industry research looked at data from 
11 western and Asian countries, within 
which Japan was found to have the longest 
delay and the biggest increase among 
the three countries to see the lag time 
lengthen compared with 2004. Other 
analyses found that, of the top 90 products 

japan’s drug lag efforts yet to 
bear fruit



Moberg Derma’s investigational 
seborrhoeic dermatitis treatment K301 
has missed the primary endpoint in a 
Phase III trial, but did show benefits on 
secondary endpoints. The company is to 
pursue its development.

K301 failed to demonstrate statistically 
significant improvement over placebo on 
the compound degree of erythema and 
scaling after four weeks, the trial’s primary 
efficacy endpoint (p=0.078).

In the trial, 201 patients with mild to 
moderate seborrhoeic dermatitis of the 
scalp were treated with K301 or placebo 
once a day for four weeks. 

However, K301 did achieve a statistically 
significant improvement over placebo 
on the secondary endpoint of scaling 
at two and four weeks and showed 
advantages over placebo in patients’ and 
doctors’ global assessments of treatment 
efficacy. No serious adverse events were 

reported during the study and no patient 
discontinued treatment due to an adverse 
event.

The Swedish company said the results 
showed that K301 was an effective and 
safe treatment for seborrhoeic dermatitis.

regulatory options
Moberg said that it was evaluating 
regulatory options without conducting 
additional clinical trials, but expected to 
finalise its plans by early October.

Its first goal is approval in the EU, and 
it is in discussions with potential partners 
for filings in non-European territories.

K301 is a solution which combines the 
established dermatological compounds 
propylene glycol, lactic acid and urea. 
It has been developed to reduce and 
possibly prevent symptoms of seborrhoeic 
dermatitis from reoccurring. The 
condition is seasonal and recurrent, 

affecting 5% of people and is thought to 
be caused by the fungus Malassezia furfur.

Current treatments are focused on 
minimising symptoms, particularly 
scaling, erythema and itching. They 
include anti-inflammatories, such 
as steroids, and antifungals, such as 
ketoconazole.

triple effect
Moberg said that K301 differed from 
available treatments by having a triple 
effect: keratolytic, antifungal and 
moisturising. In addition, its good safety 
profile allowed for its use as a preventive 
treatment, the company said.

Moberg is also developing K101, which 
is in Phase III studies for fungal nail 
infections (with results expected early in 
2009) and K201, which is in preclinical 
studies for atopic dermatitis.

tom.moberly@informa.com
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or necrotising pancreatitis (Scrip Online, 
October 17th, 2007). At that time, Amylin 
agreed to include information about acute 
pancreatitis in the precautions section of 
Byetta’s label. The product, a first-in-class 
incretin mimetic, has been available in the 
US since 2005.

The FDA said it is working with Amylin 
to add “stronger and more prominent” 
warnings to Byetta’s label about the risk 
of pancreatitis, an inflammation of the 
pancreas.

The FDA said there were no signs 
or symptoms that distinguish acute 
haemorrhagic or necrotising pancreatitis 
associated with Byetta from the less severe 
form of the condition.

It added that the use of Byetta was 
discontinued in all cases and that patients 
with a history of pancreatitis should 
consider alternative diabetes therapies.

In the previously reported, less severe 
cases, the FDA said that 27 of the 30 
patients had at least one other risk factor 
for developing the condition. 21 of those 
patients were hospitalised.

With reports of new cases, Amylin 
has said that diabetes patients in general 
have an increased risk of pancreatitis, but 
patients taking Byetta are not at a greater 
risk of rare, serious complications.

Byetta LAR
Lilly and Amylin are working on a once-
weekly version of Byetta, Byetta LAR, 
with Alkermes. While the complication of 
pancreatitis seems rare, Sanford Bernstein 
analyst Timothy Anderson said that fewer 
than 300 patients have been studied with 

the once-a-week version, and thus the 
“FDA may worry about LARS’s effects 
once it is approved and used in a broader, 
less closely monitored, patient population. 
To us, this creates regulatory risk with 
Byetta LAR.”

nancy.faigen@informausa.com

MDnRA obtains 
peptide Ip for RnAi
MDRNA plans to improve the delivery 
of RNAi therapeutics after signing an 
exclusive licence agreement to intellectual 
property from the University of Michigan 
that covers cationic peptides. Terms 
of the agreement were not disclosed. 
Dr Michael Houston, vice-president of 
chemistry and formulations, says that the 
university’s peptides have “the potential of 
being critical components of RNAi-based 
therapeutic formulations”.

The company is using its proprietary 
platform for creating novel lipids from 
amino acids, DiLA, to enhance gene 
expression knockdown. The peptides 
covered by the university’s IP can form 
stable siRNA nanoparticle complexes, 
thereby protecting the siRNA while 
increasing the efficiency and efficacy of 
formulations.

Results to date have shown enhanced 
knockdown of target proteins in vivo 
and improved delivery efficiency, says 
MDRNA. The company has recently 
restructured and changed its focus away 
from intranasal delivery towards RNAi. 

sita.shah@informa.com

fDA issues Byetta alert on pancreatitis cases           (Continued from p 1)

The report pointed to factors that 
complicated simple comparisons, such as 
differing medical needs, lead indications 
and commercial considerations in 
different markets, but nevertheless 
highlighted the still often long delays 
before innovative therapies became 
available in Japan.

trial procedures
The delays have been attributed largely 
to cumbersome and expensive clinical 
trial procedures and long review times at 
the country’s drug regulator, the PMDA, 
set up in April 2004. The agency is now 
giving top priority to reducing registration 
periods, and its chief executive provided 
reassurance in a recent interview with 
Scrip that the drug lag problem was being 
“confronted squarely” (Scrip Online, July 
22nd, 2008).

Priority reviews, fast-track treatment for 
locally unavailable products for serious 
diseases, funding for a large-scale national 
clinical trial network and encouragement 
of participation in multinational clinical 
trials are other measures taken by the 
government over the past few years to try 
and improve access to novel drugs. But the 
JPMA report suggested that the effects of 
these had still to come through.

A PMDA review earlier this year of its 
own performance showed improvements 
in the number of new drugs approved and 
also a reduction in review times for such 
products, helped by a higher number of 
priority reviews (Scrip Online, January 
9th, 2008).

ian.haydock@informa.com

Drug lag efforts    (Continued from p 1)
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Yakult to acquire 
doxorubicin for 
japan
Yakult Honsha has signed a letter of intent 
to develop and commercialise Celsion’s 
heat-activated doxorubicin product 
ThermoDox in Japan. The alliance 
remains subject to the agreement of final 
terms under a definitive contract.

The primary target indication of the 
US firm’s liposomal formulation of the 
anticancer is hepatocellular carcinoma 
(HCC), for which enrolment in a 
multinational 600-patient pivotal Phase 
III trial is under way. ThermoDox is also 
expected to enter Phase II development 
this year for recurrent chest wall breast 
cancer.

In the HCC setting, the product is 
used in conjunction with radiofrequency 
ablation (RFA), which destroys malignant 
cells by heating them to temperatures of 
up to 100°C.

However, some cells around the 
periphery of large tumours may survive, 
and it is these which are targeted by 
ThermoDox. Heat above 40°C releases 
doxorubicin from the liposomes, resulting 
in high local concentrations of the drug 
while reducing systemic exposure and 
side-effects.

US approval hopes
The HCC trial is comparing RFA plus 
ThermoDox with RFA alone, with a 
primary endpoint of progression-free 
survival. Celsion is hoping for US 
approval for this indication in late 2011. 
For breast cancer, the firm is investigating 
the product in combination with 
microwave heating. 

Yakult, a diversified food and drinks 
group, is looking to shore up its oncology-
led pharmaceutical business because of 
declining sales of Campto (irinotecan), 
for which the Japanese patent expired last 
September.

The firm expects global sales of the 
topoisomerase I inhibitor, which is used 
in colorectal and other cancers, to slip by 
12% to ¥7.6 billion ($69.1 million) this 
fiscal year.

ian.haydock@informa.com

An “at-risk” generic launch of 
pantoprazole in December affected 
Nycomed’s first-half net turnover, which 
fell by 3% to €1.71 billion. The loss of 
Protonix sales to two generic versions by 
Teva and Sun Pharmaceutical Industries 
was felt most greatly in North America, 
Spain and the UK. Nycomed’s gross profit 
was almost flat at €1.3 billion during this 
reporting period.

In the first six months, Nycomed’s out-
licensing revenue dropped by 22% to €203 
million mainly owing to pantoprazole 
generics in the US, while Canadian 
markets declined by 13% following a 34% 
drop in the drug’s sales compared with 
last year.

In the UK, total sales decreased by 40%, 
owing to falling sales of the anti-ulcer and 
Matrifen (fentanyl), its pain-management 
product. Meanwhile, Spanish revenues 
declined by 16% because of lower 
pantoprazole sales, although this was 
partly offset by increased sales of Preotact 
(parathyroid hormone), Matrifen and 
TachoSil (a medicated sponge). Nycomed’s 
total European sales fell by 1% during the 
first half to €832 million.

The company performed well in 
Russia/CIS, growing by 18%, or by 37% 
if adjusting for the unfavourable impact 
of currencies, during the first six months. 
The increase was credited to Actovegin 
(deproteinised haemoderivative of calf 
blood) revenues and its product portfolio 
licensed from Merck & Co.

The cost of sales fell by 4% to €419 
million, while sales and marketing 
expenses dropped by 2% to €456 million 
following the integration of Altana 
Pharma in 2007.

Nycomed has completed the sale of 
eight oncology projects to 4SC. In June, 
the firm accepted a €14 million offer for 
the preclinical or early clinical candidates 
after deciding not to invest in oncology 
R&D (Scrip Online, June 11th, 2008).

christopher.spillane@informa.com

Meeting

Management Forum is holding a 
conference on Pharmacovigilance Aspects 
of Licensing Agreements in London on 
November 24th. For further details, visit 
www.management-forum.co.uk.

Generic pantoprazole hits 
nycomed’s turnover

Kyorin Pharmaceutical has completed the 
acquisition of its Japanese joint venture 
with Nisshin Flour Milling, Nisshin Kyorin 
Pharmaceutical, in preparation for the 
formal integration of the operation on 
October 1st. 

The total consideration for the all-
cash transaction was ¥3.5 billion ($31.8 
million), based on the joint venture’s 
assets and other valuations as of June. 
The move will provide a modest boost to 
Kyorin Pharma’s operations while allowing 
Nisshin to exit what is a non-core business 
for the foods group. 

The venture was set up in 1996 and was 
half-owned by Kyorin Pharma, 40% by 
Nisshin’s pharmaceutical operation and 10% 

by the Nisshin group, employing around 
260 people. Its main commercialised 
products are Pentasa (mesalazine) for 
ulcerative colitis and Crohn’s disease and 
the anti-emetic Sinseron (indisetron), which 
is marketed by Yakult Honsha. 

The company reported total sales of 
¥14.0 billion for the fiscal year to March 
31st, around a fifth of the ¥70.5 billion for 
Kyorin Pharma. In addition to providing a 
modest boost to sales, the transaction, first 
announced last September, will expand 
Kyorin Pharma’s sales force to around 750 
and add a presence in gastrointestinals, on 
top of Kyorin’s established respiratory and 
anti-infective products.

ian.haydock@informa.com

Kyorin closes buy out of nisshin 
joint venture
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Galenica posts 
strong net sales
Galenica’s first-half net profits grew by 
52% to CHF105 million ($96 million) 
as the firm’s pharmaceutical sales rose 
despite the deteriorating US dollar. Drug 
sales rose by 8% to CHF211 million 
following robust sales of iron products in 
its Vifor Pharma division.

Global sales of its iron deficiency 
anaemia treatments, Ferinject 
(intravenous ferric carboxymaltose) and 
Venofer (iron sucrose injection), climbed 
by 14% to CHF98 million, with Venofer 
maintaining its position as the leading 
product.

Through Vifor, the Swiss firm 
plans to develop its intravenous iron 
market beyond haemodialysis into new 
indications in the UK, Switzerland and 
Germany. Galenica’s consumer healthcare 
unit had sales of CHF74 million, an 
increase of 4% on last year. Its five 
strongest OTC products were Equazen 
eye q, Perskindol, Algifor, Otalgan and 
Triofan. The company plans to continue 
streamlining its OTC business and 
focusing on distinctive leader products.

The firm’s earnings before interest, 
tax, depreciation and amortisation were 
CHF232 million for the period, an 
increase of 139%.

christopher.spillane@informa.com

Salix to raise $55 million
Salix Pharmaceuticals priced an offering 
of $55 million convertible senior notes 
to institutional buyers due in 2028. The 
gastrointestinal (GI) drug developer 
plans to use the offering to develop 
and commercialise candidates and new 
indications for rifaximin, as well as for 
in-licensing and acquisitions and general 
working capital. Rifaximin is a non-
systemic, GI-selective oral antibiotic and 
is used in several GI conditions including 
Crohn’s disease, irritable bowel syndrome, 
and infectious diarrhoea. The product 
had second-quarter sales of $14 million 
(+18%), while the firm’s revenues were 
$41.1 million, down by 38% because of the 
launch of an authorised generic version of 
Colazal (balsalazide disodium).

Photocure posted a 33% rise in revenues 
to NOK22.7 million in the second 
quarter of 2008, driven mainly by sales 
of its bladder cancer diagnostic Hexvix 
(hexaminolevulinate) more than doubling. 
The drug’s sales increased by 108% 
compared with the second quarter of 
2007. This is despite the prescribing of 
the product still being affected by a strike 
among nurses in Denmark and Sweden in 
the second quarter. Higher Hexvix sales 
also pushed Photocure’s revenues for the 
first six months of 2008 up by 22%, to 
NOK44.1 million.

The Norwegian company plans to 
expand Hexvix in Europe, along with 
GE Healthcare, its partner outside of 
the Nordic region. Revenues were also 
boosted by higher sales obtained from GE 
Healthcare, NOK6.2 million compared 
with NOK2.6 million in the second quarter. 

Sale revenues in the Nordic countries 
increased by 54% to NOK2 million.

Photocure continued to make a net loss 
in the second quarter, increasing by 33% 
to NOK23 million. It said that the loss was 
influenced by the demerger of Photocure’s 
cancer-focused drug-delivery subsidiary, 
PCI Biotech. The demerger took place in 
June and generated expenses of NOK4.8 
million from PCI Biotech.

Net loss for the first six months of 
the year amounted to NOK43 million, 
compared with a loss of NOK35 million in 
the first half of 2007.

A significant milestone for the firm 
was the US approval in June of Metvix 
(methylaminolevulinate) and its associated 
light source Aktilite, for the photodynamic 
treatment of cancerous and precancerous 
skin lesions. Galderma, Photocure’s 
commercial partner, plans to launch the 
products in the US in the second half. 
There was a 10% increase in revenues 
from Metvix/Aktilite to NOK14.5 million 
during the same period.

Other progress in clinical programmes 
included the completion of a Phase IIb, 
placebo-controlled trial in Photocure’s topic 
acne treatment, Visonac. The company 
expects to announce results this year. 

Patient enrolment has been completed in 
an ongoing Phase I/II study of Photocure’s 
Cevira, a photodynamic treatment of 

human papillomavirus infection and 
precancerous and/or cancerous lesions 
in the cervix and the company plans to 
publish preliminary data after six months’ 
follow-up in the third quarter. The FDA 
has supported an IND submission for this 
product. The firm spent NOK10.3 million 
less on R&D in the second quarter, as it 
had completed clinical studies. However, it 
spent NOK2.6 million more on marketing 
and sales, which it attributed to an 
increased number of employees engaged in 
commercial activities.

caroline.richards@informa.com

forbes sells pharma 
business to Transition
Forbes Medi-Tech has sold its San Diego-
based pharmaceutical business unit to 
Transition Therapeutics after announcing 
in May that it would be abandoning its 
in-house drug development activities.

The company expects the restructuring 
to provide sufficient resources to finance 
operations into the fourth quarter of 2009 
given that conditions, such as a projected 
20% increase in revenues, are met.

“This initiative will reduce the company’s 
burn rate while allowing Forbes to clearly 
focus on further developing its nutraceutical 
business – through both organic growth 
and M&A initiatives,” said Charles Butt, 
president and CEO of Forbes Medi-Tech.

Transition will pay Forbes Medi-Tech 
$1 million in cash up front, and potential 
future payments of up to $6 million, in 
cash or shares, dependant upon certain 
developmental and regulatory milestones.

Forbes will pay 20% of the amount 
it receives to the former Therapei 
Pharmaceuticals shareholders in cash and 
common shares; Forbes originally acquired 
its pharmaceutical assets in October 2006 
when it acquired Therapei.

For the six months ending June 30th, the 
company’s net loss decreased by 18% to 
Cdn$4.7 million ($4.4 million). Revenues 
rose by 11% to Cdn$4.8 million, which 
the firm attributed to an increase in sales 
of Reducol, its plant sterol blend to reduce 
low-density lipoprotein cholesterol levels.

caroline.richards@informa.com

Hexvix success pushes photocure’s 
revenues up
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Increased revenues narrow Intercell losses
Intercell’s net loss halved to €4 million 
in the second quarter of 2008, following 
increases in revenue and finance income. 
First-half net losses decreased by 44% to 
€8.6 million, however the declines were 
partly offset by an increase in operating 
and R&D expenses.

Second-quarter revenues of the Austrian 
company almost tripled to €9 million 
because of revenues from collaborations 
and licensing. Intercell says the increase 
was mainly attributable to the recognition 
of deferred option fees under its 
partnership with Novartis agreed in July 
2007 to develop vaccines for infectious 
diseases. Half-year revenues more than 
tripled to €17.6 million. However, grant 

income fell, by almost 90% to €238,000 in 
the second quarter, leading to an 18% fall 
to €2.4 million in the first half.

In the second quarter, general, selling 
and administrative expenses rose by 
42.8% to €4.1 million because of higher 
personnel expenses. Meanwhile, R&D 
costs rose in the first half by 27.6% to 
€22.3 million as the company hired more 
R&D staff and because of costs relating 
to preparations for the commercial 
production of the company’s Japanese 
encephalitis vaccine. Intercell hopes the 
vaccine candidate will be approved in the 
US, Europe and Australia within the next 
few months.

Earlier this month, Intercell completed 

the acquisition of the US biotechnology 
firm Iomai, which has been renamed 
Intercell USA, for $189 million (Scrip 
Online, August 4th, 2008). Intercell plans 
to start pivotal Phase III clinical trials with 
Iomai’s most advanced product, a skin 
patch for traveller’s diarrhoea, in the first 
half of 2009. The market potential of the 
vaccine, which is expected to be the first 
for this indication, is estimated at more 
than €500 million in annual sales. 

Intercell also expects to start a Phase 
II trial of the immunostimulant Vaccine 
Enhancement Patch, which could help 
develop better influenza vaccines, by the 
end of the year.

sita.shah@informa.com

CEL-SCI grants 
Multikine licence 
to Teva
CEL-SCI is to tap into Teva’s expertise in 
conducting large-scale clinical studies in 
granting the company an exclusive licence 
to its cancer drug Multikine (mixed 
naturally derived cytokines) in Israel 
and Turkey. The agreement is initially 
restricted to head and neck cancer, the 
indication for which CEL-SCI is seeking 
to develop Multikine, but Teva can extend 
the agreement to other cancers during the 
term of the agreement.

Teva is expected to participate in CEL-
SCI’s upcoming global Phase III trial and 
will fund a portion of the study and conduct 
part of it in Israel. Teva will also have 
responsibility for registering the product 
there. Once it is approved, CEL-SCI will be 
responsible for sales, and the two firms will 
share the revenues from the product.

The Phase III trial will enrol 800 head 
and neck cancer patients to determine 
if the drug increases their survival 
before they receive conventional cancer 
treatment. In Phase II trials, Multikine 
was shown to be safe and well tolerated 
and improved patients’ survival by 33% 
at a median of three and a half years 
following surgery. Head and neck cancer 
affects about 600,000 people per year, 
CEL-SCI says.

caroline.richards@informa.com

Cell Therapeutics (CTI) needs to raise 
additional cash and reduce its cash burn 
to transform itself into a “commercial-
stage operation”, it said.

The cancer-focused biotechnology 
firm has a $12 million equity line in the 
upcoming $22.5 million investment from 
a single institutional investor announced 
last month, but this is insufficient to 
finance its debt and operating expenses. 
As of June 30th 2008, it had $12.4 million 
in cash and other assets but liabilities of 
around $50.2 million.

The company’s current monthly burn 
rate is around $7 million, but it hopes to 
reduce it to $4-4.5 million per month, a 
central part of reducing its 2009 burn rate, 
it said. CTI plans to cut costs by spinning 
off some operations. For example, 
it expects to announce independent 
funding for its spin-off Newco in the 
current quarter and once it is spun off, 
the number of CTI staff will reduce 
significantly.

net loss
CTI has made a net loss year-on-year 
which nearly doubled to $96.2 million 
in the first half of 2008. Its revenues for 
the first six months were $6.2 million, 
based entirely on its radioimmunotherapy 

Zevalin (ibritumomab tiuxetan). This is 
the only drug that CTI currently markets. 
It is approved in the US for patients 
with relapsed or refractory low-grade or 
follicular B-cell non-Hodgkin’s lymphoma; 
CTI currently markets it. 

In a recent SEC filing, CTI said that its 
financial success, notably breaking even 
in 2009 and becoming profitable in 2010, 
depended on potential product approvals, 
including expanding the label for Zevalin 
(Scrip Online, July 23rd 2008). 

The company is seeking EU approval of 
its chemotherapeutic Opaxio (paclitaxel 
poliglumex, CT-2103), in development 
with Novartis, as a single agent for non-
small cell lung cancer patients who have 
poor performance status, in 2009. And it 
wants to obtain regulatory approval and 
launch pixantrone in the relapsed diffuse 
B-cell lymphoma setting; it hopes to report 
pivotal trial results for this later this year. 

James Bianco, CTI CEO, said: “We’ve 
been trying to limit dilution by raising 
enough cash to get us through each 
quarter to allow us to get closer to 
some key pivotal regulatory and clinical 
milestones, where we anticipate the stock 
price will be more favourable than at 
present.” 

sita.shah@informa.com

Cell Therapeutics aims to reduce 
cash burn and raise finances
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Dyax’s lead investigational hereditary 
angioedema (HAE) drug DX-88 
(ecallantide) has met the primary endpoint 
of its second Phase III trial, and the 
company intends to submit a BLA to the 
FDA early in the fourth quarter of 2008. 
Shares in the US-based biotech company 
rose 15% on news of the trial results, 
closing at $5.00 on Nasdaq on August 18th.

Top-line results of the 96-patient 
EDEMA4 trial, which enrolled patients 
10 years or older who had suffered a 
moderate to severe HAE attack within 
at least eight hours, showed significant 
improvement at four hours over placebo 
on the mean symptom complex severity 
(MSCS) score, a patient-reported 
assessment of individual symptom burden 
(p=0.010). 

DX-88 also met the trial’s secondary 
endpoints. 93.8% of patients who 
received DX-88 achieved a successful 
response at four hours compared with 
58.3% for the placebo group (p=0.001). 
43.8% of DX-88 patients and 20.8% of 
placebo patients achieved complete or 
near-complete resolution of symptoms 
up to 24 hours post-dosing (p=0.022). 
Symptom improvement at four hours, as 
measured by the treatment outcome score 
(TOS), showed significant improvement 
over placebo (p=0.003). In addition, the 
MSCS and TOS scores continued to show 
improvement over placebo after 24 hours 
(p=0.039 and p=0.029, respectively).

DX-88 was well tolerated and no 
drug-related serious adverse events were 
reported. Adverse events were generally 
mild to moderate and transient and there 
were no injection site reactions, reports of 
anaphylaxis or hypersensitivity reactions. 
The most common adverse events were 
nausea, vomiting and headache.

Last year, Dyax announced that DX-88 
had succeeded in its first Phase III trial, 
the 72-patient, EDEMA3 trial (Scrip 
Online April 27th, 2007). In contrast to 
the EDEMA4 trial, EMEDA3 had TOS as 
its primary endpoint and MSCS score as a 
secondary endpoint (and met both, p=0.021 
and p=0.024, respectively). The change in 
endpoint followed a recommendation by 
the US FDA, Dyax said.

DX-88 is a recombinant agent 
administered by subcutaneous injection. 
Dyax said that its market research suggests 
that its profile matches well with what 
HAE patients desire in a treatment. 
Other treatments in development are 
intravenous therapies and a number are 
plasma-derived products, which can carry 
a risk of viral contamination.

HAE
HAE is a genetic disorder which causes 
recurrent attacks of inflammation in 
the extremities, face, urogenital tract, 
abdomen and larynx, and laryngeal 
attacks can be fatal. It is thought to affect 
up to 75,000 people in the US and Europe. 
It is caused by a deficiency of the plasma 
protein C1 esterase inhibitor, which in 
healthy people decreases activity of the 
systems responsible for the inflammation 
seen in HAE. 

Dyax said that no objective evaluation 
exists to characterise HAE attacks. The 
frequency, duration, and severity of 
these attacks are unpredictable and vary 
considerably and patients frequently 
experience multiple attacks of different 
severities at several sites in the body. The 
company therefore developed the patient-
reported outcome measurements used in 
this trial. Trials of other treatments under 
development for HAE have examined 
time to onset of symptom relief. Dyax 
said it believes that the patient-reported 
measures it has developed, and the 
resulting data, accurately reflect the 
progression and the response to therapy 
of the single- or multiple-symptom HAE 
attack profile and that the completion of 
DX-88’s clinical development programme 
validated the use of these outcomes.

current treatment
There are no specifically approved 
therapies in the US for HAE. This is due 
in part to the small patient population and 
the failure of trials to demonstrate efficacy. 
HAE is currently managed in the US 
with anabolic steroids to prevent attacks, 
pain management, rehydration and 
antifibrinolytics, although patients often 
have to wait for the swelling to subside.

For 30 years, C1 inhibitor therapy 
has been the standard of treatment in 
several European countries, including 
Germany, Austria and Switzerland, where 
CSL Behring’s C1-1NH (Berinert) is 
marketed. Berinert is a human plasma-
derived product which CSL Behring has 
filed in the US and Canada. Other C1 
inhibitors in development include Lev 
Pharmaceuticals’ Cinryze and Pharming’s 
Rhucin, which is produced in the milk of 
transgenic rabbits.

Cinryze was filed in the US last year 
and was recommended for approval by a 
US FDA committee in May. Pharming’s 
EU filing for Rhucin was rejected by the 
CHMP last December. A Phase III trial in 
Canada and the US in HAE patients met 
its primary and secondary endpoints. 

DX-88 acts later in the inflammatory 
cascade than these agents, inhibiting 
kallikrein, an enzyme involved in the 
regulation of inflammatory and blood 
clotting processes. Jerini also has an 
HAE candidate which acts later in the 
inflammatory cascade than the C1 
inhibitors, the bradykinin B2 antagonist 
icatibant. This was given a positive 
opinion by the EU’s CHMP in April 
and Jerini is planning to launch it in EU 
markets in the third quarter of this year. 
However, the product has been deemed 
not approvable by the FDA. 

DX-88 has also been studied in a Phase 
I/II trial for prevention of blood loss 
during on-pump coronary artery bypass 
graft surgery. In April, Dyax licensed 
DX-88 to Cubist Pharmaceuticals for 
surgical indications in Europe and North 
America.

tom.moberly@informa.com

Meeting

The Asian Patent Attorneys Association 
(APAA) will hold its 55th Council 
Meeting on October 18th–21st at Suntec 
Singapore in Suntec City, Singapore. The 
meeting will include business sessions 
and standing committee meetings, and 
cover topics including anti-counterfeiting, 
copyright, designs and IP rights. For more 
information, visit www.apaa2008.com.

Dyax’s HAE drug succeeds in second phase III trial
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A novel cancer immunotherapy, 
blinatumumab, being developed 
by Micromet and MedImmune 
(AstraZeneca) has shown encouraging 
results in an early clinical trial in patients 
with non-Hodgkin’s lymphoma (NHL), 
almost all of whom had relapsed under 
treatment with rituximab (Roche/
Genentech’s Rituxan).

The researchers, led by Ralf Bargou 
from the University of Wurzberg, 
Germany, said they were encouraged to 
see a dose response with the drug, and 
moreover, to see that all seven patients 
treated at the highest dose (0.060mg/m2 
per day) in the ongoing 38-patient Phase 
I trial, which was published recently in 
Science, showed objective responses. 
Out of the 38 patients overall, there were 
11 responses (four complete and seven 
partial), all occurring at doses of 0.015 
mg/m2 per day or higher. The longest 
duration so far of a complete response 
is 13 months, although the duration of 
complete responses will be updated at the 
American Society of Hematology (ASH) 
meeting in December. Unlike with some 
other immunotherapies, no autoimmune 
phenomena have thus far been observed, 
and the drug was relatively well-tolerated, 
with occasional CNS side-effects being 
reversible during or after treatment. The 
high response rate observed so far is rare 
for refractory disease, experts said.

Blinatumomab (MT103/MEDI-538), a 
bispecific T cell-engager (BiTE), is also 
currently being evaluated in a small Phase 
II trial in acute lymphoblastic leukaemia 
(ALL). 

Anthony Tolcher, director of clinical 
research at South Texas Accelerated 
Research Therapeutics (START), who is an 
advisor to the company but is not himself 
conducting clinical trials with the drug, 
called the results in NHL “very provocative”. 
“They are head and shoulders above results 
seen with other cancer immunotherapy…
they open up a new platform for 
immunotherapy “, he told Scrip. 

 BiTE antibodies activate a patient’s 
T cells to seek out and destroy cancer 
cells by transiently tethering resting T 
cells to tumour cells. Blinatumomab 
has dual specificity for CD19, expressed 
on the cancerous B-cells in NHL, 

and CD3, expressed on all T cells. It 
is BiTE antibodies’ specificity for the 
target antigen which distinguishes 
them from the older, more traditional 
“blunt instruments” used in cancer 
immunotherapy, like IL-2, as well as newer 
approaches like anti-CTLA-4 monoclonal 
antibodies (being developed by Pfizer 
and Medarex) that “break a tolerance to 
the immune system”, Dr Tolcher said. It 
is their target specificity which results in 
improved efficacy and reduced toxicity 
compared with these, he added.

Patrick Baeuerle, Micromet’s chief 
scientific officer, told Scrip that the 
company had chosen CD19 as a target 
antigen (rather than CD20, for example, 
which is rituximab’s target), because it 
is expressed by a wider range of B-cell 
malignancies, including almost all 
subtypes of NHL and B-cell leukaemias. 
The company chose CD3 as the target 
on T cells, Dr Baeuerle said, because it is 
expressed on every T cell in the body.

The idea of a T cell-engaging antibody 
has been around for decades, and some 
have reached the stage of clinical testing, 
including another CD3 x CD19 bispecific 
antibody. However, few have proven 
effective, said Dr Baeuerle, attributing 
the success so far of blinatumomab to the 
“architecture of the molecule, including its 
size and the way it is binding CD19”.

BiTE antibodies, of which Micromet is 
developing several, are unique compared 
with conventional monoclonal antibodies 
as well as other immunotherapy 
approaches to cancer. Monoclonal 
antibodies are not able to directly recruit 
T cells as they lack Fc-γ receptors, and 
they kill instead by activating other 
immune cells or by blocking specific 
signalling pathways which the cancer cell 
may be dependent on for survival.

The main difference from other 
immunotherapies, said Dr Baeuerle, is that 
they may be able to evade many different 
methods of immune escape that the 
tumour uses to avoid recognition by T cells. 

Therapeutic cancer vaccines, for 
example GSK’s MAGE-A3 vaccine, which 
combines the tumour antigen MAGE with 
an immunostimulatory adjuvant, will 
only work if the tumour cells present the 
broken down MAGE-A3 protein on their 

cell surface, with MHC Class I molecules. 
However, various mechanisms of immune 
escape could mean that there is no 
presentation of the antigen to the T cell.

BiTE antibodies are likely to bypass many 
of the common escape mechanisms, said 
Dr Baeuerle, as they do not need antigen 
presentation by MHC class I molecules; 
like traditional antibodies they bind to 
antigens that are normally present on the 
cell’s surface, such as CD19. Additionally, 
they evoke a response in all T cells, rather 
than tumour-specific T-cell clones. 

The only way of immune escape 
from BiTE antibodies would be if the 
tumour cell, in this case the lymphoma 
cell, stopped expressing CD19. This, 
said Dr Baeuerle, was unlikely, as CD19 
is expressed on almost all NHL cells, 
meaning that it was probably necessary for 
lymphoma cell survival.

Dr Tolcher was somewhat more 
cautious: “It is too early to say if BiTE 
gets around immune escape”. But, he 
added, “bringing immune system cells 
into close proximity of the tumour gives 
it an advantage in bypassing a number of 
escape mechanisms”.

In addition to therapeutic cancer 
vaccines, some researchers have recently 
treated melanoma, with some success, 
with an infusion of autologous tumour 
derived T cells. While this serves as proof 
of concept that T cell therapy can be 
active in solid tumours, said Dr Baeuerle, 
it is faced with the same limitation as the 
therapeutic cancer vaccines.

The company has another BiTE antibody 
in a Phase I trial in solid tumours. The 
antibody in this case binds to the antigen 
EpCAM, expressed on the surface of many 
solid tumours, and also again to CD3. 

“It is early days for EpCAM…we need 
to see if its specificity for tumour cells is 
enough,” said Dr Tolcher. Even if EpCAM 
does not succeed, other tumour cell specific 
targets could be found and used with BiTE 
technology - HER2, for example. “It is the 
beginning of the technology platform,” 
he said, adding that there were more 
complexities with solid tumours in terms of 
the delivery of immune cells into the tumour 
microenvironment and the penetration of 
the tumour by the monoclonal antibody.

malini.guha@informa.com

novel cancer immunotherapy shows early promise
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• Acute nociception models

• Chronic neuropathic pain: Bennett and Chung models

• Acute inflammation: formalin, carrageenan

• Chronic inflammation: Freund’s adjuvant

• Postoperative pain: Brennan model

• Visceral pain: colonic distension

Please contact Martine Lemaire or Erika Leger
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Cv impact of diabetes treatment still uncertain
Clinicians’ understanding of the impact 
of diabetes medicines on cardiovascular 
risk has been further muddied by mixed 
results from a meta-analysis involving over 
100,000 patients. The study, published in 
this month’s Diabetes Care, includes data 
from nine studies and 101,733 patients. 
It found that the relative risks of all-cause 
mortality and cardiovascular mortality 
were not significantly increased for 
patients given combination treatment with 
metformin and a sulfonylurea. However, 
the risk of cardiovascular hospitalisation 
or cardiovascular mortality (a composite 
endpoint) was increased by 43% with this 
combination treatment (RR 1.43, 95% CI 
1.10-1.85). This increased risk was seen 
whether the combination was compared 
with diet, metformin monotherapy or 
sulfonylurea monotherapy. 

The researchers, led by Dr Ajay Rao of 
Tulane University in New Orleans, point 
out that patients on combination therapy 
are likely to have either a more rapidly 
progressive form, or longer duration, 

of diabetes, or both. Previous studies 
examining the impact of metformin and 
sulfonylureas on cardiovascular outcomes 
have had conflicting results. Some studies 
have found an increased risk, others have 
shown no association and others have 
reported a reduced risk.

The effect of diabetes medicines on 
cardiovascular risk has been the subject 
of increasingly close scrutiny. A meta-
analysis published last year suggested that 
GlaxoSmithKline’s Avandia (rosiglitazone), 
a thiazolidinedione, was associated with a 
significantly increased risk of heart attacks 
and also an increased risk of cardiovascular 
death, which just missed significance. 
The US FDA subsequently asked that a 
“black box” warning about cardiovascular 
risk be added to the product’s label. In 
June, results from two large trials (the 
10,251-patient ACCORD study and 
the 11,140-patient ADVANCE study) 
showed that intensive diabetes treatment 
did not reduce cardiovascular events 
and might be associated with increased 

mortality. In addition, last month, the 
FDA’s endocrinologic and metabolic 
drugs advisory committee recommended 
that all drugs in development for type 2 
diabetes should undergo long-term safety 
trials to examine cardiovascular risks. The 
committee also recommended that some 
currently marketed diabetes medicines, 
particularly newer agents such as Lilly/
Amylin’s GLP-1 analogue Byetta (exenatide) 
and Merck & Co’s DPP-4 inhibitor Januvia 
(sitagliptin) should undergo long-term 
cardiovascular safety testing. 

The authors of this new meta-analysis 
emphasise that a study like theirs has 
limitations and serves only to examine 
published data to generate hypotheses. 
“Such analysis should not be used as a basis 
for clinical decisions,” they say. “We hope 
that our analysis will prompt the planning 
of future clinical trials to determine not 
only the value of good glycaemic control, 
but also the safest and most cost effective 
way to achieve glycaemic control.”

tom.moberly@informa.com
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PTC Therapeutics’ PTC124, a novel 
investigational treatment for cystic 
fibrosis, is able to reduce the ion transport 
abnormalities seen in the condition, Phase 
IIa results suggest.

Cystic fibrosis results from the absence 
or dysfunction of the cystic fibrosis 
transmembrane conductance regulator 
(CFTR) channel, which regulates 
transport of sodium and chloride ions 
across cell membranes. In about 10% 
of patients worldwide, and in about 
50% of patients in Israel, the condition 
results from a nonsense mutation - DNA 
mutations that cause premature stop 
codons in the mRNA transcript of the 
CFTR protein. PTC124, a small molecule, 
has been developed to induce ribosomes 
to ignore these premature stop codons 
during mRNA translation, leading to the 
production of functional CFTR, while 
also allowing ribosomes to read normal 
stop codons. The drug therefore tackles 
the underlying cause of the disease, rather 
than simply treating its symptoms.

In the 23-patient Phase IIa study, results 
of which have been published online by 
The Lancet, PTC124 showed statistically 
significant improvements from baseline 
on measures of CFTR activity, which the 
company hopes will result in improved 
clinical outcomes, and will be evaluated in 
a Phase IIb placebo-controlled trial.

Previous Phase II studies of PTC124 
have had mixed results. A Phase IIa study 
of similar design was conducted at five 
sites in the US. Although benefits were 
also seen in that study, they did not reach 
statistical significance. A Phase II study 
in children showed statistically significant 
improvements in CTFR function with 
PTC124. 

In the trial published in The Lancet, 
patients were given two 14-day cycles 
of oral PTC124 with a 14-day washout 
period between treatment periods. The 
trial was an open-label study conducted in 
Israel in which all patients were given the 
study drug and patients acted as their own 
controls. The researchers, led by Dr Eitan 
Kerem of the Hadassah Hebrew University 
Hospital, Jerusalem, say that any impact 
of treatment could be attributed to the 

pharmacological activity of PTC124 
because all study patients had abnormal 
nasal potential differences at baseline 
and patients who have cystic fibrosis 
caused by nonsense mutations rarely 
show a spontaneous recovery of chloride 
transport function.

The primary outcome of the study was 
made up of three components measured 
before and after each 14-day treatment 
period: change in chloride transport of at 
least –5mV; proportion of patients who 
entered the normal range for chloride 
transport; and change in chloride 
transport as assessed by transepithelial 
nasal potential difference. Patients were 
over 18 years old and were genotyped to 
confirm their cystic fibrosis was caused by 
a CFTR nonsense mutation. 23 patients 
were given PTC124 in the first period 
and 21 of these also completed the second 
cycle. 

A change in chloride response of 
at least –5mV was recorded in 16 
of 23 patients in the first treatment 
period and in eight of 21 patients in 
the second period (p<0.0001 for both 
periods). The number of patients with 
chloride transport within the normal 
range changed from 0 to 13 patients 
(0% to 57%) in the first treatment 
cycle (p=0.0003) and from two to nine 
(10% to 43%) in the second treatment 
cycle (p=0.02). There was a change in 
transepithelial nasal potential difference 
of -7.1mV in the first treatment period 
(p<0.0001) and of –3.7mV in the second 
treatment period (p=0.032). Adverse 
events were mild or moderate and 
no drug-related adverse events were 
recorded.

The researchers argue that the smaller 
improvements in nasal potential difference 
in the second period are unlikely to be 
due to a decreased drug response. No 
such effect was seen in preclinical studies 
assessing long-term exposure to PCT124, 
they say. They suggest that sequential 
assessments of nasal potential difference 
may have affected other epithelial cell 
receptors and that this (along with factors 
such as excessive nasal inflammation and 
technical issues associated with repeated 

testing) may have reduced their test’s 
sensitivity to changes in nasal potential 
difference.

Other outcome measures assessed 
included forced expiratory volume in 
one second (FEV1), forced vital capacity 
(FVC) and body weight (as patients with 
cystic fibrosis have problems maintaining 
nutrition). Patients showed statistically 
significant improvements over baseline 
on these measures after the first treatment 
period (p=0.037, p=0.027 and p<0.0001, 
respectively), but there were no further 
improvements of statistical significance 
after the second treatment period. The 
researchers point out that, although 
changes in these parameters suggest clinical 
effects of PTC124, they could also result 
from other changes associated with patients 
involved in a trial and so would need to be 
assessed in larger, placebo-controlled trials. 

wide potential
PTC believes that PTC124 could have 
benefits in a wide range of genetic 
disorders caused by nonsense mutations. 
It is in Phase II development for 
Duchenne muscular dystrophy (an 
estimated 15% of DMD cases are caused 
by nonsense mutations) and PTC has 
said it has catalogued over 1,800 distinct 
genetic disorders in which nonsense 
mutations are the cause of the disease 
in a significant proportion of patients, 
including spinal muscular atrophy, 
haemophilia, neurofibromatosis and 
retinitis pigmentosa.

Other drugs in development for cystic 
fibrosis include Inspire Pharmaceuticals’ 
denufosol, which is designed to enhance 
lung mucosal hydration (by stimulating 
the P2Y2 receptor), and Pharmaxis’s 
Bronchitol, a dry-powder formulation 
of mannitol for inhalation, which draws 
water into the airway surface liquid of the 
lungs, reducing the viscosity of the lung 
mucous, improving lung hydration and 
helping to restore normal lung clearance 
mechanisms. By restoring CFTR function, 
PTC124 is expected to also improve lung 
hydration and restore the lung’s clearance 
mechanisms.

tom.moberly@informa.com

pTC’s cystic fibrosis drug shows benefit in phase IIa



WHO WILL WIN ?
TAKE PART IN THE LEADING EVENT IN THE  

PHARMACEUTICAL INDUSTRY CALENDAR TO FIND OUT

T H E  4 T H  A N N U A L  S C R I P  A W A R D S

For priority seating, contact 
Fergus Gregory, Sales Manager 

Telephone: +44 (0)20 7017 6773
fergus.gregory@informa.com

WWW.SCRIPAWARDS.COMSponsored by:

WEDNESDAY DECEMBER 10TH 2008

7014_A4_table_mono.indd   1 30/6/08   10:32:09



12 August 22nd 2008  www.scripnews.com © Informa UK Ltd 2008

pOliCy & regulaTiOn

nICE proposes 
limited febuxostat 
use in gout
Ipsen’s Adenuric (febuxostat, 
licensed from Teijin Pharma) is to be 
recommended as a treatment option 
in England and Wales for patients with 
chronic hyperuricaemia in gout only if 
they are intolerant of allopurinol or for 
whom the older drug is contraindicated. 
The National Institute for health and 
Clinical Excellence, which evaluates 
technology for the national health service, 
has softened its original draft guidance, 
which ruled out all new Adenuric use in 
NHS patients.

The NICE appraisal committee referred 
to current clinical practice in its evaluation 
of the evidence for using Adenuric. It 
noted that allopurinol is used as standard 
first-line therapy and that febuxostat “was 
a plausible improvement” on current 
second-line options – benzbromarone, 
sulphinpyrazone and probenecid – 
which are used when allopurinol is 
not appropriate. But it also discussed 
febuxostat as an alternative to allopurinol 
as first-line therapy, concluding that 
up-titrated allopurinol (to a maximum of 
900mg/day) should be considered as the 
best-practice comparator.

Overall, the committee found that 
febuxostat had been shown to be more 
effective than fixed-dose allopurinol in 
lowering serum uric acid concentration, 
but that it was not more clinically or 
cost-effective compared with up-titrated 
allopurinol.

The institute’s proposed guidance 
allows febuxostat to be used only in 
patients who are intolerant of allopurinol 
– those who experience side-effects that 
are sufficiently severe to warrant its 
discontinuation or to prevent full dose 
escalation – or for whom allopurinol is 
contraindicated. Febuxostat has not been 
recommended where allopurinol is merely 
ineffective in lowering the serum uric acid 
concentration below the saturation point.

NICE’s failure to recommend Adenuric 
– which could be finalised in September, 
barring a successful appeal against this 
new draft guidance – will be considered 
for review in August 2011. 

james.mills@informa.com

New guidelines on treating different 
stages of breast cancer proposed by the 
National Institute for health and Clinical 
Excellence, which evaluates technologies 
for the national health service in England 
and Wales, have identified gaps in current 
research on different types of therapy.

Although NICE has already issued a 
series of technology assessments and 
clinical guidelines relating to breast cancer, 
the two clinical guidelines just released for 
consultation take a comprehensive view of 
available treatments and the circumstances 
in which one course of treatment should 
be preferred to another. Available evidence 
for each of the guidelines was reviewed 
by a guideline development group, and 
each of these groups has appended 
recommendations for further research to 
its draft.

In draft guidance on the diagnosis 
and treatment of early and locally 
advanced breast cancer, the institute urges 
further research into the role of Roche/
Genentech’s Herceptin (trastuzumab) “in 
adjuvant therapy without chemotherapy, 
scheduling and duration of treatment in 
patients also receiving chemotherapy, and 
primary systemic treatment”.

In HER2-positive, invasive breast 
cancer, trastuzumab dosed three times 
weekly for 12 months is routine adjuvant 
therapy, where appropriate, following 
surgery, chemotherapy and radiotherapy, 
the draft guideline notes, adding that 
more effective or cost-effective regimens 
need further study. “There are few studies 
assessing the role of trastuzumab as a 
primary systemic treatment and even less 
using it in hormone receptor-positive 
patients treated with hormone therapy 
alone and no chemotherapy,” the draft 
continues.

It also makes recommendations 
for further research into optimum 
treatment of the axilla, different aspects 
of radiotherapy, cognitive behavioural 
therapy and follow-up mammography.

The institute’s draft guideline addressing 
the diagnosis and treatment of advanced 
breast cancer recommends that the “use 

of continued trastuzumab in patients with 
progressive metastatic disease should be 
investigated”. It notes a lack of evidence 
about “whether continuing trastuzumab is 
effective in prolonging survival in HER2-
positive patients who develop progressive 
disease outside the central nervous 
system during or after first-line treatment 
with trastuzumab and cytotoxic 
chemotherapy”.

The second guideline also recommends 
randomised, controlled trials to assess 
whether patients who have had adjuvant 
trastuzumab should receive further 
biological response modifiers.

Among its other recommendations 
for further research in advanced breast 
cancer, NICE mentions trials investigating 
endocrine therapy.

“Although there is good evidence 
to support the use of third-generation 
aromatase inhibitors for postmenopausal 
women with oestrogen receptor-positive 
tumours, there is little evidence to 
determine what is the best sequence of 
alternative hormone treatments when they 
progress,” the institute says.

Different sequences of chemotherapy 
should also be researched, NICE says. 
Additionally, “the problem of how best to 
manage uncontrolled local disease is very 
poorly addressed by the current evidence”. 
For this latter research recommendation, 
the institute suggests a national register 
might be useful.

james.mills@informa.com

Russia and Cuba to 
collaborate on biotech

Pharmapark and Pharmstandard, 
two Russian companies that make 
biotechnological products for healthcare, 
have signed two memoranda with the 
Cuban centre for genetic engineering and 
biotechnology. The parties are expected to 
focus on the development and production 
of combined multifunctional vaccines in 
Russia. The agreements were made during 
a recent visit of a Russian government 
delegation to Havana. 

nICE recommends more Herceptin 
research
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A federal appeals court ruling upholding 
the US FDA’s ability to regulate 
compounded medicines as new drugs has 
created different enforcement standards for 
compounding pharmacies throughout the 
country and could spur an appeal to the 
US Supreme Court to resolve the conflict.

Last month, the Louisiana-based Fifth 
Circuit US Court of Appeals ruled that 
compounded drugs are not uniformly 
exempt from the Food, Drug and 
Cosmetic (FD&C) Act’s requirements 
for new drugs. However, the products 
are exempt from the law’s adulteration, 
misbranding and drug approval provisions 
if they meet certain conditions that were 
included in the 1997 Food and Drug 
Modernization Act (FDAMA).

The three-judge panel vacated the 2006 
decision of a Texas federal judge, who 
said that compounded drugs created 
for an individual patient pursuant to a 
prescription are “implicitly” exempt from 
the FD&C Act’s new drug requirements 
(Scrip Online, June 5th, 2006). The 
Texas court’s ruling was a big victory 
for compounding pharmacies, which 
customise prescriptions for patients 
according to doctors’ orders. The FDA has 
sought to crackdown on those pharmacies 
it believes to be performing large-scale 
manufacturing of unapproved products 
or copies of commercially available, FDA-
approved products.

For compounded drugs to fall 
within the FDAMA exemption from 
enforcement, they must be made in 
response to a valid prescription for an 
identified patient. The drugs can only 
be made in limited quantities and from 

approved ingredients that meet certain 
manufacturing and safety standards, and 
pharmacists may not compound regularly, 
or in inordinate amounts, drugs that 
are essentially copies of commercially 
available products.

FDAMA also contained a requirement 
that prescriptions must be “unsolicited”, 
and that a pharmacy may not advertise 
or promote the compounding of any 
particular drug or class of medicines, 
although it could advertise the availability 
of compounding services in general.

However, in 2001 the Ninth Circuit 
US Court of Appeals in California said 
FDAMA’s solicitation and advertising 
prohibitions were an impermissible 
regulation of commercial speech. The 
court, ruling in the Western States Medical 
Center case, said the restrictions were 
unconstitutional and could not be severed 
from the rest of the FDAMA provisions 
on compounded medicines, causing the 
entire section of the law to be invalid. The 
US Supreme Court affirmed the Ninth 
Circuit’s ruling that the promotional 
restrictions were unconstitutional but did 
not rule on whether they could be severed 
from the other elements of FDAMA 
applicable to compounded drugs.

In 2002 the FDA issued a revised 
compliance policy guide explaining 
how it would address pharmacy 
compounding in light of the Western 
States decision. The document outlined a 
list of factors the FDA would consider in 
determining whether to take enforcement 
action when the scope and nature of 
a pharmacy’s activities raise the types 
of concerns generally associated with 

drug manufacturing. FDA regulation of 
compounding pharmacies under these 
guidelines led to the lawsuit that resulted 
in the Fifth Circuit’s decision.

However, the Fifth Circuit said 
the unconstitutional and invalidated 
advertising and solicitation provisions 
in FDAMA could be severed from the 
remainder of the compounding pharmacy 
provisions in the statute, which the court 
deemed valid. This brings the Fifth Circuit 
into conflict with the Ninth Circuit, which 
held that all of the FDAMA compounding 
provisions were void.

The FDA and the Justice Department 
are evaluating the Fifth Circuit’s opinion. 
In the meantime, the agency will follow 
the court’s decision in those states that are 
part of the Fifth Circuit and with regard 
to the pharmacy plaintiffs that filed the 
lawsuit. Elsewhere, however, the agency 
will continue to follow the enforcement 
approach reflected in its 2002 compliance 
policy guide.

The International Academy of 
Compounding Pharmacists said the 
appellate court split created by the Fifth 
Circuit decision means that different law 
now applies to pharmacies within that 
regional circuit, and the group predicted 
that the FDA will have a hard time 
enforcing different standards throughout 
the country.

Either the FDA or the plaintiffs could 
seek an en banc rehearing by all judges 
on the Fifth Circuit or appeal to the 
Supreme Court. Rulings that lead to a split 
within the federal appellate circuits are a 
common reason for high court review.

sue.sutter@informa.com

pharmacy compounding case could head to court
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Medco Health Solutions, a US pharmacy 
benefits manager which manages 
prescription benefits for one in five 
Americans, has entered a partnership with 
the US FDA to study genetic testing as it 
relates to prescribing physicians.

The goal is to add to the research 
needed to expand pharmacogenomics 
and personalised medicine. 
Pharmacogenomics focuses on how 
genetic variations influence patient 
response to drugs.

Targeted medicine based on an 
individual’s genetic profile has the 
potential to be attractive to US payers and 
providers, but it has long been accepted 
that there will be a gradual rather than 
a revolutionary movement towards 
implementing the few pharmacogenomic 
tests currently on the market. Payers could 
benefit in the following ways: they would 
not have to pay for ineffective medicines; 
the current “trial and error” search for the 
right medicine or the correct dose could 
be removed; and high-risk patients could 
be treated early, possibly avoiding some 
hospitalisations.

Dr Robert Epstein, Medco’s chief 
medical officer, would like Medco to 
facilitate the uptake of genetic tests 
wherever the science has demonstrated 
benefits.

The two-year agreement calls for Medco 
to deliver reports to the FDA about 
pharmacogenomic testing, including 
physician participation in such testing and 
the usefulness of the tests in prescribing 
medicines. Medco says it will derive its 

reports from clinical settings, including 
one that will examine whether physicians 
are willing to change the dose of a 
prescription based on a genetic test result. 
The areas to be studied will be determined 
this autumn, and may include oncology. 
The FDA said one of the goals is to 
improve drug dosing.

Medco’s extensive database of pharmacy 
claims will supply a large portion of the 
data to be used in the reports to the FDA. 
The company plans to submit portions of 
its research to peer-reviewed journals.

Medco has an ongoing research 
collaboration with the Mayo Clinic aimed 
at determining the patient safety and 
cost-savings potential of genetic testing 
with warfarin in a community-based 
practice setting; warfarin is notoriously 
difficult to dose. DNA from more than 
1,000 patients’ blood samples is being 
shipped to Mayo for genetic testing. 
Medco expects to complete the study next 
year. An estimated one third of patients 
receiving warfarin (Bristol-Myers Squibb’s 
Coumadin and generics) metabolise the 
drug differently than expected – and it 
is the second most common drug, after 
insulin, implicated in emergency room 
visits for adverse drug events.

When the trial was announced last year, 
Dr Epstein stated that he had no trouble 
having employers and payers agree to 
the study. Medco data showed that if 
patients needed to have their warfarin 
dose changed more than once, meaning 
physicians were not getting the dose 
right on the first two attempts, their risk 

of being hospitalised for complications 
jumped from 20% to 31%.

It is predicted that warfarin could prove 
to be one of the first areas where patients 
start demanding personalised medicine.

Last August, the FDA stopped short 
of requiring genetic tests for patients on 
warfarin – but it did change the US labels 
for the product to state that a lower initial 
warfarin dose should be considered for 
patients with certain genetic variations; 
it also noted the need for more studies 
to explore the precise starting dose for 
these patients (Scrip Online, August 17th, 
2007). Despite the caveats, commercial 
labs offer tests for the two variants and 
the new information has been used to 
refine the way physicians use warfarin. 
Recently, Dr Raymond Woosley, president 
of the Critical Path Institute, a private 
organisation working with the FDA on 
the subject, told US News & World Report 
that the test could save $1.1 billion in 
healthcare costs.

Medco has also been working with 
LabCorp to study the use of gene testing 
with the breast cancer agent tamoxifen. 
Completion of that study is expected this 
year.

nancy.faigen@informausa.com

Meeting

Management Forum is holding a 
conference on the Design and Conduct 
of Respiratory Clinical Trials in London 
on November 3rd-4th. For further details, 
visit www.management-forum.co.uk.

fDA and Medco to study adoption of genetic testing
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Banning drugs is a blunt tool, US group says
When the US FDA uses the blunt tool 
of banning drugs that are not safe for all 
patients, it does a disservice to physicians 
and patients, as there will always be 
patients who lie outside the average, 
argues a non-profit policy organisation.

Physician Dr Jerome Arnett and senior 
fellow Gregory Conko of the Washington, 
DC-based Competitive Enterprise 
Institute, which examines issues from a 
free-market perspective, call for reform 
at the agency. They state that the FDA’s 
structure does not allow it to take into 
account differences in effectiveness, side-
effects and drug interactions for individual 
patients, and believe that the agency 
should encourage a more personalised 
approach to treatment.

There have been instances of 
overreaction, they note, including the 
removal of Merck & Co’s Cox-2 inhibitor 
Vioxx (rofecoxib) in 2004 after a post-
approval study showed that patients who 
took it for more than 18 months were at 
an increased risk for heart attacks and 

strokes. A CEI survey released in January 
2007 found that 80% of the orthopaedic 
surgeons polled would like to have Vioxx 
available again, since some patients cannot 
find a satisfactory alternative. The CEI 
charges that some patients would choose 
to resume its use, with informed consent 
about its side-effects. 

Following the banning of Vioxx, 
the authors note that the Government 
Accountability Office (GAO) 
recommended that the FDA revise its 
decision-making process for major 
postmarketing safety actions. Additionally, 
the FDA commissioned the National 
Academies’ Institute of Medicine to 
evaluate its drug safety system, including 
oversight of postmarketing drug safety. In 
a 2006 report, the IOM concluded that the 
FDA approved drugs too quickly and was 
too slow to remove them from the market 
when they proved inordinately risky. 
These reports led to the creation of the 
agency’s drug oversight board, RiskMAPS 
and risk evaluation and mitigation 

strategies (REMS), and extended safety 
studies to 18 months following a drug’s 
approval.

“Unfortunately, neither the GAO nor 
the IOM report sufficiently accounted for 
the very real harm to patients that would 
result from approving drugs more slowly 
or removing them from the market more 
rapidly, so the recommended expansion of 
FDA’s regulatory powers will not solve that 
agency’s problems,” the authors stated. 

Ultimately, the authors emphasise that 
pharmacogenomics will change the whole 
picture, since personalised medicine 
will move more to the forefront. “This 
rapidly increasing ability of physicians 
to identify differences among patients 
is making FDA’s role as gatekeeper 
less, not more, important,” they wrote. 
“Pharmacogenomics will put more – and 
more specialised and individualised – 
patient information in the hands of clinical 
physicians, while lessening any claim to 
specialised knowledge by FDA scientists.”

 nancy.faigen@informausa.com

Spain is to play a leading role in a 
European initiative to digitise clinical 
histories, says the health ministry. The 
Smart Open Services project (SOS) aims 
to make it easier for patients from 12 
countries to receive medical assistance 
based on their medical history when away 
from home.

The project will allow healthcare 
professionals to electronically access 
information on a patient from another 
country and allow pharmacists to process 
prescriptions issued in other participating 
countries.

Crucially, all information should be 
accessible in the professional’s mother 
tongue. This should help eliminate 
potential language barriers for patients 
who find themselves with insufficient 
medical supplies while abroad. 

Spain has proved one of Europe’s leaders 
in digitised clinical histories (DCH). 
The concept has received much support 
from central government there, while 
all autonomous regions have developed 

projects that plan for its use. The country 
also boasts a central communication node 
that ensures the interoperability of all data 
between the regions.

This node will also support a national 
health system DCH project due to be 
tested in October.

Spanish experts will lead three 
important working groups. One will try 
to define the information that should 
be regarded as essential and therefore 
included in a patient’s DCH. Another will 
help define the conditions that should 
be common throughout participating 
countries and a third will look into 
electronic prescriptions. 

SOS is to run for three years and 
will receive around €22 million, half 
of which will come from the European 
Commission, and the remainder from 
participating countries.

These include Austria, Switzerland, 
the Czech Republic, Germany, Denmark, 
France, Greece, Italy, the Netherlands, 
Slovakia and the UK. 

During the first phase of the project, all 
DCH systems in participating countries 
will be assessed and legal aspects such as 
data protection considered. Also in the 
first stage, technical specifications are to 
be developed to make sure the system is 
secure. The second phase, which should 
start in 2010 and last only a year, will see 
the system tested in real-life situations.

francesca.bruce@informa.com

Suven gets certificate of 
suitability for tamsulosin

Suven Life Sciences has received a 
certificate of suitability (CEP) from the 
European Directorate for the Quality 
of Medicines (EDQM) for its active 
pharmaceutical ingredient tamsulosin 
hydrochloride. Suven expects the CEP 
to simplify and ease the registration 
procedures for its customers. CEPs are 
recognised by member states of the EU 
and countries like Australia, Canada and 
Switzerland.

Spain to lead in digitising clinical history across Europe
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By the end of June, rural counties across 
31 provinces, autonomous regions and 
areas managed directly by the central 
government in China had implemented 
a new rural co-operative healthcare 
insurance programme, reaching the 
scheme’s target of full coverage of such 
areas six months ahead of the deadline set 
by the ministry of health.

Although the total number of those 
enrolled in the voluntary scheme is not yet 

known, the programme was introduced by 
the central government in 2003 with the 
aim of helping the 800 million or so rural 
farmers in China with little or no access to 
health insurance pay for the treatment of 
serious major diseases and hospitalisation. 

Those taking part initially paid an 
annual personal premium of Yuan10 
($1.43), with local governments providing 
a further Yuan40 per year. In 2008, the 
per capita local government payment was 
increased to Yuan80 and the personal 
premium doubled to Yuan20. So far this 
year, all local governments have managed 
to meet their contribution, although not 
all provinces have been able to reach 
the Yuan20 personal premium because 
of significant economic disparities, new 
figures reveal.

While 12 economically developed 
regions including Beijing, Shanghai 
and Guangdong managed to achieve 
the Yuan100 total contribution, the 
government has allowed the remaining 19 
areas to delay implementing the increase 
in personal premiums until 2009. 

Figures for the first half of 2007 show 
that the biggest single reimbursement cost 

under the scheme was for hospital bills, 
which accounted for 83% of the total. There 
are also plans to set aside specific funds to 
increase coverage for physician visits and 
to extend payments to chronic disorders 
rather than just major acute diseases and 
hospital stays, local reports state. 

With tangible benefits for those 
enrolled and their families – who 
might otherwise have faced financial 
difficulties – the subsidised insurance 

programme is proving attractive to an 
increasing numbers of participants. 
With steadily increasing funding and 
coverage of a huge population, what is 
currently a comparatively small drug 
market might in future prove increasingly 
attractive to domestic and international 
pharmaceutical companies.

cindy.li@dracohealthcare.com

British Columbia latest to 
offer Seroquel xR

The British Columbia government has 
added AstraZeneca’s schizophrenia drug 
Seroquel XR (quetiapine fumarate) to its 
PharmaCare formulary, joining Quebec 
and Ontario in providing the extended-
release formulation as a treatment 
option. The addition of the drug, which 
offers a once-daily alternative to many 
other schizophrenia treatments, has 
been praised by Gary Blacken, executive 
director of the British Columbia 
Schizophrenia Society, who said Seroquel 
XR would be easy to use, accessible and 
could help improve both the management 
of the illness and patients’ quality of life.

China’s rural health plan meets 
target ahead of schedule
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Income

      Total Central govt Local govt farmers other
     24.15 1.47 13.08 9.20 0.4
Spending

     Total Hospitalisation dr visits diagnostics other
    13.34 11.01 2.0 0.11 0.23
Beneficiaries (million)

    167.2 14.4  136.6 14.0 2.2
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Brazil tackles Chagas disease and dengue fever
Brazil could be closer to breakthroughs in 
the fight against two tropical diseases, says 
Fiocruz, Brazil’s public health research 
centre, after the government declared 
action on neglected diseases earlier this 
year. 

The health ministry has pledged to 
“reverse decades of neglect from the 
pharmaceutical industry” and invest in 
research into neglected diseases (Scrip 
Online, June 18th, 2008). Now Fiocruz 
scientists may be on the way to developing 
a vaccine for dengue fever and a treatment 
for Chagas disease, the centre recently 
announced.

In partnership with the Federal 
University of Minas Gerais, Fiocruz 
scientists are working on a treatment 
for Chagas disease that could provide 
an alternative to benznidazole, the 
only medicine available to treat this 
disease, which is endemic throughout 
Latin America. However, aside from its 
serious side-effects such as bone marrow 

depression and dermatitis, benznidazole 
also has limited efficacy in treating the 
early stages of the disease.

Researchers have identified compounds 
capable of decreasing the activity of the 
Trypanosoma cruzi parasite that causes 
the disease. More specifically, they inhibit 
the action of trypanothione reductase, an 
enzyme that is essential to the parasite’s 
survival. 

Meanwhile, the Fiocruz centre in 
Pernambuco has identified 11 peptides 
that trigger antibodies and which could 
be used in a dengue fever vaccine. The 
discovery came as part of a study of the 
structural protein glycoprotein E, which 
is localised on the surface of the dengue 
virus. After sequencing 490 amino acids 
from this protein, scientists synthesised 
95 peptides which were tested using 
uninfected serum samples and samples 
infected with the dengue virus serotype 3.

This discovery marks Fiocruz 
Pernambuco’s fifth patent deposit with 

the national intellectual property institute 
(INPI). Just over 230,000 cases of dengue 
fever were reported in Brazil between 
January and April this year, says the health 
ministry.

francesca.bruce@informa.com

puerto Rican plant to boost 
US supplies of heparin

US FDA approval for APP 
Pharmaceuticals’ Puerto Rican plant 
to manufacture three heparin products 
should help ensure the uninterrupted 
and safe supply of heparin to the US, 
says the company. APP is currently the 
sole supplier of therapeutic heparin vials 
to the US after contamination problems 
occurred there earlier this year, says 
the company’s CEO Tom Silberg. Nine 
products are currently manufactured 
at the company’s Puerto Rican plant, 
including doxycycline, azithromycin and 
diphenhydramine.
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A new collaborative agreement between 
the Mexican health ministry and the 
autonomous metropolitan university 
(UAM) should improve public health 
policy and strengthen ties with academia, 
says the health ministry.

Health minister José Ángel Córdova 
Villalobos and the university’s rector, 
José Lema Labadie, signed the agreement 
recently. It will see the two bodies 
exchange resources and experience to 
help generate a better understanding of 
Mexico’s public healthcare requirements, 
“without which public healthcare 
knowledge would be isolated from the 
needs of the people”, says the rector. The 
two institutions will also co-operate on 

research. Nanotechnology, biotechnology, 
oral health, rehabilitation and 
complementary medicines were marked 
out as areas of particular interest, with 
the ministry describing the former as “the 
path that science is following”. Meanwhile, 
complementary medicines, which are 
popular in Mexico, must be backed up by 
science, particularly those used to treat 
chronic diseases and pain.

Training professionals also constitutes 
an important part of the agreement.

As healthcare needs continue to grow 
and the resources available diminish, 
sharing experience and resources is 
essential, said Mr Labadie.

francesca.bruce@informa.com

West Africa is facing a marked increase 
in communicable diseases and is in need 
of urgent international aid as heavy rains 
continue to lead to floods in the region, 
the World Health Organization (WHO) 
has warned. 

Heavy rains, expected to last until 
September, are threatening to spread 
vector-borne and communicable diseases, 
including malaria and diarrhoea, as 
well as meningitis, cholera and yellow 
fever. Healthcare for around five million 
people living with HIV and AIDS in the 
region is also being compromised due 
to the flooding; damaged infrastructure 
is affecting the delivery of health service 
supplies; and food shortages have led to 
over 10% of children suffering from acute, 
and 40% from chronic, malnutrition. 

The WHO has highlighted Benin, Togo, 
Niger, Mali, Mauritania and Burkina Faso 
as areas in urgent need of assistance, as 
well as Sierra Leone, Liberia and Guinea-

Bissau. In Benin, flooding is predicted to 
lead to rises in malaria, diarrhoeal disease 
and respiratory infection, with 150,000 
people displaced from their homes, 
alongside 24,000 people in Niger and 
12,000 in Togo.

The 2008 Consolidated Appeals 
Process (CAP), an inter-agency process 
to co-ordinate humanitarian emergency 
assistance both in UN and non-UN 
countries, said it required $417 million to 
aid health resources in West Africa in July 
following its mid-year review, including 
$22 million for rapid response to health 
emergencies and $10 million to improve 
water, sanitation and hygiene. CAP says 
there remain outstanding requirements of 
$237 million to aid the region. 

The WHO is helping distribute bed nets 
and essential drugs, as well as undertaking 
measles vaccinations in children, to help 
control the spread of disease during the 
floods.                   becky.debens@informa.com

Agreement to improve health 
policy in Mexico

wHo warns of west Africa disease 
spread as floods rise
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japan’s generic 
distribution system 
set for shake-up
Japan’s steadily growing generic drug sector 
could receive a new boost from the entry of 
the country’s largest general delivery firm, 
which is promising to address some of the 
distribution cost, efficiency and reliability 
issues which have held back the wider 
adoption of such products.

The Yamato Logistics arm of Yamato 
Holdings will begin a new service next 
month which promises next day delivery 
of small lots upwards to medical facilities 
and pharmacies nationwide. The Yamato 
Medical Direct system will build on the 
firm’s existing network, which handles 
mostly business and personal packages, 
and has already signed up its first major 
customer, a large university medical school 
near Tokyo. The service marks a challenge 
to traditional models in that it will bypass 
some of the middlemen usually involved 
in distribution activities in Japan, giving 
generics manufacturers the option of 
a more direct route to their customers. 
Japan’s leading drug wholesalers have been 
seeking to provide similar nationwide 
coverage over the past few years through 
regional acquisitions, which also provide 
the volumes necessary to compensate for 
usually very thin margins. 

Yamato will deliver goods and collect 
payments from customers, rather than 
purchasing goods from producers to sell 
on for a profit. It expects the system as 
a whole to simplify procedures for both 
sides, helping to reduce costs and product 
stocks while improving profits for generics 
manufacturers. Users will not need to 
make new investments and medical 
facilities will be able to streamline their 
dealings with multiple suppliers, it says.

Concerns over the lack of stable product 
supply are often highlighted by medical 
facilities in surveys of factors hindering 
generic uptake in Japan, and Yamato 
notes that this has been a reason why the 
country’s market remains relatively under-
developed. The current volume share of 
generics in Japan’s prescription market 
is around 17%, although the ministry of 
health, labour and welfare is looking to 
roughly double this to 30% by April 2013.

ian.haydock@informa.com



What do over 22,000 
TrialTrove users know
about your clinical trials?

To see a guided tour of the TrialTrove system simply go to 

www.informahealthcare.com/trialtrovedemo/ 

Alternatively call +1 707 237 3647  for a product 
demonstration.

MD6819

 Quickly prepare reports in less than 2 minutes 

 TrialTrove keeps you ahead of the competition with over 65,000 records 
maintained in real-time 

 Our 120 qualifi ed analysts track developments in real time – so you don’t have to! 

 TrialTrove makes it easy to fi nd the clinical trials you need in unparalled detail to 
exactly meet your requirements 

 Data gathered from over 15,000 unique sources 

 Global coverage – entries from 130 countries give a worldwide picture 

 Our unique unlimited research service allows you to request answers to targeted 
questions at no extra charge 

 Never miss another clinical trial with TrialTrove’s personalized access 

Find out why TrialTrove is trusted by 100% 
of the top 20 pharmaceutical companies for 
their clinical trials competitive intelligence.

TrialTrove
Real-Time Clinical
Trials Intelligence

6819-KA-297x210-mono.indd   1 3/4/08   15:56:41



20 August 22nd 2008  www.scripnews.com © Informa UK Ltd 2008

markeT insighT

Counterfeiting: EU moves toward mass serialisation
Luca segantini has recently been engaged in a project exploring the benefits of mass serialisation technology 
with regards to improving communication between pharmacists and pharmaceutical companies. Here, he 
outlines the potential upside to industry in terms of tackling counterfeit trade

Some have likened anti-counterfeiting 
techniques to the pre-flight checks that 
pilots routinely perform before taking 
off. Nobody would ever imagine trusting 
an airline whose pilots do not comply 
with this rule. Yet this is analogous to the 
situation in the pharmaceutical supply 
chain when the tools currently available to 
rule out the health and legal risks posed 
by counterfeit medicines are not used.

a growing trend
There has been a huge upsurge in the 
number of counterfeit medicines in 
circulation in recent years, as reflected 
by the intensifying rate at which fake 

and substandard products are finding 
their way into the hands of European 
patients. Estimates of the market share 
of counterfeits range from 1% in the 
West all the way up to 10% in developing 
countries, and total sales could surpass 
$75 billion by 2010, according to the 
World Health Organization (WHO). 

The internet is proving to be a 
particular problem in this regard. In a 
recent report, the European Alliance 
for Access to Safe Medicines (EAASM) 
discovered that more than 62% of its 
online medicines purchases were fake or 
substandard. Aside from the internet, the 
most worrying route of entry is infiltration 

of the legitimate European distribution 
system, although counterfeit medicines 
can reach patients in many other ways 
(see Figure 1).

potential of mass serialisation
On a recent project, we had the 
opportunity to learn more about mass 
serialisation, a method by which a unique 
number is assigned to each saleable unit 
of a product, be it a pallet, a case or an 
individual pack of drugs. This technology 
can provide the authentication processes 
needed to validate drugs at critical points 
in the supply chain, enabling assurance of 
product quality before dispensing and the 
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opportunity to identify sources where 
counterfeits may leak in.

Mass serialisation is already used in 
many other industry sectors, such as 
food and beverages, timber and alcohol. 
Yet, just a handful of European countries 
have fully implemented mass serialisation 
programmes for medicines, others are 
still at various stages of the planning 
process, while Germany, Spain and the 
UK have yet to take any action (see Table 
1). Slow uptake could partly be attributed 
to debate over the merits of different 
technologies and concerns over the need 
for standardised approaches. However, 

the availability in Belgium, Greece and 
now Italy of an authentication process that 
can read and interpret different coding 
systems indicate that it may be time for 
this debate to move on.

Anti-counterfeiting schemes currently 
in use across the world include:

Simple linear barcoding•	 . In Greece 
and Italy, products are labelled with 
two barcodes. The former employs 
an “EOF Code” (a mass serialised 
linear barcode plus a second product 
barcode). In Belgium, meanwhile, a 
single unique linear bar code is used. 
These coding structures, although 

different, have the potential to 
ultimately provide complete security 
across the supply and distribution 
chain, especially if each item is also 
fitted with tamper-evident technology. 
Validation of these serialised codes is 
crucial for there to be any benefit in 
adding such security features.
A multi-layered approach.•	  Overt (eg, 
watermarks) and covert labelling and 
hologram systems have recently been 
complemented by the use of uniquely-
numbered individual sales packs. 
These programmes, which extend 
beyond the standard barcode systems, 

Table 1: Proprietary national mass serialisation programmes
Country Stage of  

technology
implementation

Date of
deployment

Preferred
technology

National
legislation

Comments

Belgium implemented 2006 barcodes yes legislation passed in 2005; to date, several large 
companies, including Lilly, solvay and Merck & Co. 
have recognised the associated advantages, notably 
including improved patient safety and increased 
brand protection

Greece implemented 2007 barcodes yes decree compels manufacturers to label products 
with a barcode; key participants include the 
Hellenic Association of Pharmaceutical Companies 
(sfee)

Italy implemented 2005 barcodes yes “Bollini’s Law” sets the framework for a double bar 
code programme; the scheme is administered 
centrally by the Ministry of Health and includes 
over-the-counter (oTC) drugs

france not yet implemented 2009 2d barcodes yes france currently employs a “vignette” to identify 
each batch of medicine; legislation will require the 
use of a double 2d barcode system, supported by 
the Agence française de sécurité sanitaire des 
Produits de santé (AfssAPs)

Germany no action yet n/A n/A no there is no co-ordinated mass serialisation; market 
participants have rolled out proprietary systems

spain no action yet n/A n/A no Government and market participants support mass 
serialisation; currently, barcoding is limited to 
reimbursement, but discussions are under way 
about rolling out a more comprehensive system

Turkey soon to implement 2008 2d barcodes yes a scheme coordinated by the Ministry of Health and 
supported by the Turkish Pharmacists Association, 
requires the use of 2d barcodes as a secondary 
identifier (alongside a 1d barcode) from 2008; the 
programme’s primary goal is the ability to track and 
trace products

UK no action yet n/A n/A no there is no co-ordinated mass serialisation; industry 
association the ABPI is playing a leading role in 
developing anti-counterfeiting measures

Us delayed 2011 rfId yes the Us fdA set the framework for a track-and-trace 
pedigree system in 2004; with little industry 
progress, California at least has renewed its 
commitment to state-level deployment by 2011

Source: Frost & Sullivan
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are perhaps the most effective solution •	
to securing the pharmaceutical supply 
chain.
Government support.•	  The 
Nigerian government has initiated a 
programme due to come into effect 
this year. Modelled on a similar 
Malaysian system, the Nigerian 
scheme will require manufacturers 
to apply a hologram to packs to help 
with authentication. This level of 
governmental support and indeed that 
of the examples of Belgium, Greece 
and Italy (where the requirement to 
add the serialised code has led to the 
possibility of authenticating every 
pack in the pharmacy), suggests that 
for widespread and rapid adoption 
of a security approach, national or 
international support is necessary.

We can also identify some of the anti-
counterfeiting systems likely to appear in 
the near future:

EFPIA, the European trade association, •	
proposes that a single, standardised 
2D data-matrix barcode be applied to 
all products sold in Europe. This will 
require more advanced technology for 
reading barcodes than the tools used in 
most European pharmacies today.
Pedigree: a method of recording every •	
movement of product through the 
supply chain. This in itself does not 
produce security but, linked with mass 
serialisation and track-and-trace, could 
be used forensically to examine how 
counterfeit products first enter the 
supply chain.
The US proposes a track-and-trace •	
system, with an electronic pedigree 
detailing every movement of products 
through the distribution chain to 
pharmacies. This approach will be 
complex to get off the ground, as 
evidenced by the many delays in 
the proposed implementation date, 
currently planned for 2011 in selected 
US states.

Within Europe, the Belgium example can 
be viewed as an example of best practice 
(see Box 1). It includes direction from the 
highest levels in the form of government 
legislation, as well as the use of a point-
of-sale (POS) authentication process in 
pharmacies to scan item-level codes.

work to be done
While it is clear that at the level of 
governments, a significant amount of effort 
is being invested in the adoption of mass 
serialisation programmes, government 
involvement alone is not enough. Pharma 
companies need to be more proactive in 
agreeing to, and adopting, such technology. 
Of course, these schemes are not without 
benefit to industry: new technologies are 
critical to winning back public trust and 
addressing the broader counterfeiting 
problem. In fact, according to Frost & 
Sullivan research the primary beneficiary of 
the successful roll-out of mass serialisation 
is the pharmaceutical manufacturer.1 
Benefits include:

Prevention of counterfeit medicines •	
reaching patients;
Reduced litigation risk;•	
Ability to quickly, efficiently and •	
cheaply recall drugs;
Ability to communicate more •	
effectively and efficiently with 
healthcare providers; and
Demonstration of corporate social •	
responsibility.

Another critical factor is the level of IT 
support available at each stage of the supply 
and distribution chain. Poor software 
packages can, in effect, be a stumbling 
block to adoption of new technology.

In the US, a coalition of retail pharmacies 
has just released a study estimating the 
cost of implementing RFID and 2D 
serialised barcoding as part of a federally 
mandated track-and-trace system at as 
high as $110,000 per store.2 Yet Belgium, 
Greece and Italy, with their authentication 
at point-of-dispense systems, demonstrate 
that alternative approaches can be just as 
effective with little or no investment by the 
pharmacist.

In 2008, the European Commission 
is due to announce the findings of a 
public consultation in preparation for 
the release of a legal proposal to combat 
counterfeit medicines.3 Based on the 
outcome, the EU will develop policy to 
address pharmaceutical counterfeiting, and 
many stakeholders are optimistic that the 
Commission will provide clearer direction 
for industry. 

Trade associations need to act in a 
co-ordinated fashion to press for the 

The Belgian government introduced mandatory mass 
serialisation for pharmaceutical products in 2005. Law 
“en 011934” compelled pharmaceutical manufacturers 
to label each individual product with a unique serial 
code. The original aim was to reduce the level of 
reimbursement fraud. However, several companies, 
including Lilly, solvay and Merck & Co, together with 
Aegate, a patient safety communications firm, 
recognised the associated advantages in terms of 
improved patient safety and increased brand 
protection.

Indeed, the Belgian roll-out of Aegate’s 
authentication system in 2007 has been embraced by 
pharmacies. Uptake by pharmacists with these 
software programmes has already exceeded 50% in 
less than a year. Participating dispensers scan a unique 
code to authenticate each product in real-time, with 
any anomaly reported within less than a second to 
both the pharmacist and the company. In this way, 
pharmacists are able to protect customers from 
substandard medicines and companies can quickly 
investigate the problem and, where necessary, prevent 
the next product from reaching the patient.

The possibility of integrating further advice and 
information also allows the dispenser and the pharma 
company to offer advice and support to patients. As 
dirk Broeckx, secretary general of APB, the Belgian 
Pharmacists Association, put it, “There is no similar 
system in operation like this in the world today, and 
we are proud that the Belgian pharmacists are 
showing the way”. 

Box 1: Belgium, the trailblazer

adoption of mass serialisation across all 
elements of the supply chain and across 
international borders. Taking note from 
unrelated industry sectors, for which such 
technology has led to significant benefits, 
there is no reason why the pharma 
industry should not expect to enjoy 
similar rewards.
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Dr Diana Mikhailova has been appointed 
head of the department of pharmaceutical and 
medical equipment markets at the Russian 
health ministry. Her most recent position was 
department head at the health ministry of the 
Sverdlovsk region in Ural.

ACE BioSciences (Denmark), a company 
developing vaccines to protect against infectious 
diseases caused by bacteria, has elected Shire’s 
senior vice-president of business development, 
David Colpman, to its board.

Averion International (US), a clinical research 
organisation specialising in oncology, 
cardiovascular diseases and medical devices, has 
appointed Peter Gonze executive vice-president 
of global business development. In the role, 
he will oversee the company’s global business 
development and marketing activities, and will 
serve on its executive management team. For 
the past six years Mr Gonze has served as chief 
operating officer at Unither Pharmaceuticals.

AbelsonTaylor, a US advertising agency in the 
healthcare field, has promoted Nicole Grycan-
Smith from account executive to senior account 
executive, and appointed Laura Baumann 
senior account executive and Stephanie Stewart 
account executive. Ms Baumann was formerly 
with Palio Communications, while Ms Stewart 
was previously an account executive in Draftfcb.

Datapharm (UK) has appointed Lawrence 
Berry chief executive officer. He joins from the 
Centre for Medicines Research International.

Benda Pharmaceutical, a China-based 
pharmaceutical company producing both 
Gendicine, a commercialised gene therapy 
medicine for the treatment of cancer, and 
traditional Chinese and conventional medicines, 
has appointed George Zhou chief operating 
officer. Mr Zhou was previously a partner and 
managing director of Eos Funds, where he 
directed investments in Chinese companies 
which intended to list on US and Canadian 
exchanges.

Dr Gilles Tapolsky has joined Advanced Cancer 
Therapeutics (US) as chief scientific officer. He 
has more than 20 years’ experience in corporate 
management, research and pharmaceutical 
development, having previously served as vice-
president of product development at Tapestry 
Pharmaceuticals.

Nicholas Hart has joined Emisphere 
Technologies (US) as vice-president of strategy 
and development. He will be responsible for 
the planning and commercial development 
aspects of the company’s Eligen technology. 
Mr Hart joins from Organon, where he was 
leader of the contraception therapy area and a 
member of the corporate executive leadership 
team.

Cadient Group, a US strategic interactive 
marketing agency focused on the healthcare 
industry, has appointed Andrew le Blanc 
creative director. He has previously worked at 
DigitasHealth, imc(2) and Framfab.

VIRxSYS, a private US biotechnology company 
focusing on the development of a lentiviral 
vector platform technology for the treatment 
of diseases such as HIV/AIDS and cancer, 
has appointed Dr Shuyuan Zhang senior 
director of production. Dr Zhang has more 
than 15 years’ process development and GMP 
manufacture experience in the gene 
therapy industry; he has worked at Genetic 
Therapy, Introgen Therapeutics and Targeted 
Genetics.

The US life sciences company Helicos 
BioSciences has named Steve Lombardi chief 
executive officer. He succeeds Stan Lapidus, 
who will continue as chairman of the board. 
Mr Lombardi, who will retain the position of 
president, has served as president and chief 
operating officer for the company since 
October 2007.

N Santhanam, executive director and chief 
financial officer of Piramal Healthcare 
(previously Nicholas Piramal India), has been 
appointed chief operating officer. Consequently, 
Rajesh Laddha, president (finance), will now 
take independent charge of the company’s 
finance function.

The Atlanta-based biopharmaceutical company 
GeoVax Labs has appointed Peter Tsolinas to 
its board of directors. He currently serves as 
chairman and chief executive officer of TMA 
Group Development.
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