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valuable medical treatments, they also
threaten to expand outlays for prescription
drugs and biologics, further aggravating
spending concerns.

Health Care Costs Soar
Increased spending on drugs and biologics is
contributing noticeably to a nationwide rise
in the cost of health care and health
insurance. A recent survey by the
Department of Health and Human Services’
(HHS) Centers for Medicare and Medicaid
Services (CMS) found that health care
spending jumped 7% in 2000 to $1.3 trillion.
That is the biggest increase of the past
decade and one that outpaced expansion of
the gross domestic product. A main factor
was a 17% jump in prescription drug
expenditures, the “fastest-growing service”
for that year (1). The Kaiser Family
Foundation (KFF) reported a similar rise in
pharmaceutical expenditures and an increase
in the portion of total health care spending
devoted to prescription therapies (2).
Manufacturers emphasize that increased
spending for medicines is cutting hospital
costs and spending in other areas, but most
payers consider pharmaceuticals to be a
separate cost item that needs controlling. 

Cutting Reimbursement
Consequently, health plans and pharmacy
benefit managers (PBMs) are taking steps to
contain pharmacy costs. Those steps
increasingly involve limiting reimbursement
for brand-name drugs, especially expensive
biotech therapies. Most plans already have
adopted three-tier copayment programs that
require consumers to pay more for costly
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products that are not on formulary
“preferred” lists. The latest development in
some plans is the addition of a fourth tier for
injectable drugs and other high-cost
medicines, according to the Center for
Studying Health System Change (3). Such
programs often require the patient to pay
most or all of the cost, although the amount
may be discounted because of price
negotiations by each plan.

Hospitals and health plans are looking for
legitimate ways to limit use of costly
products, particularly new therapies for
which long-term cost effectiveness may be
uncertain. For example, hospitals have been
fairly strict in stocking and authorizing use
of Eli Lilly’s new recombinant sepsis agent
Xigris (drotrecogin alfa). It was launched a
few months ago with a relatively high price
tag of $6,800 per dose. Some clinical
treatment guidelines exclude use of the
therapy for organ transplant patients.

According to the Takeda–Lilly PBM
survey for 2001, insurers and payers are
shifting coverage of many injectable drugs
from medical benefits to pharmacy programs,
spurring manufacturers to offer more
discounts to gain coverage for new therapies
(4). PBMs are using formularies, drug use
reviews, disease management, and step
therapy programs to more closely manage the
selection and use of prescription drugs. 

Rising drug spending also is generating
tension between state governments and
manufacturers. To maintain pharmaceutical
coverage, Medicaid and state pharmacy
assistance programs are adopting many
private sector cost containment strategies,
including more restrictive formularies and
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mandated discounts. Pharmaceutical
manufacturers have gone to court to block a
number of initiatives, and the battles are
expected to accelerate in coming months.

Managing Medicare
Current spending trends complicate federal
government initiatives to design an
affordable prescription drug plan for seniors.
The Bush administration and Congressional
Democrats were unable to agree on any
program last year, largely because of the
high cost of proposed initiatives and changes
in government focus following the 
11 September terrorist attacks. With
midterm Congressional elections looming in
November, political leaders are eager to “do
something” that helps the elderly poor gain
access to much-needed medicines.
Unfortunately, the Congressional Budget
Office estimates that Medicare enrollees will
spend $1.5 trillion on medicines over the
next 10 years. Such projections will make it
extremely difficult for government
policymakers to craft an affordable benefit
program in light of the economic downturn
and increased federal spending on
counterterrorism activities. 

Pass-through payments. Of more immediate
concern to biotech companies is the CMS
effort to revise how Medicare pays for
medicines that are administered in doctors’
offices and outpatient clinics. Included are
therapies that treat cancer, autoimmune
diseases, and many orphan conditions for
which biopharmaceuticals are critical
treatments. CMS has been struggling to
develop a new payment system for hospital
outpatient services, mandated by Congress
in 1997. The implementing rule issued
November 2001 threatened to slash
payments for affected pharmaceuticals by
almost two-thirds. The reductions were
based on the way the agency calculated
additional or “pass-through” payments for
drugs and biologics under the new
reimbursement scheme. 

The Biotechnology Industry Organization
(BIO, www.bio.org) complained loudly
about the proposal and convinced CMS to
delay its planned 1 January 2002
implementation. The new system shifted
substantial pass-through funds from
biologics to medical devices, which greatly
reduced the reimbursement pool available
for drugs under broader program limits.
CMS decided in December that it had erred

in calculating the new pass-through
payments and agreed to analyze more data
in hopes of implementing changes by 
1 April. The process is expected to take
several months. 

Overpayment. CMS also is under pressure
from Congress to reduce payment abuses by
revising its reimbursement system for
Medicare-covered therapies. Federal
investigators have found that some
manufacturers of oncology and urology

treatments inflate the prices they file with
CMS, allowing doctors to obtain products at
prices significantly below the Medicare
reimbursement rates. Up to $1 billion in
annual overpayments has been estimated.
Congressional leaders have blasted CMS for
failing to correct that problem and are
considering legislation to revise payment
processes to better reflect market prices.

Such efforts to reduce Medicare
payments for biopharmaceuticals heighten
industry concerns about the shape of any
Medicare prescription drug coverage plan.
Manufacturers support broader access to
medical therapies but have problems with
most of the coverage proposals before
Congress. A key objective for biotech
companies is to include some kind of “stop
loss” coverage that sets limits on annual out-

of-pocket spending by seniors. Even a high
cap of $8,000 would help make biotech
“wonder drugs” (some with $15,000 price
tags) available to more patients. 

The Budget Picture
Even as the Medicare and Medicaid
programs of HHS seek to limit payments for
prescription drugs and biotech therapies, the
agency is expanding its support for
biomedical research and FDA oversight.
This development is likely to spur discovery
of more new therapies that will further
stimulate patient demand for often costly
cutting-edge treatments. 

The big winner in the 2002 budget debate
is again the National Institutes of Health
(NIH). NIH came out with a $23.4 billion
budget for the current fiscal year (ending 
30 September 2002) when the final HHS
budget bill was approved by Congress in
December. That represents an increase of
almost 15% over last year and continued
progress toward a $27 billion funding level
next year. That amount doubles the total
NIH budget from just five years ago. The
major institutes will enjoy 12% to 15%
increases, and funds were earmarked to
establish a new National Institute for
Biomedical Imaging and Bioengineering. 

Efforts to combat bioterrorism provide
added support for NIH programs. The
Department of Defense (DOD) is supporting
bioterrorism-related research at the National
Institute of Allergy and Infectious Diseases
(NIAID) and is funding construction of an
ultrasecure laboratory for working with
dangerous pathogens. Much to the relief of
biomedical researchers, the DOD budget bill
dropped an onerous proposal to tighten
security requirements for individuals
working with bioweapons. Congress and the
administration promised to develop a more
practical security policy this year.

FDA also fared well in the final budget
negotiations. A decision by the Office of
Management and Budget to fully fund
mandated employee cost-of-living pay
increases (instead of forcing the agency to
cover such costs with appropriated funds) is
a major victory. The previous approach
significantly eroded FDA resources over
recent years. FDA’s Center for Biologics
Evaluation and Research (CBER) gained
added funds to develop policies to prevent
the spread of bovine spongiform
encephalopathy (BSE) through biologics and
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drugs, to expand oversight of clinical trials,
and to develop a gene therapy tracking
system. CBER also will receive
supplemental funding to support research
and review of new vaccines, therapies, and
blood products involved in countering
bioterrorism. 

Costs Are Key
As the debate accelerates over how to
control rising pharmaceutical expenditures,
the $800 million R&D figure calculated by
the Tufts study (see the “Rising Research
Costs” box) is sure to be cited often to

justify pricing decisions. Manufacturers will
point to the need for strong patent
protections that encourage investment in
such an expensive enterprise as drug
development. But the pressure will be on
innovator companies to incorporate into
their research plans studies that demonstrate
the cost-effectiveness, as well as safety and
efficacy, of new biotech therapies. 
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One reason the cost of new medicines is
rising is that R&D costs are soaring. A
recent analysis from the Tufts Center for
the Study of Drug Development puts the
cost of developing a new prescription
medicine at a whopping $802 million (5).
That amount has risen more than twice
as fast as inflation over the past 15 years,
largely because of expanding clinical trial
requirements. 

Back in 1987, Tufts researchers put the
average research expense for a
pharmaceutical at $231 million. In 1993,
Congress’ Office of Technology
Assessment upped the number to $359
million. The latest analysis by Tufts
economist Joseph DiMasi uses similar
methodology that includes expenses for
research failures and the cost of capital.
That cost accounts for half of the total
outlay in drug development because it
takes an average of 12 years to bring a
new therapy to market.

Some critics question the validity of fully
capitalizing development costs. But
DiMasi points out that the issue is
particularly important for small biotech
companies that rely heavily on public
capital markets to support their research.
The Tufts study acknowledges that the
full cost of development can vary
considerably because of changing
discount rates and timelines for product
research. But even a $400 million R&D
bill represents a considerable increase
over earlier estimates.

More Studies
The main factor driving R&D outlays is a
rise in spending on clinical trials.

Regulatory authorities want more studies
on a wider range of population subgroups
and larger trials to detect uncommon
effects. According to DiMasi, difficulties in
recruiting patients into clinical trials and
increased focus on developing drugs that
treat chronic and degenerative diseases
are adding significantly to clinical costs. 

Manufacturers are conducting more
comparator studies to demonstrate their
products’ advantages over marketed
therapies as well. Comparative trials tend
to be larger and more complex than those
testing against a placebo, DiMasi noted.
But the market increasingly demands
such analyses, especially when premium
prices are placed on new therapies.
Manufacturers also are underwriting more
postapproval testing to evaluate safety
and efficacy issues. Lilly, for example,
agreed to extensive phase 4 study
commitments for Xigris. Those include
additional efficacy trials in adults and
long-term follow-up studies, such as one
to test for immunity if the drug is used
more than once. The company also plans
to conduct a pediatric study.

That such extensive testing may be
beyond the capabilities of small
manufacturers points to a need for more
efficient technology and research
procedures if biotech start-ups are to
develop new therapies. In comments on
the Tufts study, Merck CEO Raymond
Gilmartin suggested that the trend may
be for smaller biotech and genomics
companies to conduct R&D programs as
partners to larger pharmaceutical
companies that have more resources to
absorb product failures. 

Rising Research Costs

International Progress
FDA’s final rule requiring foreign drug
and biologics manufacturers to register
their operations and products takes
effect 11 February 2002. The “Foreign
Establishment Registration and Listing”
was published in the Federal Register
on 27 November 2001 (21 CFR Parts
207, 607, and 807, Vol. 66, No. 228, pg.
59138–59161). FDA will begin enforcing
Part 207 in May and 807 in April. The
rule applies to both bulk ingredients and
finished products and is available at
www.fda.gov/ohrms/dockets/98fr/
112701a.pdf.

CTD help. CBER has developed a Core
Team to smooth transitions into using the
Common Technical Document (CTD)
developed by the International
Conference on Harmonisation (ICH) as a
tool for formatting marketing applications
in the United States, the European
Union, Japan, Switzerland (as a repre-
sentative for the European Free Trade
Area), and Canada. Still under considera-
tion and evaluation for revision are the
CMC guidance documents. To assist
industry in the transition to the CTD
format, FDA issued the Draft Guidance
for Industry on Submitting Marketing
Applications According to the ICH/CTD
Format; General Considerations, pub-
lished 5 September 2001. Because
stakeholders may have questions or
feedback on the use of the CTD format
for BLAs, an electronic mailbox was
created for CBER-specific questions,
ctd@cber.fda.gov, and more information
is available at www.fda.gov/cber/ctd/
ctd.htm.


