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FROM THE  CHAIRMAN’S  DESK

DEAR FRIENDS OF EXPRESS SCRIPTS:

Last year, the increase in drug trend for Express Scripts plan sponsors was dramatically low: only 1.5% for traditional 
(nonspecialty) drugs — the lowest ever recorded. While trend for specialty drugs was 15.4%, the overall trend for 
specialty drugs and traditional drugs combined amounted to only 3%, which is substantially less than we have seen 
in previous years.

This historically low trend comes as welcome news, of course, but we still have work to do. We believe our industry-leading 
generic fi ll rate is still far below the potential in several leading therapy classes. Maximizing that rate could result in 
as much as $42 billion in savings without compromising health outcomes. At the same time, our clinical programs can 
improve patient outcomes and increase value for both plan sponsors and patients.

Now More Than Ever

In the current recessionary economy, plan sponsors are more conscious than ever of the need to get the greatest possible 
value for every dollar they spend on pharmacy benefi ts. And that’s where we can help. 

In 2008, our innovative clinical programs and behavior-centric communications, encouraged patients to increase the use 
of generic drugs by 7.5% and lower the use of brand drugs by 10.9%. But, opportunities exist to increase generic fi ll rates 
even more in a number of high-use, high-cost drug classes. And, with more drugs going off-patent, we will continue to be 
aggressive in driving brand-to-generic conversions. 

Patients gained, too, from a 2.2% decrease in overall prescription-drug copayments. On average, patients paid only 
$12.82 for each drug prescription in 2008. More patients also converted to Home Delivery. Not only did they realize 
substantial savings but, for many, compliance and health outcomes improved.

Special Solutions for Specialty Drugs

Innovative and proactive solutions from CuraScript, Express Scripts specialty pharmacy, will help plan sponsors affordably 
address the specialty-drug needs of patients with chronic and complex diseases. Each year, more specialty drugs — 
some with annual costs as high as $300,000 — become available, and the number of patients using these drugs continues 
to rise. Our personalized patient care model enables us to deliver superior patient support, and our trend management 
programs allow us to drive out wasteful spending in the specialty pharmacy benefi t. We see accelerated development of 
follow-on biologics and behavior-centric approaches to infl uence member choices as the best ways to deliver the safest 
and most affordable specialty medications available and to improve the quality of life for our patients. 

Speaking Their Language

One of our most exciting developments of 2008 — Consumerology — produced a new way of communicating with 
patients. Working with experts in behavioral economics, social psychology, cognitive linguistics, bioethics and other 
fi elds, we are gaining an advanced understanding of how and why people behave as they do. With this knowledge, 
we have the ability to shape communications in ways that motivate consumers to make positive choices about their 
pharmacy benefi ts, resulting in greater savings and value for both plan sponsors and patients.

We look ahead to 2009 and the years beyond with the conviction that we are making important strides toward 
achieving zero waste in pharmacy benefi ts — as well as toward creating a more-empowered, better-informed 
patient base that will make wiser choices, resulting not only in lower costs but also in better health.

Sincerely,

George Paz
Chairman and CEO, Express Scripts
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OVERALL  TREND

Overall Drug Trend

Continuing a pattern which began in 2003, per member per year (PMPY) pharmacy costs maintained their 
downward trend in 2008 to a rate of 3%, the lowest ever recorded by Express Scripts. All three components of 
overall trend — cost per prescription (cost/Rx), utilization and new drugs — were relatively fl at at 2.3%, 0.4% 
and 0.2%, respectively. Utilization was moderated by multiple factors including movement of a popular brand, 
Zyrtec,® to over-the-counter (OTC) status, drug safety concerns and the economic downturn.  

Trend for traditional (nonspecialty) drugs fell to a record low of 1.5%. Following a pattern similar to total trend, 
traditional trend components changed little — 1.3% for cost/Rx, 0.1% for utilization and 0.2% for new drugs. 

However, spending for specialty drugs continued to grow at a double-digit rate. The specialty trend of 15.4% 
was driven by an 11.7% increase in cost/Rx, which was largely due to 9.4% price infl ation. A modest 2.7% 
increase in utilization also contributed. Infl uencing the increase in specialty utilization were market-share shifts 
out of medical benefi ts into pharmacy spend and changes in prescribing practices away from traditional drugs 
as indications expand and newer specialty drugs enter the market. In 2008, new drugs added only 0.7%
to specialty trend. 

Beginning in 2008, the way we determine therapy categories has changed to mirror the classifi cation 
system used in our plan-sponsor reporting. We moved to a proprietary system — most common indicators 
(MCIs). Developed by our clinical team, MCIs are named not for the type of drugs they contain (for example, 
anticonvulsants), but for the condition being treated (seizures). In addition, some nomenclature has 
changed for 2008. Classes previously named “nonspecialty” have been renamed “traditional.”  

EXHIBIT 1   

Components of Total, Traditional and Specialty Trend
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TRADITIONAL TREND

Trend for traditional drugs fell to a record low of 1.5%. Although infl ation had the greatest upward impact 
on trend at 2.9%, its infl uence was far below the 5.0% infl ation rate reported in 2007. We calculated infl ation 
as the change in ingredient cost net of rebate per prescription for common drugs, which are drugs that were 
available in both 2007 and 2008. Greater use of generic medications continued to drive trend lower in 2008 by 
2.7%. Utilization, which had been growing at rates just over 2%, was fl at in 2008 at 0.1%. Rounding out 2008 
trend was the impact of new drugs at 0.2%. New drugs are branded drug products that were introduced to the 
market sometime in 2008. 

To calculate cost/Rx, we used ingredient cost with the exclusion of plan sponsor rebates, which provides a more 
accurate representation of actual costs. The overall rate of price infl ation was lower in 2008 driven primarily by 
a negative 9% infl ation rate for generics compared to a 7.6% increase in infl ation for brands — a rate 
identical to brand infl ation in 2007. Lower generic infl ation was driven by deeper discounts for plan sponsors, 
loss of generic exclusivity and price decreases by generic manufacturers.

EXHIBIT 2  

Components of PMPY Traditional Cost Trend 2005 to 2008†

AWP Less Discount Ingredient Cost Ingredient Cost

Ingredient Cost

Net of Rebates

2004 vs. 2005 2005 vs. 2006 2006 vs. 2007 2007 vs. 2008

 Price Inflation 5.3% 4.3% 5.0% 2.9%

X Units per Prescription 0.1% 0.4% 0.5% 0.3%

X Brand/Generic Mix -2.7% -2.9% -4.4% -2.7%

X Therapeutic Mix 0.8% 1.7% 1.1% 0.9%

= Cost/Rx 3.3% 3.5% 2.0% 1.3%

X Utilization 4.0% 2.2% 2.5% 0.1%

= Common Drugs 7.5% 5.8% 4.6% 1.3%

+ New Drugs 0.4% 0.2% 0.1% 0.2%

= All Drugs 7.9% 5.9% 4.7% 1.5%

*  The percentage contribution of each factor does not total to the All Drugs percentage increase. The calculation takes the base cost for a given year 
and multiplies it by one plus the percentage contributed by the first factor (price inflation). The resulting total is then multiplied by the percentage 
contributed by the second factor (number of units dispensed), and so on for each Common Drugs factor. The percentage contribution of the New Drugs 
is then added to the total Common Drugs percentage, to yield an All Drugs percentage increase. Final results may differ due to rounding.

The current weak economy had various effects on traditional drug trend, including increased use of lower 
cost medications (measured by brand/generic mix) and utilization. Individuals have reduced spending across 
many sectors of the economy, including spending for healthcare. Utilization growth was more modest — 
particularly for traditional therapy classes that treat asymptomatic conditions, such as high blood pressure 
and high cholesterol. Fewer declines are being seen for classes that treat symptomatic conditions, such as 
ulcer disease, infl uenza and pain. Conversely, the weak economy is expected to increase utilization in other 
classes, such as drugs for the treatment of depression and insomnia. The impact on utilization by the 
economic downturn is expected to continue through 2009. 
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The fact that members were also looking for cost-savings opportunities is evidenced through greater use of 
lower cost generic medications. For traditional drugs, overall utilization of brands decreased by 10.9% while 
generic use increased by 7.5%. As a result, member cost share was lowered by 2.3% to $12.70 per prescription 
for traditional drugs. In addition to the slowing economy, decreases in brand utilization were infl uenced by OTC 
strategies, drug safety concerns and patent expirations.  

EXHIBIT 3

Traditional Drug Utilization by Generics and Brands

2007 2008

PMPY
Utilization

PMPY
Utilization Trend 

Generics 8.64 9.28 7.5%

Brands 5.65 5.04 -10.9%

Total 14.29 14.32 0.1%

The top 20 traditional classes accounted for over 80% of traditional-drug spending. The top three 
— representing one quarter of traditional spend — all treat metabolic syndrome. A cluster of conditions, 
such as abdominal obesity and insulin resistance, metabolic syndrome increases the risk of heart disease, 
stroke and diabetes. Seven of the top 20 traditional classes had double-digit spending growth. Driven 
by increased utilization of drugs used to treat infl uenza, antiviral medications was the traditional drug 
class that had the highest rate of growth at 21%. Increased utilization of medications to treat viral 
infections likely was due to decreased vaccine effectiveness and the active 2007-2008 fl u season 
which peaked in February of 2008.  

Blood modifying agents (mainly drugs to prevent blood clots) and drugs used to treat mental and neurological 
disorders, such as Alzheimer’s disease, psychoses and Parkinson’s disease, both grew at rates of 17% due 
primarily to price infl ation. The 32% negative trend for drugs used to treat allergies was due to Zyrtec® moving 
to OTC status early in 2008. An in-depth description of several therapy classes is provided in the Therapy Class 
Review Section of the Drug Trend Report.  
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EXHIBIT 4  

Components of Trend for the Top 20 Traditional Therapy Classes 

Ranked by Percent of Total Traditional Spend  

Therapy Class

% of Total

Traditional 

Spend

PMPY

Cost Trend Utilization Cost/Rx New Drugs

1 High Blood Cholesterol 9.1% -8.0% 2.5% -10.2%  0

2 High Blood Pressure/Heart Disease 8.6% -3.0% 1.4% -4.7% 0.3%

3 Diabetes 8.0% 9.7% 1.6% 7.9% 0

4 Depression 7.0% -0.9% 0.6% -1.9% 0.4%

5 Ulcer Disease 6.3% -5.2% 4.7% -9.5% 0

6 Asthma 5.6% 3.8% -1.8% 5.8% 0

7 Seizures 4.7% 13.7% 6.7% 6.6% 0

8 Infections 4.4% -0.8% -0.5% -0.3% 0

9 Pain 4.1% 11.4% 2.6% 8.6% 0

10 Mental/Neurological Disorders 3.3% 16.8% 6.4% 9.8% 0

11 Viral Infections 3.2% 20.8% 15.7% 4.1% 0.4%

12 Attention Disorders 2.8% 13.7% 5.6% 7.6% 0

13 Allergies 2.3% -32.2% -22.6% -12.8% 0.3%

14 Contraceptives 2.3% 8.0% 2.2% 5.7% 0

15 Urinary Disorders 1.9% 9.9% 2.7% 6.9% 0

16 Blood Modifying 1.9% 17.2% 5.0% 11.6% 0

17 Skin Conditions 1.8% 9.9% 0.3% 9.6% 0

18 Pain and Infl ammation 1.6% -0.6% -1.9% -1.0% 2.3%

19 Migraine Headaches 1.5% 10.5% -4.9% 14.3% 1.8%

20 Hormonal Supplementation 1.4% 7.2% -6.0% 14.1% 0

Top 20 81.7% 2.0% 0.6% 1.3% 0.2%

All Other 18.3% -0.6% -0.7% 0 0.1%

Total 100.0% 1.5% 0.1% 1.3% 0.2%

Components of Trend
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SPECIALTY TREND

At 11.7%, increased cost/Rx was the main factor contributing to the 15.4% specialty-drug trend for 2008. 
The major driver was price infl ation of 9.4%, a rate three times greater than for traditional medications. 
As was seen for traditional medications, though, the rate of utilization growth for specialty medications 
dropped by over 40% to 2.7%. 

EXHIBIT 5

Components of PMPY Specialty Cost Trend 2006 to 2008†

Ingredient Cost Ingredient Cost Net of Rebates

2006 vs. 2007 2007 vs. 2008

 Price Inflation 7.3% 9.4%

X Units per Prescription -1.3% -0.4%

X Brand/Generic Mix 0 0

X Therapeutic Mix 2.2% 2.6%

= Cost/Rx 8.2% 11.7%

X Utilization 4.7% 2.7%

= Common Drugs 13.3% 14.4%

+ New Drugs 0.7% 0.7%

= All Drugs 14.0% 15.4%

*  The percentage contribution of each factor does not total to the All Drugs percentage increase. The calculation takes the base cost for a given year 
and multiplies it by one plus the percentage contributed by the first factor (price inflation). The resulting total is then multiplied by the percentage 
contributed by the second factor (number of units dispensed), and so on for each Common Drugs factor. The percentage contribution of the New Drugs 
is then added to the total Common Drugs percentage, to yield an All Drugs percentage increase. Final results may differ due to rounding.

In 2008, taken together as a separate class, specialty drugs lead all therapy classes in terms PMPY spending. 
At $98.77, PMPY spend on specialty drugs outdistanced $68.68 PMPY for the leading traditional class (drugs to 
treat high blood cholesterol). The top specialty class, infl ammatory conditions, was in the top 10 of all therapy 
classes (traditional plus specialty) based on PMPY spend in 2008. The top three specialty classes accounted 
for well over 60% of total specialty spend, with seven of the top 10 specialty classes having total trends of 
over 10%. Blood cell defi ciency was the only class that showed a negative trend. For some classes, utilization 
increases were the major factors in driving up trend; for others cost/Rx had bigger impact. In one class, 
pulmonary hypertension, both utilization and cost/Rx had large increases. 
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EXHIBIT 6

Components of Trend for the Top 10 Specialty Therapy Classes  

Ranked by Percent of Total Specialty Spend  

Therapy Class

% of Total

Specialty 

Spend

Total

Trend Utilization Cost/Rx New Drugs

1 Infl ammatory Conditions 27.5% 17.0% 10.5% 5.7% 0.2%

2 Multiple Sclerosis 20.2% 18.3% -2.9% 21.9% 0

3 Cancer 16.0% 18.6% 2.0% 15.7% 0.7%

4 Growth Defi ciency 5.2% 20.3% 12.9% 6.5% 0

5 Anticoagulant 5.2% 22.4% 14.0% 7.4% 0

6 Blood Cell Defi ciency 4.3% -11.4% -17.3% 7.1% 0.1%

7 Infertility 3.6% 14.4% -2.4% 17.2% 0

8 Respiratory Conditions 3.2% -0.2% -8.2% 8.8% 0

9 Hepatitis C 2.9% -7.3% -11.4% 4.6% 0

10 Pulmonary Hypertension 2.7% 59.2% 36.1% 17.0% 0

Top 20 90.7% 15.4% 3.0% 11.8% 0.2%

All Other 9.3% 14.8% 0.5% 9.0% 5.3%

Total 100.0% 15.4% 2.7% 11.7% 0.7%

Components of Trend
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MEMBER EXPERIENCE

Since fi rst publishing the Drug Trend Report, Express Scripts has included member share in total 
cost calculations to capture total pharmaceutical spending. Examining trends in member copayments 
is critical to understanding utilization and cost trends because shifting costs to members, while 
decreasing plan-sponsor trend, may inappropriately decrease utilization and compliance with 
medication. Compliance is defi ned as taking medications as prescribed by the doctor.  

For the second year, both total cost/Rx and member cost share dropped for traditional therapy classes. 
Overall, cost/Rx dropped by 2.2% to $12.82. Members now pay 22.3% of total traditional-drug costs. The 
drop was infl uenced by increased utilization of lower cost generic medications and lower per-prescription 
copayments for generic medications. The average specialty copayment was higher at $44 per prescription 
— primarily driven by plan sponsor copayment designs. However, due to the high per prescription specialty 
costs, members paid only 2.6% of total specialty costs, which remained the same in 2007 and 2008. 

EXHIBIT 7 

Member Copayment Trends 

2007 2008

Average
Copayment

% Total
Cost 

Average
Copayment

% Total
Cost       Trend

Traditional $13.00 23.3% $12.70 22.3%  -2.3%

     Generics $7.45 29.6% $7.82 29.0%  -2.3%

     Brands $21.48 20.9% $22.69 19.6%  5.7%

Specialty $41.06 2.7% $44.04 2.6%  7.3%

Total $13.11 21.3% $12.82 20.2%         -2.2%
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Trends in Compliance
Now estimated to affect over 130 million Americans, chronic diseases account for 70% of deaths and cost the 
U.S. $1.3 trillion annually ($1.1 trillion in lost productivity and another $277 billion in direct treatment).1  

Prescription drugs are key elements in the appropriate treatment of many chronic diseases. However, not all 
patients use chronic prescriptions appropriately. According to a 2007 report from the National Council on 
Patient Information and Education, nonadherence with medications may result in unnecessary disease 
progression, disease complications, reduced functional abilities, a lower quality of life and even premature 
death.2 Keeping patients adherent to prescription therapy is critical to improving health outcomes and 
controlling long-term healthcare costs. Recently, in light of the diffi cult economic environment, some 
consumers have begun taking less of their chronic medications or even foregoing care altogether.  

To examine compliance patterns among Express Scripts membership, we evaluated compliance across three 
key chronic therapy classes: antidiabetics, antihypertensives and lipid-lowering agents for high cholesterol.  

EXHIBIT 8

Unadjusted Medication Possession Ratios for Key Chronic Therapy Classes  2007 and 2008

  Medication Possession Ratio 

 Therapy Class 2007 2008

 Antidiabetic Agents 77% 77%
 Antihypertensives  83% 83%
 Lipid-lowering Agents 84% 83%

Using a standard calculation of compliance called the Medication Possession Ratio (MPR), we evaluated the 
days supply of medication over a fi xed period of time (measurement period) divided by the number of days in 
the measurement period. Our measurement period was one year beginning January 1 and ending December 31. 
For the calculation of MPR, we analyzed utilization for adult members who were continuously eligible in 
each year. All the members we studied were covered by plan sponsors in our commercial book of business. 
Compliance values represent only members with full employment (continuously eligible), not employees that 
lost employer-covered benefi ts in either year.  

The numerator is the sum of the days’ supply of all medications that fall within the measurement period, 
removing the day’s supply that extends past the end of the measurement period and adding the days 
supply spilling into the current measurement period. The denominator is either 365 days for continuous 
users of medication or the difference in days between the initiation of therapy and the end of the 
measurement period for new users. To ensure at least 270 days of follow up, new users were included 
only if their initial claims were prior to March 31.  

Our fi ndings show no change in compliance for patients taking antidiabetic and antihypertensive medications 
among Express Scripts commercially insured members from 2007 to 2008. Compliance measures for patients 
taking medications to treat high blood cholesterol decreased by only 1%. In both years and for all three therapy 
classes, compliance rates were above or approaching 80%, a rate believed necessary for achieving optimal 
health outcomes. 
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Managing Trend
Even though Express Scripts pharmacy trend is the lowest in over a decade, signifi cant spend still remains 
to be managed. Just because costs are not going up, does not mean that they cannot come down. Managing 
pharmaceutical spending involves not only weeding out waste or inappropriate use, but also advocating 
appropriate utilization to ensure that the right patient is taking the right drug in the right way at the right time. 

MANAGING OUT WASTE IN PHARMACY BENEFITS

President Obama has made healthcare reform a key legislative initiative in his administration. While increasing 
access to care and reducing the number of uninsured are primary concerns, the administration also recognizes 
that the current ineffi cient system cannot support the number of individuals who need to be added. Healthcare 
spending, which made up 16.2% of GDP in 2007, is growing by about 6% yearly. If left unchecked, it is expected 
to account for 20% of GDP in 20183, an unsustainable projection.  

SO WHERE IS THE WASTE IN THE HEALTHCARE SYSTEM?  

Waste is defi ned as spending more without improving health outcomes. Present at all levels of healthcare 
provision and utilization, waste takes many forms. On the provider side, current payment systems reward 
providers for the quantity of care, often leading to unnecessary diagnostic tests or marginally effective 
procedures. In prescription-drug spend, plan sponsors waste resources through ineffective plan designs 
that do not take advantage of programs designed to drive cost-effective utilization. Members waste benefi ts 
by using non-formulary drugs, by being nonadherent to treatment and by fi lling prescriptions through 
ineffi cient delivery channels.

For 2008, Express Scripts researchers estimated the waste within the commercially insured market from use of 
higher cost drugs instead of chemically or therapeutically equivalent lower cost generics. Estimated across 13 
therapy classes and based upon clinically determined generic fi ll rate (GFR) potentials, potential savings of over 
$18 billion were missed in the commercially insured market alone. Extrapolating to the U.S. population, including 
individuals covered by Medicare, Medicaid and other public insurance programs, Express Scripts estimated that 
missed saving opportunities amounted to over $42 billion. Exhibit 9 summarizes our fi ndings.

1    The Partnership to Fight Chronic Disease. Almanac of Chronic Disease 2008. Available at:  http://www.fi ghtchronicdisease.org/pdfs/PFCD_FINAL_PRINT.pdf. Accessed March 17, 2009.
2    National Council on Patient Information and Education. Enhancing prescription medication adherence: a national action plan. August 2007. 

Available at: http://www.talkaboutrx.org/documents/enhancing_prescription_medicine_adherence.pdf. Accessed March 17, 2009.
3    Sisko A, Truffer C, Smith S, et al. Health spending projections through 2018: recession effects add uncertainty to the outlook. Health Aff (Millwood). 2009;28(2):w346-w357.
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EXHIBIT 9 

Estimated Savings From Achieving Potential Generic Fill Rates*

     Potential Savings 
Therapy Class Actual GFR Potential GFR  (in $ millions) 

Oral Contraceptives 65.3% 90% $454

Antidiabetics 55.3% 60% $668

Beta Blockers 95.0% 98% $167

Antihypertensives 64.5% 83% $935

Antihyperlipidemics 43.9% 80% $5,110

Antihistamines 79.2% 100% $260

Systemic and Topical Nasal Products 49.4% 90% $656

Gastrointestinal Medications 55.3% 95% $4,508

Antidepressants 69.0% 94% $2,559

Antipsychotics 32.5% 45% $399

Hypnotics 69.4% 95% $858

Narcotic Analgesics 93.8% 95% $294

Anticonvulsants 57.7% 75% $1,223

Total (US Commercially Insured)     $18,089

Total (US population)   $42,383

*Therapy class designation was based upon GPI codes
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Specialty Drug Spending Patterns Between Pharmacy Benefi ts and Medical Benefi ts 

Management of specialty-drug spending is another area where untapped savings exist. Because specialty 
medications can be reimbursed through both medical benefi ts and pharmacy benefi ts, the economic impact of 
specialty spending may be hidden within medical benefi ts, which often are not well-managed. Express Scripts 
conducted a study to identify how specialty-drug costs are distributed between medical and pharmacy benefi ts. 
We used an integrated medical and prescription claims database to evaluate specialty-spending distributions 
for 22 conditions from 2005 to 2007. Results from the top 10 specialty classes are presented in Exhibit 10.

EXHIBIT 10

Proportion of Pharmacy Cost as a Percentage of Total Specialty Spend 2005 to 2007

Ranked by 2007 Total PMPY Costs 

 Rank Disease State  2005 2006 2007

 1 Cancer 15.5% 18.2% 18.9%
 2 Infl ammatory Conditions 65.8% 66.1% 65.3%
 3 Blood Cell Defi ciency 32.5% 17.4% 15.3%
 4 Multiple Sclerosis 96.1% 97.2% 97.1%
 5 Hemophilia 38.0% 33.9% 30.4%
 6 Growth Defi ciency 87.9% 92.5% 93.2%
 7 Respiratory Conditions 69.9% 68.1% 69.1%
 8 Immune Defi ciency 60.6% 23.1% 20.4%
 9 Anticoagulant 93.9% 94.5% 94.4%
 10 Hepatitis C 98.0% 98.6% 98.3%
   Other 52.8% 52.6% 52.0%
   Total 48.9% 45.2% 44.9%

Source: MarketScan® Commercial Claims and Encounters Database: 2005 to 2007

By viewing total medical and pharmacy costs together, a more complete picture of specialty spending is 
presented. When total medical and pharmacy spending is considered, specialty drugs used to treat cancer was 
the number one class. However, cancer was the number three therapy class in terms of total pharmacy specialty 
spend — representing only 16%.  

Our results show that 55% of the costs for specialty medications in 2007 were billed through medical 
benefi ts — an increase from 51% in 2005. The transition of spending to the medical benefi t likely is due 
to need for physician monitoring of some therapies, as well as to safety concerns for other treatments. Our 
fi ndings show that conditions including immune defi ciencies, blood cell defi ciencies and hemophilia had 
signifi cant movement of spending out of pharmacy benefi ts and into medical benefi ts. Administering specialty 
drugs is an important source of revenue for some physicians which may explain some of the transition. That 
said, however, many products can be managed appropriately and safely through specialty pharmacies that use 
drug-utilization monitoring specifi cally designed for hard-to-manage conditions. Given the signifi cant savings 
under pharmacy benefi ts, plan sponsors should ensure that appropriate drugs are covered only under pharmacy 
benefi ts. They can also implement utilization-management programs under medical benefi ts for patients most 
appropriately managed by physicians.  
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The Solution
Clients have many tools available to capture the savings from increased generic usage depending on how 
actively they manage benefi ts. Taking an active stance, including tighter formulary management and adoption of 
clinical programs such as Step Therapy, has been shown to produce signifi cant savings for plan sponsors and 
members. By the end of 2008, approximately 55% of Express Scripts’ members were enrolled in plans that had 
implemented at least one Step Therapy program. Step Therapy, which encourages the use of lower-cost, equally 
effective, generic medications prior to stepping up to more costly branded therapies, produced average savings 
of $5.11 per member per year (PMPM) for clients that adopted our standard package of modules.  

Without active management, clients must rely on fi nancial incentives through tiered copayment designs 
and copayment differentials to encourage cost-effective use of drugs and delivery channels. While optimal 
copayment design is necessary to establish the choice framework for members and their physicians to choose 
the appropriate drug therapy, relying solely on fi nancial incentives leaves considerable savings on the table.  

EDUCATION

Over the last fi ve years, PBMs and plan sponsors have utilized member education with targeted and framed 
messaging to inform members of savings opportunities. Express Scripts has seen signifi cant movement to lower 
cost options through the use of these educational initiatives.4 Two of our recent studies examined targeted and 
framed messaging about new therapeutic alternatives after the patent expirations of Ambien® (zolpidem) and 
Fosamax® (alendronate). These patent expirations provided the fi rst therapeutically equivalent generic agents 
available in their respective therapy classes (hypnotics and bisphosphonates).  

In both studies, movement to the generic alternative was more signifi cant for members receiving targeted 
and framed messages than for members in control groups (who were given fi nancial incentives alone). When 
categorized by delivery channel, members receiving medications through Home Delivery had a signifi cantly 
greater rate of conversion than those receiving medication in retail pharmacies. The greater success in Home 
Delivery is consistent with other fi ndings from letter campaigns encouraging use of lower cost alternatives. 
The implication is that once a relationship is established between Express Scripts and plan members through 
Home Delivery, members are more willing to receive, trust and act on suggestions about improving their 
health and capitalizing on the value of their prescription-drug benefi ts. Both studies are available on the 
Express Scripts.com website at: http://www.express-scripts.com/industryresearch/outcomes/onlinepublications.

4    Cox ER, Kulkarni A, Henderson R.  The Impact of Patient and Plan Design Factors on Switching to Preferred Statin Therapy:  The Case of Atorvastatin Formulary Status Change. 
Annals of Pharmacotherapy. 2007;41(12):1946-53.



EXPRESS SCRIPTS 2008 DRUG TREND REPORT  15

OVERALL  TREND

EXHIBIT 11

Adjusted Conversion Rates

Selected Brand Hypnotics to Zolpidem

A Brand Bisphosphonate to Alendronate

  

22.1%

Home Delivery
(n = 14,277)

Retail
(n = 2,695)

10%

6.1%
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AN ADVANCED UNDERSTANDING OF CONSUMER BEHAVIOR

Financial incentives and targeted patient education have been effective in motivating members to adopt 
preferred behaviors, but study results also suggest that standard approaches are not suffi cient to wring out 
waste and improve health. In 2008, Express Scripts organized a distinguished team of behavior experts to 
start a new initiative aimed at enhancing consumer communications in healthcare. Our Center for Cost-
Effective Consumerism studies human behavior specifi cally in relation to pharmacy benefi ts. We believe that 
an advanced understanding of human behavior, coupled with scientifi cally sound communications, will 
signifi cantly improve pharmacy benefi t management. We call this practice Consumerology. Through pilots 
and other testing methods, the Center has selected three behavioral economics principles to guide our 
research and development work:

Social Comparison 

Capturing the importance that people place on knowing how they are doing relative to others is known 
as social comparison. What other people think and how individuals fi t in with the group infl uence 
behavior. We are investigating how to improve therapy adherence using this sensitivity. In one pilot, 
we are providing patients with information that compares their personal medication usage scores 
with average and minimally acceptable scores.

Hyperbolic Discounting 

Hyperbolic discounting demonstrates that future events feel about half as important as events today. 
This psychological force, which causes current costs to loom surprisingly large relative to future 
benefi ts, often leads to procrastination. Hyperbolic discounting has important implications for almost 
every health-related behavior (such as exercising today to improve future health), as well as for 
Express Scripts products such as Home Delivery. Traditionally with Home Delivery, costs are incurred 
up front for a 90-day supply of medications. A better understanding of hyperbolic discounting has 
spurred us to conduct pilot studies aimed at greatly improving the use of Home Delivery. We think that, 
because members who fi ll maintenance medications through Home Delivery have two-thirds fewer 
opportunities to procrastinate, adherence to medications in Home Delivery is higher when compared 
with adherence rates to medications fi lled in retail pharmacies.
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EXHIBIT 12

Adherence in Home Delivery Compared to Retail Across Three Chronic Therapy Classes

         Source:  Is compliance really better in home delivery? Evidence across three chronic therapy classes. September 2008. 
Available at: http://www.express-scripts.com/industryresearch/outcomes/onlinepublications/study/homeDeliveryCompliance.pdf. Accessed April 2, 2009.

Loss Aversion 

Loss aversion means that people work harder to avoid perceived losses than to obtain perceived gains. 
For example, people are more willing to undergo a surgical procedure characterized as having a 95% 
chance of success than one described as having a 5% chance of failure. 

The loss-aversion principle has been tested in studies examining the impact of lowering copayments. 
One mechanism proposed to increase adherence is reducing barriers to care through reducing or 
eliminating copayments for high value medications. But do members react in the same way to lowering 
copayments as they do to increasing copayments? Studies have shown that copayment increases of 10% 
lead to declines in medication use between 2% and 6%.5

Does it follow, then, that lowering prescription-drug copayments improves medication adherence by 
the same proportions? In a study published in the December 2008 issue of the American Journal of 
Managed Care, Express Scripts researchers examined the relationships between lowered copayments 
and adherence.6 We based the study on lower copayments resulting from the patent expiration of the 
cholesterol-lowering drug Zocor® (simvastatin). We found only modest gains in overall adherence as 
copayments declined. Price elasticity of demand estimates from this study found that a 10% decrease 
in copayments led to utilization increases of only 0.2% — orders of magnitude smaller than the 
utilization decreases that result from increasing copayments.  

So what does all of this mean for plan sponsors designing pharmacy benefi ts? It means that fi nancial 
incentives are not the sole solution to infl uencing patient behavior. In addition to price, side effects, and drug 
effectiveness; important psychological principles, such as procrastination, expectations, social norms and 
framing, are also at play in shaping decisions about utilization of pharmaceutical products. 

5   Goldman DP, Joyce GF, Zheng Y. Prescription drug cost sharing: associations with medication and medical utilization and spending and health. JAMA. 2007;298(1):61-69. 
6   Sedjo RL, Cox ER. Lowering Copayments: Impact of Simvastatin Patent Expiration on Patient Adherence. Am J Manag Care. 2008;14(12):813-18.
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Methods
In the 2008 Drug Trend Report, prescription-drug use was analyzed for two independent samples of 
approximately 3 million individual members each. The plan sponsors providing pharmacy benefi ts to the 
sampled members paid at least some portion of the cost for prescriptions dispensed to its members in both 
2007 and 2008 and they had stable membership (50% or less of the membership changed in 2007 and 2008). 
Plan sponsors used Express Scripts for both retail and home-delivery pharmacy services. Prescription counts 
have been converted to equivalent quantities that would have been dispensed through retail pharmacies to 
allow for varying benefi t structures and adjust for differential home-delivery usage rates. 

Non-prescription medications (except for diabetic supplies, which were included for the fi rst time) and 
prescriptions that were dispensed in hospitals, long-term care facilities and other institutional settings 
were not included in this analysis. Calculations also excluded claims for Medicaid recipients and Medicare 
benefi ciaries receiving prescription-drug benefi ts through Medicare Part D plans or Managed Medicare 
Prescription Drug Plans (PDPs). 

For the fi rst time, plan sponsor rebates were included to provide a more accurate representation of actual costs.

Utilization was determined on a per member per year (PMPY) basis. It was calculated by dividing the total 
number of 30-day adjusted prescriptions by the total number of member-years for all members. A member-year 
is the total number of months of eligibility for all members in the sample divided by 12. Prevalence of use for 
each drug class was calculated as the number of members taking medications in the class divided by the total 
number of members (both utilizers and non-utilizers) in the sample. The average number of prescriptions per 
user per year (# Rx/User/Year) is the total number of 30-day adjusted prescriptions divided by the total number 
of user-years. A user-year is determined by adding the number of months of eligibility for all sample members 
who had at least one claim for a given drug class and then dividing the total by 12.
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Therapy Class Review 
Going forward from this year’s edition of the Drug Trend Report, drug classes formerly identifi ed as 
“nonspecialty” will be designated as “traditional.” Additionally, we have changed the therapy-class 
naming system from generic product identifi er (GPI) codes to most common indication (MCI) numbers. 
A system proprietary to Express Scripts, MCIs identify classes by the main conditions they treat.

For 2008, we reviewed in depth the top seven traditional drug classes and the top three for specialty. These 
in-depth profi les give greater insight into cost and utilization trends as well as the factors infl uencing these 
trends in 2008. Additional information on “classes to watch” provides a glimpse into several traditional and 
specialty classes that affected trend in 2008 and that we feel will be important in 2009 and beyond. 

TRADITIONAL 

The top seven traditional classes, which accounted for nearly 50% of traditional spending, represent drugs 
used to treat some of the most common chronic diseases in the U.S.: high blood pressure, heart disease, 
diabetes, asthma and mental disorders. The top three traditional classes all treat metabolic syndrome, a 
cluster of conditions, such as abdominal obesity and insulin resistance, that often occur together, increasing 
the risk of heart disease, stroke and diabetes. Drugs to treat metabolic syndrome represented close to 
one-third of total traditional per member per year (PMPY) spend in 2008. 

EXHIBIT 13

Percentages of Total Spend and PMPY Cost Change

for Selected Traditional Therapy Classes 2007 to 2008

   Percentage of  Percent Change

  Therapy Class Total Spending    in PMPY Cost 

 High Blood Cholesterol 9.1% -8.0%

 High Blood Pressure/Heart Disease 8.6% -3.0%

 Diabetes 8.0% 9.7%

 Depression 7.0% -0.9%

 Ulcer Disease 6.3% -5.2%

 Asthma 5.6% 3.8%

 Seizures 4.7% 13.7%

 Pain 4.1% 11.4%

 Mental/Neurological Disorders 3.3% 16.8%

 Attention Disorders 2.8% 13.7%

 Migraine Headaches 1.5% 10.5%

 Bone Conditions 1.2% -20.4%

 Others 37.9% 1.2% 

 Total 100.0% 1.5%
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•    Following a 9% drop in 2007, overall trend in the high cholesterol class continued to be negative, driven by a 10% decrease 
in cost trend as patients moved to less expensive generic medications.

•    Negative publicity surrounding the ENHANCE trial in early 2008 continued to result in a market share shift from Vytorin and 
Zetia to other agents, including simvastatin.

•   Lipitor’s market share stayed relatively steady from 2007 to 2008 as a result of its addition to formularies in mid-2007.

      After the ENHANCE study fi ndings were released, Express Scripts evaluated the usage patterns for patients on Vytorin and 
found that 29% switched to another statin during the year and 17% stopped altogether.

Overall Trend -8.0%

Cost/Rx -10.2%

    Price -5.8%

     Units/Rx 0.1%

Brand/Generic Mix -0.7%

Therapeutic Mix -4.2%

Utilization 2.5%

     Prevalence 2.4%

Intensity 0.1%

New Drugs 0

•    Statins will continue to be the mainstay of cholesterol treatment. Growth in this category will be driven by brand promotion 
and new indications.

•    Manufacturers are developing products that combine a statin with another type of cholesterol-lowering drug to reduce 
cholesterol in more than one way. Some of these products include Pravafen (pravastatin and fenofi brate), TriLipixTM and 
Crestor, and atorvastatin and ezetimibe.

•    Following a patent settlement, generics for Lipitor are now expected late in 2011. 

•    Development of CTEP inhibitors, drugs that raise HDL cholesterol signifi cantly, continues at a slower pace due to questions 
raised following the discontinuation of the lead product, torcetrapib.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $68.68 1.23 11.4% $55.83 9.7 

Market-Share Trend
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•     This category now includes all medications for treating high blood pressure, including antihypertensives (ACE inhibitors 
and angiotensin receptor blockers), beta blockers and calcium channel blockers. In previous years, these classes were 
reported separately.

•    The high blood pressure class is dominated by generics, which account for eight of the top 10 products. 

•    The 2007 approvals of generics for Altace,® Coreg,® Lotrel,® Norvasc® and Toprol-XL® continued to drive down cost trend.

•    In 2008, fi rst-time generics were launched for Inspra® and Sular.® However, a new formulation of Sular helped to 
limit generic erosion of the brand product.

      Although this drug class is dominated by generic medications, opportunities that include the implementation of 
Step Therapy still exist for clients to manage costs appropriately. Express Scripts found that clients with Step Therapy 
targeting drugs in the class saw a 3.6-fold lower trend rate. Clients with Step therapy had a -4.3% trend compared 
to a -1.2% trend without Step Therapy.

Overall Trend -3.0%

Cost/Rx -4.7%

    Price 3.8%

     Units/Rx 0.1%

Brand/Generic Mix -9.0%

Therapeutic Mix 0.8%

Utilization 1.4%

     Prevalence 1.7%

Intensity -0.3%

New Drugs 0.3%

What’s Ahead

•    A shortage of metoprolol succinate extended release (generic Toprol-XL) caused a shift back to the brand or to other 
beta blockers in early 2009.

•    In 2009, generics to Aceon® and Cardizem® LA are expected. 

•    The expiration of the Cozaar patent in 2010 will bring to market the fi rst generic in the angiotensin receptor blocker 
(ARB) class of medications. 

•    Following a patent settlement, generics to Caduet® are now likely in late 2011. 

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $65.29 2.16 15.4% $30.21 12.8 

Market-Share Trend

Top Brand Drugs

Diovan®
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 •    2008 is the fi rst year that diabetic supplies (meters, test strips and syringes), which typically do not require a 

prescription although they are covered under many prescription-drug plans, were included in the diabetes category. 
However, prescription drugs represent 85% of spend.

•    In 2007, the American Diabetes Association (ADA) released a position paper “Standards of Medical Care in Diabetes,” 
supporting the use of generic metformin early in the management of type 2 diabetes, likely contributing to its increased use. 

•    The continued impact of safety concerns resulted in movement from Avandia® to other brands, moderating utilization 
intensity (the number of prescriptions per utilizer). 

      The 2007 ADA guideline changes were expected to increase the number of patients taking two drugs for diabetes. However, 
when Express Scripts researchers examined patterns of use over 2007 and 2008 and found only modest changes in patients 
with multiple monthly claims for antidiabetic drugs. In 2007, approximately 54% of patients taking an antidiabetic agent 
were paying only one copayment in the class. That percentage of users increased slightly to 56% in 2008. 

Overall Trend 9.7%

Cost/Rx 7.9%

    Price 5.1%

     Units/Rx 1.0%

Brand/Generic Mix -0.1%

Therapeutic Mix 1.7%

Utilization 1.6%

     Prevalence 2.1%

Intensity -0.5%

New Drugs 0

•    The incidence of diabetes continues to rise as the population ages and obesity is more prevalent.

•    Cost trend in this category will continue to increase as new brand products are approved and fi rst-time generics have very 
limited impact.

•    Alogliptin and OnglyzaTM (saxagliptin), rivals for Januvia, are currently under FDA review with action dates in the middle of 2009.

•    Victoza® (liraglutide), a once-daily Byetta® competitor, could enter the market in 2009. 

•    In 2010, the market could see the introduction of once-weekly Byetta LAR, followed by a similar new product, currently known 
as R1583, the following year.

•    Although the market withdrawal of Exubera® resulted in discontinuation of development for many other inhaled insulins, one product, 
Afresa,® continues in late-stage trials. It could reach the market as early as 2010 unless safety-related questions delay its release.

•    Signifi cant generic opportunities are limited until the thiazolidinediones (TZDs), Actos and Avandia, face patent expiration 
early next decade.

Market-Share Trend

Top Brand Drugs
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Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $60.54 0.84 4.8% $71.99 16.2 
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•    Overall trend for antidepressants was negative as more patients used generics.  

•    In 2008, fi rst-time generics to Paxil CR® and Wellbutrin XL 150mg tablets were introduced.

•    New products, Pristiq® and venlafaxine extended-release tablets, became available as alternatives among the 
selective serotonin and norepinephrine reuptake inhibitors (SNRIs).

•    Market share for Cymbalta is increasing due to its new indications for diabetic neuropathic pain and generalized 
anxiety disorder (GAD).

A Closer Look

•    One signifi cant factor driving trend lower in this category was increased use of generic medications. While the introduction of 
generics for popular brands helped to move utilization away from brands, clients who actively managed trend in this category 
through the adoption of Step Therapy saw their trend go even lower than the overall -0.9% trend. Clients using Step Therapy 
for antidepressants had a negative 2.5% trend compared to an increase of 2.2% in trend for clients without Step Therapy.

•    Utilization trends were more moderate in 2008 after the 3.1% utilization trend in 2007. However, different patterns across 
age groups were noted with patients 64 years of age and younger showing negative utilization trends, while those 65 and 
older saw utilization increases of 6%.

Overall Trend -0.9%

Cost/Rx -1.9%

    Price -1.0%

     Units/Rx 0.5%

Brand/Generic Mix -1.6%

Therapeutic Mix 0.2%

Utilization 0.6%

     Prevalence 0.1%

Intensity 0.5%

New Drugs 0.4%

•    Generic selective serotonin reuptake inhibitors (SSRIs) will continue to be the most commonly used antidepressants.

•    Treatment of pain and other new indications for the SNRIs will help maintain their market shares.

•    Agomelatin, the fi rst antidepressant that targets both melatonin receptors and serotonin receptors, could reach 
the market in 2009. 

•    First-time AB-rated generics to Effexor XR capsules are expected in July 2010. 

•   The drug patent on Lexapro, the brand with the highest market share in the class, expires in March 2012.

Market-Share Trend

Top Brand Drugs

Lexapro®

Effexor XR®

sertraline
citalopram

Cymbalta®
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What’s Ahead

%
 o

f P
re

sc
rip

tio
ns

2004 2005 20072006 2008

sertraline

citalopram

Lexapro

fluoxetine

Effexor XR

0

5

10

15

20

 Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $52.89 0.84 9.7% $62.53 8.2 
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•    Although utilization for ulcer drugs increased, overall trend was negative due to a large cost decrease as more patients 
used generic drugs. 

•    In late 2007, pantoprazole (generic Protonix) reached the market through an at-risk launch, before patent litigation was 
resolved. The brand manufacturer quickly introduced an authorized generic and supplies of both remained available 
throughout 2008. The signifi cantly higher cost of pantoprazole compared to omeprazole will require innovative management 
strategies within the generic category. 

•    In addition, fi rst-time generics were launched for Prilosec® 40mg and Prilosec OTC.®

A Closer Look

      Utilization trends continue to be strong for this class. At 4.7%, it has one of the highest utilization trends among the top 
seven drug classes. While patent expirations continue to shift market share in favor of generics, clients can move the needle 
even further. Clients that adopted Step Therapy saw a 3-fold greater trend decrease (-6.6%) for this class than clients that 
did not implement Step Therapy (-2.1%). 

Overall Trend -5.2%

Cost/Rx -9.5%

    Price -4.8%

     Units/Rx 1.3%

Brand/Generic Mix -3.2%

Therapeutic Mix -3.0%

Utilization 4.7%

     Prevalence 3.7%

Intensity 1.0%

New Drugs 0

•    Continuing availability of generic Protonix is uncertain. Existing supplies will diminish, but another at-risk launch or 
patent invalidation could keep pantoprazole on the market before the patent for Protonix expires in 2011.

•    Kapidex,TM a follow-on to Prevacid, was marketed in February 2009 in anticipation of patent expiration for Prevacid in 
November 2009.

•    As the proton pump inhibitor (PPI) class begins to mature, more products will become available over-the-counter (OTC). 
In 2009, both Prevacid and Zegerid® could be made available as OTC formulations.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $47.64 0.61 7.9% $77.55 7.1 

Market-Share Trend

Top Brand Drugs
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Year in Review
•    Patients transitioned from generic albuterol inhalers to more expensive brand albuterol inhalers that use hydrofl uoroalkane 

(HFA) propellants after the FDA phased out ozone-damaging chlorofl uorocarbon (CFC) propellants in older inhalers. 

•    Together, Singulair and Advair Diskus now represent 47% of market share in this category.

A Closer Look

      Utilization trends for 2008 were negative, driven by a reduction in the number of prescriptions rather than in the number of 
patients using asthma medication. Asthma is the most common chronic condition in children and utilization is expected to 
grow. A study published in the November 2008 issue of the journal Pediatrics by Express Scripts researchers found that the 
growth rate in the prevalence of these agents increased 47% from 2002 to 2005. 

Overall Trend 3.8%

Cost/Rx 5.8%

    Price 6.0%

     Units/Rx 0.3%

Brand/Generic Mix -0.6%

Therapeutic Mix 0.1%

Utilization -1.8%

     Prevalence 0.7%

Intensity -2.5%

New Drugs 0

•    Because of diffi culty in reproducing complex inhalation devices, generic asthma inhalers are not expected in 
the near term. 

•    Once-daily indacaterol, currently under FDA review, could provide an alternative to twice-daily Foradil® Aerolizer® 
and Serevent® Diskus.® Indacaterol is administered in a dry-powder inhaler.

•    Additional products that combine corticosteroids and beta agonists will compete in the asthma-controller market. 
A formoterol and mometasone inhaler may enter the market in 2010 and a follow-on to Advair is also expected.

•    Although AB-rated generics to Advair are not probable, alternative brand products are likely — beginning in 2011.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $42.23 0.45 8.0% $93.13 5.2 

Market-Share Trend
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Year in Review

•    Utilization increases are due, in part, to non-seizure indications, such as fi bromyalgia, for many drugs in this class.

•    In 2008, fi rst-time generics to Depakote,® Lamictal and Keppra® helped mitigate overall cost trend. The full effect 
of these generics will be observed in 2009.

A Closer Look

      For the seizures class, both utilization and costs trends were driven by three drugs — Topamax, Lyrica and Lamictal — with 
varying patterns of trend increases across the three agents. Together they accounted for 49.4% of total cost in the class. The 
growth in Lyrica was driven by a 36% increase in utilization and a 9% increase in cost/Rx growth; Topamax trends were 5% 
for utilization and 11% cost/Rx while Lamictal cost trend was driven by a 15% growth in utilization. 

Overall Trend 13.7%

Cost/Rx 6.6%

    Price 8.1%

     Units/Rx 0.6%

Brand/Generic Mix -4.8%

Therapeutic Mix 2.9%

Utilization 6.7%

     Prevalence 5.9%

Intensity 0.7%

New Drugs 0

What’s Ahead

•    Cost savings are expected with the 2009 availability of generics to Depakote ER and Topamax.

•    New brands, BanzelTM (FDA-approved in November 2008) and Vimpat® (approved in February 2009) will provide 
additional treatment options for epilepsy patients.

•    Several additional drugs that are in development include RikeltaTM (brivaracetam), ComfydeTM (carisbamate), StedesaTM 
(eslicarbazepine) and retigabine. These products will provide treatment alternatives for patients with epilepsy. 

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $35.70 0.31 3.9% $113.72 7.6 

Market-Share Trend

Top Brand Drugs

Topamax®

Lyrica®

clonazepam
gabapentin

Lamictal®

Depakote® ER
lamotrigine
phenytoin
extended
release

Top Generic Drugs

Traditional Rank 7Seizures
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Year in Review
•    The pain class includes narcotic analgesics, salicylates and narcotic combination products. Non-steroidal anti-infl ammatory 

drugs (NSAIDs) are in a separate class.

•    Generic products are highly utilized in the pain category. However, many higher priced brands also compete for market share.

•    Patent settlements allowed generic OxyContin (oxycodone controlled release) to remain on the market through 2008. 

What’s Ahead
•    Supplies of generic OxyContin will diminish throughout 2009, allowing re-establishment of brand-only OxyContin. 

•    New abuse-resistant formulations of the long-acting opioids are in development. These products include EmbedaTM 
(morphine and naltrexone extended-release tablets) and abuse-resistant OxyContin, which could reach the market 
in 2009 and 2010, respectively.

•    Tapentadol, a synthetic analgesic with dual actions as a mu opioid receptor agonist and a norepinephrine reuptake 
inhibitor, likely will be launched in 2009 for the treatment of moderate to severe acute pain. 

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $30.79 0.74 17.6% $41.81 7.4  

Overall Trend 11.4%

Cost/Rx 8.6%

Utilization 2.6%

New Drugs 0

Top Brand Drugs

OxyContin® hydrocodone and acetaminophen
oxycodone and acetaminophen

tramadol

Top Generic Drugs

Traditional Rank 9

Traditional Classes to Watch

Pain
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Traditional Classes to Watch

Year in Review
•    Drugs in the mental/neurological disorders class treat Alzheimer’s disease, anxiety, bipolar disorder, psychoses, 

and other organic brain disorders. 

•    While cost trend went up due to price increases and switching to more expensive medications, it was also tempered 
by the fi rst-time availability of generics to Risperdal® in June 2008.

•    Atypical antipsychotics represent over 75% of the total cost in this category. These drugs are used extensively off label. 
Additionally, a growing number of primary care physicians (PCPs) are prescribing them. While 17% of prescriptions for 
atypical antipsychotics were written by PCPs in 2006, the percentage increased to 24% in 2008. 

What’s Ahead
•    New brand antipsychotic drugs that could begin competing for market share in 2009 and 2010 include FanaptaTM 

(iloperidone), Serdolect® (sertindole) and SaphrisTM (asenapine).

•    Generics to the Alzheimer’s drug, Aricept, could be available as early as November 2010. 

•    The next atypical antipsychotic drug due to lose patent protection is Zyprexa® in October 2011.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $24.87 0.13 1.7% $185.04 7.4  

Overall Trend 16.8%

Cost/Rx 9.8%

Utilization 6.4%

New Drugs 0

Top Brand Drugs

Seroquel®

Aricept®

Namenda®

amitriptyline
nortriptyline

lithium

Top Generic Drugs

Traditional Rank 10Mental/Neurological Disorders
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Traditional Classes to Watch

Year in Review
•    Vyvanse,TM launched in 2007, has been gaining market share at the expense of Adderall XR.

•    Although over 50% of drug use in this category is for children 19 years of age and younger, utilization continues to grow 
among young adults. For patients in their 20s and 30s, utilization increased 17.5% in 2007 and 15.7% in 2008. 
Utilization trend for children up to age 19 was 5% in 2007; with fl at growth (0.9%) in 2008.

What’s Ahead
•    The fi rst generic to Adderall XR was released in April 2009. 

•    The availability of generic Concerta remains in question due to ongoing litigation and concerns raised by a Citizen’s Petition. 

•    IntunivTM (guanfacine extended release) could receive approval in late 2009. As a centrally acting alpha-2 noradrenergic 
agonist, immediate-release guanfacine is already approved for treating hypertension. Intuniv represents a new option 
for the treatment of ADHD.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $21.14 0.16 2.1% $130.15 9.0  

Overall Trend 13.7%

Cost/Rx 7.6%

Utilization 5.6%

New Drugs 0

Top Brand Drugs

Adderall XR TM

Concerta®

Strattera®

amphetamine salt combination
methylphenidate

dextroamphetamine

Top Generic Drugs

Traditional Rank 12Attention Disorders
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Traditional Classes to Watch

Year in Review
•    Brand triptan drugs dominate the migraine class with over 85% of the market.

•    Injected and tablet forms of sumatriptan, generics to the fi rst triptan, Imitrex, were launched late in 2008. 
They will have an impact on 2009 trend.  

•    The new combination drug Treximet,® a single-pill combination of sumatriptan and naproxen, was approved in April 2008.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $11.42 0.06 1.3% $187.02 4.3 

What’s Ahead

•    Supplies of generic Imitrex began increasing early in 2009. 

•    Other fi rst-time generic triptans that could enter the market are naratriptan (generic Amerge®) in 2010 and rizatriptan 
(generic Maxalt®) in 2012. 

•    Exclusivity for Treximet expires in 2011, the earliest possible launch date for its generics. 

•    Telcagepant, the fi rst drug in a new class known as calcitonin gene-related peptide (CGRP) receptor antagonists, could 
be approved to treat migraine headaches in 2010. In clinical trials, telcagepant had fewer cardiovascular side effects 
than are seen with the triptans. 

Overall Trend 10.5%

Cost/Rx 14.3%

Utilization -4.9%

New Drugs 1.8%

Top Brand Drugs

Imitrex®

Zomig®

Relpax®

isometheptene, 
dichloralphenazone and

acetaminophen

sumatriptan

Top Generic Drugs

Traditional Rank 19Migraine Headaches
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Traditional Classes to Watch

Year in Review
•    Cost trend for bone conditions decreased dramatically following the introduction of generics to Fosamax, the fi rst 

bisphosphonate, in February 2008.

•    Utilization also decreased as fewer patients used bisphosphonates. The transition of some patients from the daily 
or weekly oral bisphosphonates to a specialty drug, once-yearly intravenous Reclast,® may be partly responsible. 

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $9.24 0.17 1.7% $55.73 8.5  

What’s Ahead
•    The specialty drug denosumab (D-mab) could be approved late 2009. As a twice-yearly subcutaneous injection, 

denosumab could transfer more market share away from traditional-drug spend into a specialty class.

•    The next bisphosphonate to face patent expiration is Boniva, which could have generic competition as early as 2012.

Overall Trend -20.4%

Cost/Rx -17.4%

Utilization -3.6%

New Drugs 0

Top Brand Drugs

Actonel®

Boniva®

Fosamax Plus DTM

alendronate

Top Generic Drugs

Traditional Rank 21Bone Conditions



32 EXPRESS SCRIPTS 2008 DRUG TREND REPORT

THERAPY CLASS  REV IEW

SPECIALTY

Following are detailed analyses of the three top specialty classes, which accounted for nearly 64% of specialty spend in 2008. Classes 
to watch include those that had signifi cant impact on 2008 specialty trend. Six of the top eight specialty therapy classes grew at double-
digit rates, with PMPY spending for drugs used to treat pulmonary hypertension increasing 59%. Looking closer into the components of 
these trends will be important as managing specialty drug spending remains a key priority for many clients. 

EXHIBIT 14

Percentages of Total Spend and PMPY Cost Change 

for Selected Specialty Therapy Classes 2007 to 2008

   Percentage of  Percent Change  

  Therapy Class Total Spending    in PMPY Costs  

 Infl ammatory Conditions 27.5% 17.0%

 Multiple Sclerosis 20.2% 18.3%

 Cancer 16.0% 18.6%

 Growth Defi ciency 5.2% 20.3%

 Blood Cell Defi ciency 4.3% -11.4%

 Respiratory Conditions 3.2% -0.2%

 Hepatitis C 2.9% -7.3%

 Pulmonary Hypertension 2.7% 59.2%

 Others 18.0% 16.8% 

 Total 100.0% 15.4%
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Year in Review
•    Expanded indications and earlier use of tumor necrosis factor (TNF) inhibitors (Enbrel, Humira and Remicade) to treat 

rheumatoid arthritis (RA) continue to drive trend growth.

•    Due in part to its 2007 approval for Crohn’s disease, Humira continued to make market-share gains on Enbrel, the market 
leader in the class. 

•    Cimzia,® a long-acting TNF inhibitor that is administered as a once-monthly subcutaneous (SQ) injection, was approved 
for Crohn’s disease in April 2008. 

A Closer Look
•    Utilization growth among drugs to treat infl ammatory conditions is being driven by both better channel management —

moving reimbursement from the medical benefi t to the pharmacy benefi t — and expanded indications for many of the 
agents in the class. 

•    CuraScript works with clients to manage out waste in this high-use class. For instance, clinical guidelines help physicians 
determine appropriate dosages for anti-infl ammatory agents. After implementing guidelines, one CuraScript client realized 
signifi cant savings from an 11% reduction in inappropriate utilization. 

Overall Trend 17.0%

Cost/Rx 5.7%

    Price 5.9%

     Units/Rx -0.6%

Brand/Generic Mix 0

Therapeutic Mix 0.4%

Utilization 10.5%

     Prevalence 9.2%

Intensity 1.2%

New Drugs 0.2%

What’s Ahead
•    Cimzia is expected to gain market share in 2009 due to increased use for Crohn’s disease and probable approval of an 

expanded indication for RA.

•    In 2009, SimponiTM (golimumab), another long-acting TNF inhibitor, is expected to be approved by the FDA for RA, ankylosing 
spondylitis and psoriatic arthritis. Like Cimzia, Simponi is a monthly SQ injection that will be more convenient than Enbrel 
and Humira, which require more frequent dosing.

•    In late 2009, StelaraTM (ustekinumab), a novel biologic drug that works by inhibiting interleukins 12 and 23, may be 
approved in the US to treat psoriasis. 

•    Several drugs, including LymphoStat-B® (belimumab), which are in development for the treatment of lupus, may be 
approved by the end of the decade.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $27.17 0.02 0.18% $1,633.01 8.3 

Market-Share Trend

Top Brand Drugs

Enbrel®

Raptiva®

NoneHumira®

Remicade®

Top Generic Drugs

Specialty Rank1
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Year in Review
•    Although utilization decreased slightly in 2008, cost/Rx growth continues to be a major driver of trend for drugs to 

treat multiple sclerosis (MS). Double-digit price infl ation was seen for six of the seven MS drugs driving the class to 
24% price infl ation.

•    Copaxone, a daily non-interferon, was the market leader. Primarily taking market share from Avonex, an interferon that 
is used weekly, Copaxone is associated with fewer fl u-like symptoms than Avonex and other interferons such as Rebif 
and Betaseron.

Overall Trend 18.3%

Cost/Rx 21.9%

    Price 23.5%

     Units/Rx -0.2%

Brand/Generic Mix 0

Therapeutic Mix -1.1%

Utilization -2.9%

     Prevalence -1.0%

Intensity -1.9%

New Drugs 0

What’s Ahead
•    Current MS therapies are injected, but several oral drugs for MS, including fi ngolimod, PanaclarTM and terifl unomide, 

are in late-phase development. 

•    Cladribine tablets may be the fi rst disease-modifying oral drug to receive FDA approval for MS.

•    Another oral drug, Fampridine SR, may be approved in late 2009 for treatment of symptomatic MS, despite an FDA request 
for more information from the manufacturer.

•    Some oral therapies may be used in combination with currently available injectable drugs, and they also may be used 
earlier in the course of MS.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $20.00 0.01 0.10% $2,006.43 9.5 

Market-Share Trend

Top Brand Drugs

Copaxone®

Avonex®

NoneRebif®

Betaseron®

Top Generic Drugs

Specialty Rank 2   Multiple Sclerosis
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A Closer Look

•    While price infl ation for MS drugs increased 24%, copayments per prescription went up by only 45 cents. Member share 
of total costs in the class actually decreased from 2.4% to 2%.

•    Utilization decreased by nearly 3%, partly due to side effects from the drugs. Because MS drugs delay disease progression 
rather than improve function, patient perceptions of treatment effectiveness also affect utilization. In a study presented 
at the 2009 American Academy of Neurology annual meeting, Express Scripts researchers found that only 22% of patients 
believed that the benefi ts received from taking MS medication were worth the costs.

THERAPY CLASS  REV IEW
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Year in Review

Overall Trend 18.6%

Cost/Rx 15.7%

    Price 10.6%

     Units/Rx -0.7%

Brand/Generic Mix 0

Therapeutic Mix 5.3%

Utilization 2.0%

     Prevalence 0.9%

Intensity 1.0%

New Drugs 0.7%

What’s Ahead
•    The cancer pipeline is extensive, accounting for approximately half of all specialty drugs in development. 

•    Importantly, however, even the vast cancer-drug pipeline has signifi cant hurdles to market entrance. The FDA often 
requires data on improved overall survival before approving new cancer medications.

•    While many current cancer drugs and most in the pipeline are administered by intravenous (IV) infusion, one-fourth of 
investigational cancer drugs are oral. Prescription-drug benefi ts are affected more by oral drugs than by IV drugs, which 
usually fall into medical benefi ts.

•    Oral cancer drugs in late-phase development include Afi nitor® (everolimus) for kidney cancer, deforolimus for bone and 
soft tissue sarcomas, phenoxodiol for ovarian cancer and abiraterone for prostate cancer.

•    Therapeutic vaccines such as BiovaxIDTM for non-Hodgkin’s lymphoma and Provenge® for prostate cancer may enter the 
market within the next couple of years.

•    Targeted therapies, such as the oral tyrosine kinase inhibitor ZactimaTM (vandetanib) and the IV monoclonal antibodies 
ArzerraTM (ofatumumab) and HuMax-EGFrTM (zalutumumab), are expected to play an increasingly important role in the 
treatment of various cancer types.

 Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $15.78 0.01 0.16% $2,097.03 4.3 

Market-Share Trend

Top Brand Drugs

Lupron Depot®

Xeloda®

methotrexate injection
leuprolide

Gleevec®

Temodar®

Top Generic Drugs

Specialty Rank3 Cancer
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•    Cost/Rx was the primary infl uence on cancer trend growth in 2008.

•    Utilization continues a shift to new brands, driving up cost for cancer treatment.

•    After contributing 2.8% to trend in 2007, however, new drugs had a much smaller effect on cancer trend in 2008. 
No new blockbuster medications for cancer were approved in 2008.

      To address adherence, complexity and cost issues associated with oral specialty medications for cancer, CuraScript 
piloted an oral oncology specialty care management program with two  large Blue Cross Blue Shield plans in 2008. 
Focused on preventing disease progression, the program provides clinical care counseling, side effect management 
and proactive monitoring for patients using oral anticancer therapy. 

A Closer Look

Lupron Depot

Xeloda

Gleevec

Temodar

THERAPY CLASS  REV IEW
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Specialty Classes to Watch

Year in Review
•    A new, easier-to-administer pen cartridge of the follow-on biologic growth hormone Omnitrope® was approved 

in September 2008. 

•    AccretropinTM is a recombinant human growth hormone that was approved in early 2008, but not yet launched 
on the U.S. market.

•    Clients with prior authorization (PA) in place to manage age-appropriate utilization found that only 21% of 
utilization was for patients over the age of 25 compared to 32% for clients without PA in place. 

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $5.16 Less than 0.01 0.02% $2,646.61 7.9 

What’s Ahead

•    While market share of Omnitrope has been minimal since its launch in early 2007, it will continue to grow with the 
availability of the new pen formulation.

•    Tesamorelin, a growth hormone-releasing factor analog, may be approved in 2009 for HIV-related lipodystrophy.

•    ALTU-238, a long-acting human growth hormone that is administered once monthly, is not expected to be approved 
until 2012.

Overall Trend 20.3%

Cost/Rx 6.5%

Utilization 12.9%

New Drugs 0

Top Drugs

Humatrope®

Nutropin AQ®

Genotropin®

Norditropin NordiFlex®

Specialty Rank 4Growth Defi ciency
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Specialty Classes to Watch

Year in Review
•    Safety concerns associated with erythropoiesis-stimulating agents (ESAs) — Aranesp, Epogen® and Procrit — resulted 

in decreased utilization for these anemia medications and possibly shifting reimbursement through medical benefi ts.

•    NplateTM and Promacta® are new medications for idiopathic thrombocytopenic purpura (ITP), a bleeding disorder related 
to low platelet counts. 

•    Mozobil,TM a drug used in combination with Neupogen to mobilize stem cells for transplantation, was approved in 
December 2008.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $4.21 Less than 0.01 0.05% $1,745.08 4.5  

What’s Ahead
•    Following their approvals in the second half of 2008, Nplate and Promacta are expected to have a greater effect on cost 

in 2009 than in 2008.

•    Approval of Hematide,TM a synthetic peptide-based ESA for anemia, is expected in 2010.

•    Two additional oral medications for ITP (AKR-501 and fostamatinib) may be approved in the next few years.

Overall Trend -11.4%

Cost/Rx 7.1%

Utilization -17.3%

New Drugs 0.1%

Top Drugs

Procrit®

Aranesp®

Neupogen®

Neulasta®

Specialty Rank 6Blood Cell Defi ciency
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Specialty Classes to Watch

Year in Review
•    One reason that the use of medications for respiratory conditions decreased in 2008 is that fewer patients are taking 

Xolair, an injected biologic medication used to treat allergic asthma.

•    While price infl ation increased over 23%, clients absorbed the extra costs since copayments per prescription only 
increased by 45 cents. Member share of total costs in this category actually decreased from 2.4% to 2.0%.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $3.14 Less than 0.01 0.02% $2,354.33 7.2 

What’s Ahead

•    In 2009, pirfenidone may be the fi rst medication approved to treat idiopathic pulmonary fi brosis (IPF), a rare condition 
characterized by scarring of the lungs. IPF can lead to death as early as two years from the time of diagnosis. Pirfenidone 
is a biologic drug that is administered orally.

•    Among several drugs that may be approved within the next couple of years for cystic fi brosis (CF) are denufosol and VX-770, 
which both improve mucus clearance for CF patients.

•    If approved by the FDA, CaystonTM (aztreonam lysinate for inhalation) will compete with TOBI, another inhaled medication,  
for treating CF lung infections.

Overall Trend -0.2%

Cost/Rx 8.8%

Utilization -8.2%

New Drugs 0

Top Drugs

Xolair®

Pulmozyme®

TOBI®

Specialty Rank 8Respiratory Conditions
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Specialty Classes to Watch

Year in Review
•    Declining use of hepatitis C medications may be due to the growing population of non-responders to currently available 

treatment options.

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $2.86 Less than 0.01 0.02% $1,171.00 10.1  

What’s Ahead
•    At least initially, many of the oral drugs that are in development for the treatment of hepatitis C will be used in combination 

with ribavirin and pegylated interferon.

•    Oral protease inhibitors such as telaprevir and boceprevir are among the most promising drugs in the hepatitis C pipeline. 
Approval of these agents is not expected until 2011, however.

•    Albuferon® and Locteron® are long-acting interferons that may be administered once every two weeks or once-monthly 
compared to weekly dosing with currently available interferons. Albuferon may be approved in 2010 while approval of 
Locteron is not expected until 2012.

Overall Trend -7.3%

Cost/Rx 4.6%

Utilization -11.4%

New Drugs 0

Top Drugs

Pegasys®

PegIntron® Redipen®

ribavirin
ribapak

Specialty Rank 9Hepatitis C
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Specialty Classes to Watch

Year in Review
•    At almost 60%, drug trend for pulmonary hypertension (PH) was the third highest for all specialty therapy classes. 

Large increases in both cost/Rx and utilization contributed to the rise. 

•    In 2008, Tracleer — an endothelin receptor antagonist (ERA) — lost market share to a similar agent, Letairis. Approved 
in mid-2007, Letairis may be associated with less liver toxicity and fewer drug interactions than Tracleer. It is also indicated 
for use earlier in the disease.

•    Revatio (sildenafi l, the same drug as Viagra®) is a phosphodiesterase type-5 (PDE5) inhibitor that relaxes muscles in the 
lungs. FDA approved in June 2005, Revatio represented over 50% of PH prescriptions in 2008. 

Key Facts Cost PMPY # Rx PMPY Prevalence of Use Average Cost/Rx # Rx/User/Year

 $2.68 Less than 0.01 0.01% $2,846.36 9.3 

What’s Ahead

•    Tyvaso, an inhaled form of treprostinil, is likely to be approved for PH in April 2009. For use in combination with other oral 
PH drugs, Tyvaso requires four inhalations per day compared to as many as nine inhalations per day for its already approved 
competitor, Ventavis.® 

•    Approval of a second PDE5 inhibitor Adcirca® (tadalafi l, the same drug as Cialis®) for PH is expected in May 2009. Adcirca 
may capture market share from Revatio because it requires less frequent administration (once-daily versus three times daily).

•    Thelin,® a third ERA, may also be approved in 2009.

Overall Trend 59.2%

Cost/Rx 17.0%

Utilization 36.1%

New Drugs 0

Top Drugs

Revatio®

Tracleer®

Letairis®

Specialty Rank 10Pulmonary Hypertension
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FORECAST

TRADITIONAL

Overall trend for traditional prescription drugs is projected to grow less than 1% annually through 2011, 
and then drop to just over 1% in 2012 when many fi rst-time generics drive cost-per-prescription (cost/Rx) 
growth into negative values.

EXHIBIT 15

Changes in PMPY Traditional Ingredient Cost for Express Scripts Commercial Business

2008 (Actual) and 2009 to 2012 (Projected)

  

From 2009 through 2012, overall utilization is projected to increase between 1% and 2.1% each year. 
Factors that contribute to utilization include the conversion of previously prescription-only drugs to over-the-counter 
(OTC) versions and the use of combination products, which reduce the number of prescriptions required. 
Prescription drug use for the annual infl uenza season is much more diffi cult to predict. Depending on the 
severity of the season, utilization in the antiviral and antibacterial classes can vary signifi cantly, changing 
overall utilization, as well. 

As more specialty drugs are approved, utilization in some classes will transition from predominantly traditional 
pharmacy into the specialty market. For instance, the bone-condition category currently is dominated by oral 
bisphosphonate drugs. In 2008, the introduction of the fi rst generic bisphosphonate, alendronate, resulted 
in cost savings for plan sponsors. Looking forward, however, use of the once-a-year infusion, Reclast,® and 
probable approval of a new injectable product, denosumab (D-mab), will move utilization in the class from 
traditional-drug spend into specialty-drug spend. 

The introduction of generics for several top-selling brands in highly used drug classes will keep the cost 
impact of new brand drugs and infl ation to less than 1% of overall cost trend for the next three years. 
Products facing direct generic competition in 2011 include Actos,® Levaquin,® Lipitor® and Zyprexa.® 
Following in 2012 are Avandia,® Diovan,® Plavix,® Seroquel® and Singular.® We expect that the introduction of 
so many new generics will drop cost trend to -1% in 2012. Even if new brands are approved in the affected 
classes, brand manufacturers will struggle to replace sales due to the time needed to accumulate market 
share after the launch of a new drug.
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EXHIBIT 16

Forecast for Selected Traditional Therapy Classes 2009 to 2012

Therapy Class

Trend

Comments2009 2010 2011 2012

High Blood 
Cholesterol

-5.1% -0.6% 3.0% -9.1% Market share will continue to shift away from Vytorin® in 2009, 
but it will stabilize in later years. In 2010, new guidelines will 
raise awareness, slightly increasing utilization in 2011. Cost/Rx 
for brand products will drop in 2010 as manufacturers attempt 
to gain formulary status in advance of generics to Lipitor,® 
now expected in late 2011. Significant cost savings will 
result in 2012. 

High Blood Pressure/
Heart Disease

2.0% -2.0% 0 2.0% The large class of cardiovascular medications is dominated by 
generic products. Inflation for both generics and brands will 
continue to impact cost trend. However, the economy affects 
utilization in this category. Generics to Cozaar,® the first ARB 
to face patent expiration, could enter the market in 2010. 

Diabetes 8.1% 10.2% 7.1% 5.0% Utilization growth is expected to continue as the population 
ages and obesity is more prevalent. Cost will continue to 
increase as more patients use newer brand products. New 
generic opportunities are limited; the next significant patent 
expiration is for Actos,® in July 2011.

Depression 0.9% -2.2% -3.1% -7.1% Utilization of antidepressants may increase in 2009 and 2010. 
Looking forward, generics to Effexor XR,® expected in 2010, will 
be the first for an SNRI. Generics for Lexapro® will reach the 
market in 2012.

Ulcer Disease 0.4% -10.0% -9.8% -6.9% Generics to Prevacid® in late 2009 will decrease cost/Rx in 
2010. In 2011, additional generics to Protonix® are expected, 
continuing negative cost trend. Possible OTC availability of 
additional PPIs, such as Prevacid and Zegerid,® will reduce 
prescription utilization, even though both will retain 
prescription status, as well.

Asthma 6.7% 10.2% 7.1% 7.1% HFA inhalers completely replaced CFC albuterol products at the 
end of 2008, transitioning the market to brand-only products. 
Brand asthma drugs will continue to increase cost/Rx trend due 
to inflation. The brand asthma drugs will continue to hold the 
major part of market share until Singulair® becomes generic 
in August 2012.

,
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Therapy Class

Trend

Comments2009 2010 2011 2012

Seizures -14.4% 1.7% 9.1% 9.1% The 2008 availability of generics to Depakote,® Keppra® and 
Lamictal® will continue to reduce the cost/Rx in 2009. In 
addition, new generics to Depakote® ER and Topamax® will 
decrease cost in 2009 and 2010. Continued expansion of 
current agents into the pain market will increase utilization 
going forward. The market will rebound to 9% growth in 
2011 and beyond.

Pain 12.2% 16.6% 13.4% 13.4% The pain category is dominated by generics. In the near future, 
use of brand drugs, such as Celebrex® and Flector® patches, 
will increase cost/Rx slightly. Other brands, such as Pennsaid® 
topical lotion, which could be approved in late 2009, will affect 
this market by increasing cost/Rx.

Mental/Neurological 
Disorders

9.7% 14.5% 11.3% 8.2% Generics to Risperdal,® Razadyne® and Razadyne® ER, released 
in 2008, will result in cost/Rx savings in 2009. Three new 
antipsychotics — Fanapta,TM Serdolect® and Saphris® — are 
currently under review by the FDA. If approved, they will have 
minor impact in 2009, but they will gain market share and drive 
up trend in 2010. Generics for Aricept® and Zyprexa,® expected 
late in 2010, will moderate 2011 cost trend. Seroquel® and 
Geodon® could go generic in Q1 2012 and Q3 2012, respectively, 
further mitigating overall trend in the class.

Attention Disorders 10.3% 4.9% 12.3% 12.3% The first generics to Adderall XRTM became available in 
April 2009. Generics to Concerta® continue to be delayed 
due to litigation and its complex drug-release properties. 
Nuvigil,TM a brand alternative to Provigil,® is due in the 
second half of 2009. 

Migraine Headaches -21.6% -10.0% 9.6% 9.6% Generic Imitrex® (sumatriptan) will decrease cost trends in 
2009 as additional supplies become available. In 2010, 
telcagepant, the first in a new class of drugs for migraines, 
could be approved, beginning to take market share away from 
the triptans. The patent expiration of Amerge® in mid-2010 
will moderate cost/Rx growth in 2011.

Bone Conditions -9.8% -8.0% -3.1% -9.8% Alendronate (generic Fosamax®) continues to take market share 
away from brand bisphosphonates. Utilization will continue to 
decrease as more patients use specialty medications, such as 
injectable Reclast.®

Total 2.2% 2.8% 3.1% 1.1%
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SPECIALTY

Although specialty drug trend was slightly higher in 2008 than in 2007, it was still signifi cantly less than the 
trend observed in 2006. The economy played a part in moderating the growth of specialty medications. While 
total drug trend in 2009 is expected to be fl at, Express Scripts projects that by 2012 overall drug trend for 
specialty prescription drugs will rebound to around 20%, largely due to growth in cost/Rx. Our specialty 
predictions are presented in Exhibit 17.

EXHIBIT 17

Changes in PMPY Specialty Ingredient Cost for Express Scripts Commercial Business

2008 (Actual) and 2009 to 2012 (Projected)

  

Because a high percentage of specialty drugs are still covered by medical benefi ts that are not available in 
our analysis, our trend refl ects only the portion of specialty spend covered by pharmacy benefi ts. In the next 
few years, the possible introduction of follow-on biologics may affect some specialty classes, even though a 
pathway for approving them has yet to be decided by the FDA. Additionally, many unique new drugs, including 
some for previously untreated conditions, are in development. 

Cost/Rx growth continues to have a signifi cant impact on specialty trend, primarily due to infl ation. Over 
the next four years, movement toward new, more-expensive products will be the primary driver of cost/Rx 
growth in most specialty categories. However, increased utilization is the key factor in trend for the leading 
specialty therapy class, infl ammatory conditions. In addition, signifi cant growth rates for therapy classes 
such as pulmonary hypertension and osteoporosis are expected as blockbuster medications in these classes 
gain approval. Watch for denosumab (D-mab), a biologic drug administered as a twice-yearly subcutaneous 
injection to affect trend in the osteoporosis category.

Drugs to treat infl ammatory conditions, such as rheumatoid arthritis (RA), psoriasis and Crohn’s disease, 
will continue to be key leaders of specialty trend. The introduction of new medications including SimponiTM 
and StelaraTM for infl ammatory conditions in 2009 will impact trend in 2010. In addition, new specialty drugs 
to treat lupus will begin playing an important role in the class over the next several years.
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In 2010 and 2011, we expect increased utilization of medications for treating multiple sclerosis (MS) and 
hepatitis C, as new oral medications are introduced in both classes. Current unmet treatment needs for 
patients with MS or hepatitis C are likely to mean that the uptake of new therapies in these classes will 
be rapid and high. Additionally, the role of infl ation in driving up trend for MS drugs is expected to continue 
for the next several years.

Continued movement of spend from medical benefi ts to pharmacy benefi ts will impact trend for cancer drugs 
and anticoagulants, such as Lovenox,® through 2012. Increasing use of oral anticancer drugs will also add to 
trend, because oral drugs are most commonly adjudicated under pharmacy benefi ts. New oral drugs, such as 
pirfenidone for respiratory conditions and Tyvaso and Adcirca® for pulmonary hypertension, will have 
a signifi cant impact on cost and utilization in these categories. 

Safety concerns with the use of erythropoiesis-stimulating agents (ESAs), Aranesp,® Epogen® and Procrit,® 
as well as tight control of these drugs by the Centers for Medicare and Medicaid Services (CMS) will result in 
negative trend in the blood cell defi ciency class for one more year. Then we predict that increased use of two 
new drugs to treat idiopathic thrombocytopenic purpura, NplateTM and Promacta,® will drive positive growth 
rates in this class by the end of the decade.

Looking forward, the 111th Congress and the Obama administration share our vision of lowering costs, 
increasing safety and driving waste out of the healthcare system. Express Scripts continues to advocate for 
the development of a pathway for generic biologics. With support from Congress and the Administration, the 
debate around bringing generic competition to the biotech drug market now focuses on when instead of if.

Exhibit 18 on the next page details our 2009 to 2012 projections for trend in leading specialty categories. 
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EXHIBIT 18

Forecast for Selected Specialty Therapy Classes 2009 to 2012

Therapy Class

Trend

Comments2009 2010 2011 2012

Inflammatory Conditions 16.1% 18.2% 18.2% 18.7% In 2010, new products will increase utilization. Drugs for lupus 
will drive continued utilization increases through 2011. Oral 
drugs for rheumatoid arthritis may impact the market in 2012.

Multiple Sclerosis 15.0% 15.3% 17.6% 17.6% New oral brands expected in 2009 and 2010 may increase 
utilization (due to adjunctive therapy and use earlier in therapy). 
Continued price hikes for multiple sclerosis medications are 
anticipated for the next several years.

Cancer 21.0% 24.2% 26.0% 30.5% Increased use of oral drugs will create a market-share transfer 
from medical benefi ts to pharmacy benefi ts through 2012. The 
approval of abiraterone, an oral prostate cancer medication in 
2011 will increase cost and utilization in 2012.

Growth Deficiency 9.2% 5.1% 9.2% 9.2% The impact of OmnitropeTM has been minimal since its approval 
in 2007; however, expect a more signifi cant effect in 2009 due 
to its new pen formulation. Increased use of this less expensive 
follow-on biologic will impact mix by mitigating price increases. 

Blood Cell Deficiency -1.9% 1.7% 7.0% 7.1% Continued negative trend is expected in 2009 due to safety 
concerns with erythropoiesis-stimulating agents (ESAs). 
Decreases will be less dramatic than in 2008 due to the full-year 
impact of NplateTM and Promacta,® new biologic drugs approved 
in 2008 for idiopathic thrombocytopenic purpura (ITP). Positive 
trend is expected in 2010. If a follow-on biologic drug similar to 
Epogen® is approved in 2012, increased cost per prescription 
will be mitigated. 

Respiratory Conditions 1.2% 23.2% 31.1% 33.4% Flat trend in 2009 is expected as Xolair® use continues to shift 
toward the medical benefi t. Pirfenidone, which may be the fi rst 
drug approved for idiopathic pulmonary fi brosis, will increase 
cost in 2010 and beyond. 

Hepatitis C -5.5% -3.4% 15.5% 32.0% Utilization will continue to decline through 2010 as patients who 
do not respond to existing products wait for the introductions of 
novel treatments. New oral protease inhibitors that are expected 
beginning in 2011 are likely to increase utilization dramatically. 

Pulmonary Hypertension 43.8% 32.0% 32.0% 38.0% Signifi cant positive trend in 2009 is expected as physicians 
continue to use Letairis® earlier in therapy. In addition, the 
approval of new drugs, Tyvaso and Adcirca® will contribute to 
trend growth in this class. Double-digit infl ation will continue 
for several years. 

Total 15.2% 17.7% 19.4% 21.2%
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