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Cost-containment has and will continue to be the buzzword as
governments around the world struggle with slowing economies
and rising healthcare costs. In fact, some industry experts are pre-
dicting that the current economic downturn will prompt payers
in major markets to intensify cost-containment measures targeted
at the pharmaceutical industry.

Mandatory price cuts or freezes are the measures that have the most
immediate effect, according to a recent report from Decision
Resources. Governments that operate reference-pricing systems might
expand the scope of these systems or reduce reference prices sharply.
Longer term, governments will increasingly rely on health technology
assessments and may restrict approvals and reimbursements for those
products with little added therapeutic effect.

Pricing and reimbursement policies have become
paramount to success, says Doug Jermasek, senior VP of
global marketing and strategic development, car-
diometabolic and renal diseases, at Genzyme.

“Reference pricing, parallel importation, Internet
pharmacies, and counterfeiting are important concerns
for any global pharma company,” he says. “Tiered prod-
uct pricing strategies are becoming unsustainable. In the
not-too-distant future, biopharma companies will have
to become comfortable with their lowest selling price in
any single market on the assumption that all other coun-
tries will demand the lowest price. Difficult decisions
will have to be made that may result in a company
choosing not to launch in a country that demands a price that is too
low when applied to the global average selling price.”

Analysts from IHS Global Insight point out that in emerging mar-
kets, regulators will be more concerned with raising standards and har-
monizing policies with international standards.

“We’re moving more and more toward a parallel environment
around the world,” says Brad Thompson, Ph.D., chairman, president,
and CEO of Oncolytics Biotech. “The regional differences are begin-
ning to disappear. Some of this is planned and some of it is just hap-
pening. This will make it a lot easier for pharmaceutical companies.” 

PRICING AND REIMBURSEMENT

Governments, especially those in Western Europe, have increased

their cost-containment of drugs through incentivizing the prescrib-
ing of generics, says Raymond Panas, Ph.D., director of internation-
al clinical development at Sucampo Pharmaceuticals. 

“Additionally, some countries are seeking a cost-benefit analysis
and direct product comparison with available products before
approving new drugs,” he says. “While this is true in many countries,
the United Kingdom, France, and Spain seem the most focused on
cost-containment.”

According to Arrowhead Publishers, evidence-based medicine
(EBM) is fast becoming one of the key concepts in clinical and reim-
bursement practices in the developed world. In Europe, and in par-
ticular within the European Union, EBM has evolved much further

beyond the formation of clinical guidelines. 
The UK is regarded by many as a pioneer in the use

of EBM in pharmaceutical reimbursement, through
the creation of its National Institute of Clinical Excel-
lence (NICE). While its guidelines are not legally
binding, the recommendations on pharmaceutical and
medical treatment made by this independent depart-
ment are generally followed for the purposes of reim-
bursement within the UK’s National Healthcare Ser-
vice (NHS). 

“The pricing and reimbursement procedures within
the EU/EEA have presented the most complex forum in
which the pharmaceutical industry has to operate,” says
Patricia Lovell Hoare, executive VP of regulatory affairs

at Chiltern. “European law dictates that from a commercial perspec-
tive the free passage of goods is one of the foundation cornerstones,
yet regulatory procedures on licensed products have to go through
the specific provisions designated for each national territory. Unlike
other industries, the healthcare sector has a number of third parties
whose intervention from a regulatory perspective — governments,
insurance statutory, and private wholesalers and distributors — will
impact the final price.” 

Under the UK’s revised Pharmaceutical Price Regulation Scheme
(PPRS), which went into effect in January 2009, branded drug prices
will be cut. A 3.9% price cut for drugs sold to the NHS has been
instituted as of February 2009, with a further 1.9% reduction sched-
uled for January 2010. The Department of Health also plans to intro-
duce generic substitution beginning in January 2010. 
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But, Dr. Panas says, as cost-con-
tainment is already affecting Europe
and healthcare costs are becoming a
concern in the United States, the Unit-
ed States may be the country to watch. 

“Until now, the United States has
had free pricing of prescription
medicines, and companies have been
able to increase prices over time,” he
says. “HMOs and other healthcare
plans have already started some cost-
containment efforts through the pro-
motion of generic prescribing and
entering into risk-sharing agreements with pharmaceutical companies
for high-priced drug products.”

Dr. Panas says while quality of life is seldom a rationale for drug
approval, this measure can help demonstrate the superiority of a prod-
uct and potential cost-benefit ratio in comparison to standard-care
products. 

“While efficacy and safety endpoints are still key, an analysis of a
new drug candidate’s ability to deliver a greater health benefit needs to
be integral to new drug development strategies,” he says. “Additional-
ly, as regulatory agencies consider pharmacoeconomic measures, qual-
ity of life can further help play into that analysis. The selection of an
appropriate quality-of-life measurement should be carefully considered
during the drug-development process, as not all measures are equal or
appropriate for various medical conditions.” 

Mr. Jermasek says his hope is that the global reimbursement
authorities will understand that innovation comes at a price.

“It takes a lot of time and a lot of money for pharmaceutical compa-
nies to develop innovative products, and if the companies don’t have the
opportunity through reasonable pricing, premiums, or otherwise, then
fewer R&D activities will happen and less innovation will occur,” he
says. “It’s in the general good of society globally to reward innovative
products with appropriate prices for those products. I think the trade-off
is that in order to purchase these innovative and more expensive prod-
ucts, the pressure on less-innovative products will become ever greater.” 

A recent study by the Rand Corporation looked at the impact of
regulation on pharmaceutical revenue in the 19 nations that are mem-
bers of the Organisation for Economic Co-operation and Development.
They found that imposing price controls would offer a modest benefit
to the current generation but pose substantial risks and potentially
high costs for later ones. By contrast, financing consumer price reduc-
tions without affecting manufacturer revenue appears beneficial for
both current and future generations. 

Rand used the Global Pharmaceutical Policy Model, a demograph-

ic and economic tool for estimating the effect of baseline
health, health behavior, and rates of innovation on population
health and mortality several decades into the future. The
model incorporates the effect of pharmaceutical break-

throughs. In general, price controls reduced life expectancy over
time. 

BIOSIMILAR TRENDS

Analysts from IHS Global Insight say an increasingly cost-con-
scious environment will speed up the development of legislation on
biosimilar treatments, allowing more such medicines to be approved
in the EU, Japan, and Switzerland over the next 12 months. 

As an increasing number of biologic products approach the end of
their patent life, there has been a growing interest in developing
biosimilars, says Mervyn Turner, Ph.D., chief strategy officer for
Merck & Co., and senior VP, worldwide licensing and external
research, for Merck Research Laboratories. 

“Despite the increasing demand for such products among patients,
physicians, payers, and legislators, a clear global regulatory path for
the approval of biosimilars has not yet been established,” he says.

The European Union was the first region globally to introduce, in
2005, a particular regulatory framework for biosimilars. Several other
countries — Australia, Switzerland, Turkey, Malaysia — have adopt-
ed or are considering — Canada and Japan — regulatory pathways
that follow the same principles.

In November 2008, the EMEA also recommended the approval of
two additional biosimilar versions of filgrastim: Zarzio by Sandoz
(Switzerland) and Filgrastim Hexal by Hexal (Germany).

Filgrastim is a human granulocyte colony-stimulating factor (G-
CSF), produced by recombinant DNA technology. Neupogen is the
Amgen trademark for Filgrastim, which is recombinant methionyl
human granulocyte colony-stimulating factor. 

Outside Europe, Canada and Japan are two highly regulated mar-
kets that are most advanced in terms of passing a biosimilars approval
pathway. Both of these countries are expected to have a biosimilars
approval pathway in place in 2009.
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The first EMEA guideline on biosimilars was released for consul-
tation in November 2004. This was a general guideline designed to
introduce the concept of biosimilarity in scientific terms. Since
then, a number of guidelines have been issued, most notably on gen-
eral quality aspects; general preclinical and clinical aspects; product-
class-specific preclinical and clinical aspects on insulins, growth
hormones, erythropoietins, and granulocyte-colony stimulating fac-
tors; and immunogenicity of biotechnology-derived therapeutic pro-
teins.

“All of these guidelines relate to molecules that can be thor-
oughly characterized with state-of the-art analytical methods and for
which extensive regulatory experience is available,” Mr. Treiber con-
tinues. “From a legal perspective, it is not necessary that the EMEA
issues guidance in one area to enable manufacturers to submit appli-
cations. Besides, EMEA guidelines are usually not legally binding
alternative approaches that depart from available guidelines, if prop-
erly justified by the pharmaceutical manufacturer, may also be
accepted. In the case of biosimilars, however, the legislation makes
explicit reference to compliance with the detailed guidelines to be
issued by the EMEA.”

One company working aggressively to develop biosimilar prod-
ucts in the United States is Merck. In December 2008, Merck
BioVentures was launched. This new division of Merck was created
to build on the company’s acquisition of GlycoFi, a New Hampshire-
based biotech company that brought proprietary yeast-based glyco-
engineering technology to Merck and to capitalize on the market
potential for follow-on biologics.

Additionally, in February 2009, Merck announced that it would
acquire Insmed’s portfolio of follow-on biologic therapeutic candi-
dates and its commercial manufacturing facilities located in Boulder,
Colo. ✦

PharmaVOICE welcomes comments about this article.

E-mail us at feedback@pharmavoice.com.
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“A number of biosimilar products have been licensed in the EU,
whereas other applications were rejected or withdrawn, demonstrating
that this pathway is viable and appropriate to allow,” says Prof. Georg-
B. Kresse, VP, biologicals research strategy and communication,
Roche. “Biosimilar products are not identical, but are at best similar
to their reference products. Therefore, it is mandatory that the regula-
tory framework requires the demonstration of the similar nature of the
new product and a chosen reference product in terms of quality, safety,
and efficacy to ensure a consistent and high level of patient safety.”

Prof. Kresse notes that the FDA has clearly stated that biosimilar
proteins should meet the same high standards for approval as reference
biological products.

“Although the regulatory pathway in the United States may be dif-
ferent from the EU regulation because of legal requirements, it is
expected that the same scientific principles will apply,” he says.

Scott Treiber, senior VP of clinical operations for inVentiv Clinical,
says with regard to the kind of data required to file a biosimilar appli-
cation, the EU legislation is based on the principle that a one-size-fits-
all approach is unworkable in this area. 

“The type and amount of preclinical and clinical data are not prede-
fined in legislation, but are determined on a case-by-case basis, on the
basis of the relevant scientific guidelines,” he says. “This approach
reflects the wide spectrum of molecular complexity among the various
products concerned, ranging from relatively simple molecules such as
insulin to far more complex ones. Thus, the requirements to demonstrate
safety and efficacy of a biosimilar are essentially product class-specific.” 
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