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F O R E W O R D  
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Harvard School of Public Health 
 
 

The AMCP Format for Formulary Submissions promises to change the paradigm of formulary 
decision making with a simple yet powerful idea:  Pharmacy and Therapeutics (P&T) committees’ 
decisions could be improved if health plans requested that drug companies submit to them a standardized 
set of clinical and economic evidence.  Rather than passively receiving information and worrying about 
biased or poor quality evidence, health plans could follow the example of health reimbursement 
authorities worldwide and develop their own expertise and procedures for evaluating effectiveness and 
cost-effectiveness information. 

 

The Format, established in 2000, is above all a tool of empowerment for P&T committees -- one that 
levels a playing field traditionally favoring drug manufacturers.  It urges plans to request formally that 
drug companies present a standardized “dossier,” which contains detailed information not only on the 
drug’s effectiveness and safety, but also on its overall economic value relative to alternative therapies.  
The Format further prescribes the layout for the submission, recommending that companies include 
unpublished studies, data on off-label indications, information on the drug’s place in therapy, related 
disease management strategies, and an economic model to provide evidence of the product’s value.   

 
To date, dozens of health plans, pharmacy benefit management companies, hospitals, Medicaid 

programs, and public agencies such as the Department of Defense have adopted the Format or a Format-
like process.   

 
The AMCP Format Version 2.1 continues in this tradition.  It heralds some important improvements, 

namely to clarify the presentation of model results and to differentiate more clearly between cost-
effectiveness and budget impact models.  More importantly, it signals the ongoing commitment of the 
Foundation for Managed Care Pharmacy, which has spearheaded the effort for formulary submission 
guidelines.   
 

For the AMCP Format to succeed, however, progress must continue on several fronts: 
 

Ensuring an efficient process.  Plans adopting the Format should experience improvements over 
existing practices as adoption leads to more careful deliberation about evidence.  Standardized guidelines 
promise to streamline formulary processes and lower administrative costs.  But it will take time, effort, 
and patience to realize these gains.  To its credit, the Format emphasizes that it represents a template 
rather than a mandate, and that it can be adapted by individual plans to meet their specific needs. 
 Developing the expertise.  A concern has always existed that health plans do not possess the 
expertise necessary to judge the information in dossiers, particularly evidence contained in the economic 
models featured prominently in the guidelines.  In truth, health plans in the U.S., are a diverse lot with a 
varied ability to conduct dossier reviews.  Some large organizations have strong in-house capabilities, 
while others are developing the expertise or contracting out these services.  Ongoing training efforts will 
be critical.   

Focusing on value.  One of AMCP’s chief innovations is to focus P&T committees’ efforts on a 
drug’s overall value and place in therapy, rather than on its acquisition costs and impact on pharmacy 
budgets.  Users should always keep in mind that the Format is not a cost-containment device but an 
analytic tool to improve the value of health care delivered. 
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 Improving economic models.  One of the most important and challenging areas of the Format 
concerns the use of economic models.  The Format calls for such models to inform decisions about the 
value or cost-effectiveness of pharmaceuticals, biologics, and vaccines.  Research in the U.S. and abroad 
has shown that economic models are often incomplete or of poor quality.  There is an ongoing need to 
monitor and improve models. 

The confidentiality of dossiers.  The confidentiality of dossiers has also emerged as an area of 
concern.  Drug firms fear that proprietary information submitted in a dossier -- e.g., pharmacoeconomic 
models, unpublished studies, off-label information -- will become publicly available, thus exposing 
sensitive data to competitors, and potentially alarming regulatory authorities worried about misleading 
promotion. To a large extent, the concerns should be addressed through compliance with FDA standards 
on unsolicited requests and with appropriate confidentiality agreements.  As AMCP notes, dossiers 
submitted to authorities in the U.K. and certain other countries are made available to the public but 
commercial in confidence information, when properly identified by the manufacturer, is removed for the 
online version of the evaluation report.  Special arrangements with public payers, which require public 
disclosure of information received, may be needed.   

Trust.  Finally, the AMCP’s success will hinge critically on the development of trust between 
pharmaceutical companies and formulary committees.  In the end the Format should foster a more 
rigorous and honest dialog about evidence.  Drug companies will likely see opportunities for showcasing 
products, and for arguing for products on the company’s own terms – i.e., on the basis of a drug’s overall 
value rather than price and negotiated rebates.  Health plans and their enrollees should experience gains, 
too, as the debate shifts in this direction. The Format rightly emphasizes the need for good 
communication. 

 
All of this will require an investment on the part of producers and consumers of evidence.  Indeed, the 

Format should be seen as an important part of the ongoing movement towards evidence-based medicine.  
But simply stating that a process is “evidence-based” does not remove the hard work associated with 
sifting through information, balancing individual patient characteristics and preferences with population 
norms, and making difficult judgments in the face of uncertainty.  Constructing an evidence-based 
process is only a start albeit a critical one.   

  
The AMCP Format has the potential to serve as a national, unifying template for P&T committees to 

consider clinical and economic information in a systematic and rigorous fashion.  It is a welcome 
development for a U.S. health system that is in need of more rigorous evaluation of evidence. 
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FOUNDATION OF A SOUND FORMULARY SYSTEM  

Rational product adoption decisions employing clinical, economic and 
humanistic data are built on the foundation of a sound formulary system. Newly 
approved pharmaceutical, biologic and vaccine products should be subjected to a 
rigorous clinical review (and periodic re-review) based on evidence from the 
clinical literature. Evidence-based assessment of product efficacy, safety, 
effectiveness and value provide the foundation for such a review.  This process 
has gained additional attention and importance given recent concerns about drug 
safety relative to incremental effectiveness.  
 
These precepts are affirmed by the National Committee for Quality Assurance 
(NCQA) managed care organization accreditation standard Procedures for 
Pharmaceutical Management and by the Principles of a Sound Drug Formulary 
developed and endorsed in August 2000 by The Academy of Managed Care 
Pharmacy and the Alliance of Community Health Plans, the American Medical 
Association, the American Society of Health-System Pharmacists, the 
Department of Veterans Affairs, Pharmacy Benefit Management Strategic 
Healthcare Group, the National Business Coalition on Health and the U.S. 
Pharmacopeia [1].   
 
The goal of the formulary review process is to provide a quality pharmaceutical 
benefit, determined through an evidence-based decision-making process, taking 
into account the reality of constrained health care budgets. Where feasible, health 
systems should make product comparisons relative to existing competitor 
products as well as to placebo.  For products with similar safety and efficacy 
profiles, they may reasonably make such decisions primarily on net acquisition 
cost, unless manufacturers can support reasonable product value or other 
program efficiency arguments with pharmacoeconomic evidence.  When two or 
more products have similar indications but different acquisition costs, 
pharmacoeconomic analyses—which consider total costs and value for 
expenditure--may be particularly relevant to those who must make formulary 
status decisions, including issues designed to limit coverage to areas with 
maximum value for expenditure (e.g., prior authorization, copays).  
 

GUIDELINES AND DRUG COVERAGE DECISIONS 

Health care professionals and health care systems worldwide are challenged daily 
to set priorities in an environment where demand for health care services 
outweighs the supply of resources allocated to provide it.  In the absence of 
widely accepted models for legitimate and fair priority-setting in health care, 
health care professionals must rely on the best available evidence to reach 
consensus about what constitutes the best allocation of resources to meet 
competing health care needs.  For example, health care systems frequently 
conduct formulary decision-making under uncertain conditions due to the 
variability of available evidence on safety, effectiveness and appropriateness of 
particular interventions.   Gibson, et al. state, “In the absence of consensus on 
guiding principles, the problem of priority-setting becomes one of procedural 
justice – legitimate institutions using fair  
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processes.”[2] Therefore, health systems need tools to support product evaluation 
and selection with clinical outcomes as the most important consideration, while 
avoiding the use of low acquisition cost and rebates as the primary basis for 
selection.   
 
In recent years P&T committees have begun to move away from a narrow focus 
on the impact of pharmaceuticals on the pharmacy budget to broader 
considerations of “value for money”.  Simply stated, value in health care relates 
to whether a medical intervention (e.g., drug, device, program, surgery), 
improves health outcomes enough to justify the additional dollars spent 
compared to another intervention.    To determine value, health care systems are 
increasingly utilizing formulary guidelines that standardize the format for clinical 
and economic information submitted to the P&T committee by product 
manufacturers.  While the United States has not adopted national formulary 
guidelines, Australia, in 1992, became the first country to require pharmaceutical 
and biopharmaceutical companies to submit evidence of their products’ cost-
effectiveness to national authorities as a condition for consideration on the 
national formulary. [3] Other countries, including Canada, the United Kingdom, 
Sweden, Italy and the Netherlands have adopted their own version of 
reimbursement and pricing guidelines. [4]   
 
However, with the exception of guidelines developed by The Regence Group in 
the United States in 1994, and substantially revised in 1998 [5], no standardized 
format for the submission of product clinical and economic information by 
manufacturers existed in America.  In an attempt to fill this vacuum, the 
Academy of Managed Care Pharmacy published the AMCP Format for 
Formulary Submissions in October 2000 and revised it in 2002 (version 2.0).  
AMCP Leadership and its members were motivated to develop these guidelines 
by a growing need to ensure that any increased utilization of medications, 
biopharmaceuticals or vaccine products was appropriate, and that newer products 
would bring added clinical and economic value to covered populations.  To 
satisfy this need, the Academy recognized that it had to provide its members with 
the means to (1) promote the concept of combining efficacy, safety, effectiveness 
and economic evaluation for the formulary decision-making process, (2) provide 
a consistent and direct means for manufacturers to supply information directly to 
health systems in order to support use of their products, and (3) break down cost 
silos and emphasize that simple acquisition cost reduction is not the best 
approach to controlling overall health care expenditures and achieving overall 
health objectives.  
 
 The AMCP Format’s requirements mirror those of other countries by requiring 
manufacturers to provide product dossiers that contain sufficient detail to give 
transparency to study design, research protocols, analytical methods, and 
presentation of results.  Although the Format suggests a formalized system, users 
should view it as a dynamic and individualized, rather than static, process.  
AMCP and FMCP anticipate that increased standardization of information will 
lead to progressive improvement in the quality of submitted evidence over time, 
and provide health systems with data often unavailable in the past.  As feedback 
is integral to the process, AMCP welcomes comments on its most recent version 
of the Format. 
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PROMOTION AND ADOPTION OF THE AMCP FORMAT 

Since initial publication of the AMCP Format [6], The Foundation for Managed 
Care Pharmacy has spearheaded several initiatives to promote its usage.   This 
effort has included presentations and forums at AMCP and other professional 
organizations’ national meetings and conferences, articles in newsletters, peer-
reviewed and lay literature, and numerous seminars. As of the publication of this 
revision of the AMCP Format, FMCP, in collaboration with the University of 
Washington’s Pharmaceutical Outcomes Research and Policy Program, the 
University of Maryland School of Pharmacy Center on Drugs and Public Policy, 
and the University of Utah Outcomes Research Center has trained over 350 
health system pharmacists and other health care professionals representing over 
180 organizations on the appropriate use of the Format. As a result of these 
efforts and the interest of decision makers in an evidence-based process, 
implementation and use of the AMCP Format has been widespread.   A 2003 
survey of managed care organizations (MCOs) and pharmacy benefit 
management companies (PBMs) representing approximately 80 percent of 
covered lives by The Bruckner Group concluded “the AMCP Format is now an 
industry standard.”[7] Survey results also showed that MCOs and PBMs 
representing about 65 percent of covered lives have officially adopted the AMCP 
Format, and 80 percent of formulary submissions are prepared using the AMCP 
Format. Internationally, interest in the AMCP Format has come from markedly 
disparate sources.  For example, an agency of the Japanese government requested 
permission to translate the Format into Japanese, and inquiries have come from 
health systems in the Netherlands and Jordan.  
 

RECOGNITION OF THE AMCP FORMAT 

The AMCP Format has been recognized at the national and international level.  
In a February 2003 speech at the Resources For the Future conference “Valuing 
Health Outcomes”, Mark McClellan, then Commissioner, Food and Drug 
Administration stated “…FDA does recognize that industry is responding to 
many requests for economic information from payers and others, and in doing so 
industry seems to be increasingly following standards created by the Academy of 
Managed Care Pharmacy in formulary submissions of clinical and economic 
data.  We hope that the influence of these standards for economic data is 
increasing the quality and the reliability of economic data in medical studies, and 
it certainly seems to be an interesting basis for potential guidance.”[8]  
 
Under the Medicare Modernization Act, PBMs and MCOs administering the 
Medicare drug benefit will need to adopt decision-making processes that are 
more transparent, consistent and evidence-based.  These entities may adopt the 
AMCP Format as a national model for formulary decision-making.  Indeed, the 
Centers for Medicare and Medicaid Services (CMS) has publicly stated that it 
intends to look to existing national standards and guidelines such as those 
established by AMCP to develop a framework for formulary management.[9] 
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Like Version 2.0 of the AMCP Format, which was approved by the AMCP 
Board of Directors and released in October 2002, Version 2.1 is part of an 
ongoing effort to issue contemporary evidentiary standards and to address user 
comments and concerns.  Since the release of Version 2.0, FMCP staff has 
collected numerous comments from managed health care systems, PBMs and the 
pharmaceutical industry.  These comments were incorporated into the guidelines 
and then vetted by the FMCP Format Executive Committee and other experts in 
formulary management. Current users will find that some of the sections of the 
Evidentiary Requirements have been streamlined.  Other changes were 
implemented to: 

• Provide clarity in specific sections in response to users’ comments 
• Describe evidence requirements for biologics 
• Encourage clarity in the presentation of economic model results 
• Emphasize the need for model transparency 
• Differentiate requirements for budget impact vs. cost-effectiveness 

models 
• Provide updated information on the adoption and recognition of the 

Format both nationally and internationally. 
• Provide additional definitions and references 

 
As always, FMCP encourages comments and lively discussion on the AMCP 
Format and related issues.  All comments should be directed to Richard Fry, 

MCP Director of Programs, at F
 

www.fmcpnet.org.  

 THE ROLE OF THE AMCP FORMAT 

The Format and other formulary submission guidelines support the informed 
selection of pharmaceuticals, biologics and vaccines by:  
a) Standardizing and communicating product and supporting program 

information requirements;  
b) Requiring projections of product impact on both the organization and its 

enrolled patient population;   
c) Requesting information on the value of products being evaluated; and 
d) Making evidence and rationale supporting all choice(s) more clear and 

evaluable by the health system decision makers. 
These guidelines emphasize that, while cost-effectiveness analysis and economic 
modeling are important elements in the value equation, they are secondary to the 
principal clinical concerns of safety and efficacy.    Clearly, the benefits to 
patients as reflected in safety and efficacy must underlie any projected economic 

alue. v
 
The AMCP Format’s process is designed to maintain a high standard of 
objectivity to achieve two important goals.  First, it is intended to improve the 
timeliness, scope, quality and relevance of information available to a health 
system’s evaluators and ultimately to its P&T Committees.    Further, by 
assessing the health system impact of using a product, the data requested can 
improve the P&T Committee’s ability to ompare the effects of  c
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formulary alternatives on clinical outcomes, value, and economic consequences 
for the entire health system.  According to Neumann, the type of rigorous clinical 
and economic analysis called for in the Format “forces and focuses discussions 
about the value of health and medical services within a clear theoretical 
framework.  It generates a more careful consideration of available evidence and 
sheds light on how to target resources to particular clinical practices or subgroups 
of patients.”[10] However, it is important that this information is weighed in the 
context of other values such as equity, social justice, and the health of individuals 
as opposed to populations, the “rule of rescue” and democratic decision making 
[2,11,12]. 

 
Second, the AMCP Format streamlines the data acquisition and review process 
for health system staff pharmacists.  By clearly specifying the standards of 
evidence implicit in the existing formulary process, the submission guidelines 
furnish pharmaceutical manufacturers with consistent direction concerning the 
nature and format of information that is expected.  In addition, the standardized 
format allows clinical staff to formally evaluate the completeness of submissions 
received and to easily add the results of the health system’s own literature 
reviews and analysis.  Manufacturers should understand that submission of 
information in the format recommended does not guarantee approval of their 
product for formulary listing.  Manufacturers and health systems should view 
discussion about, and subsequent submission of a dossier, as a process to 
improve the quality and layout of information provided, but not as a formula for 
approval.  The guidelines offer a clear, shared vision of the requirements to 
facilitate the collaboration necessary between health systems and manufacturers 
to support drug product evaluation. Recognizing that manufacturers may not 
have all the requested information, especially for new products, the document 
describes the minimum information requirements necessary to support a 
comprehensive assessment of the proposed product.   
 
AMCP is not a standard setting organization.  Therefore, the Academy has 
always viewed the AMCP Format as a template or guide, not a mandate or 
standard.  As such, it does not claim to establish a standard of practice for 
managed care pharmacy.  It is up to individual health care systems to decide how 
they will implement the AMCP Format and how they will operate their 
formulary review processes.     

 

ADVANTAGES FOR THE MANUFACTURER 
 
Using the AMCP Format, the pharmaceutical and biopharmaceutical industry 
will have the opportunity to present a full and scientific portfolio of clinical 
(benefit and safety data) and economic evidence to support formulary 
consideration.  Thus, manufacturers are given the opportunity to supply 
information (e.g. adherence data, patient satisfaction, indirect and non-medical 
cost impacts) to demonstrate the broad value of their products when compared to 
usual treatments. In addition, manufacturers will have the opportunity to present 
economic evidence to justify the price of a new agent in terms of its overall value 
to the health system. The economic data requested must be broadly applicable to 
a health system’s population and address the system-wide impact of formulary 
changes on both clinical  
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outcomes and resource utilization and costs.  Early planning by manufacturers 
will help ensure that their product value message is supported by credible 
evidence.  Therefore, planning for dossier development should start early in the 
drug development program (Phase II or III), depending on how much data 
generation is required.  The goal for manufacturers should be to have dossiers 
completed by the time of product launch to avoid any delays in responding 
to an anticipated flood of unsolicited requests.  
 
The AMCP Format does not specify methods for assessing clinical benefit, 
harms or economic impact.  It is the submitter’s responsibility to utilize 
appropriate study designs, analytic techniques and data sources, and the 
requester’s responsibility to critically evaluate them.   
 
CONFIDENTIALITY ISSUES 
 
The AMCP Format contains the following statement in the Unsolicited Request 
Letter Template “By submitting this request (the health system) recognizes that 
confidential information may be provided.  (The health system) recognizes the 
need to respect and honor commercial-in-confidence information and may be 
willing to sign necessary confidentiality agreements under agreed 
circumstances.” As public agencies such as state Medicaid agencies and the 
Department of Defense (DoD) have begun to adopt the AMCP Format, some 
pharmaceutical companies have raised concern about the need for confidentiality.   
For example, manufacturers have expressed considerable concern over the 
decision of Oregon’s Medicaid agency to make dossiers available to any 
interested parties upon request.  Concern has also been raised about dossiers 
submitted to the DoD, which could be obtained under the Freedom of 
Information Act. However, the DoD now has a committee review the dossiers 
and prepare a brief report summarizing the key points contained in the dossier.  
The committee’s summary reports are made public, while the dossiers 
presumably remain confidential.  The Academy has counseled public agencies 
that are considering the use of the AMCP Format to develop procedures that will 
allow them to keep the dossiers confidential.  AMCP encourages any 
organization that begins using AMCP’s Format to hold a presubmission meeting 
with pharmaceutical companies, which is called for in the AMCP Format, to 
disclose the level of confidentiality that will be possible and to ascertain what 
level of data can be expected to be furnished.   
 
It is important to point out that the issue of confidentiality is not unique to the 
United States, as product evaluations in Australia, Canada and the United 
Kingdom are available to the public and often downloadable over the 
Internet.[13-16]  As pointed out by Peter Neumann in his Preface to this version, 
The concerns in this country in general have pertained to disclosure of 
unpublished information not already in the public domain.  Manufacturers are 
concerned that disclosure of unpublished data may jeopardize scientific 
publications, regulatory approval of new drugs or label changes, new indications 
of already approved drugs, and may materially impact the company value (e.g., 
stock price).  The latter issue may have both criminal (insider trading) and 
commercial implications (competitors using the information).  The dossier often 
contains "off-label" information and FDA  
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has previously expressed concerns about the potential for companies to 
intentionally or unintentionally promote these off label uses, notwithstanding the 
fact that the dossiers are distributed in response to unsolicited requests.   
 
COMMUNICATION – THE KEY TO SUCCESS 
 
There should be substantial on-going communication between the health system 
and the pharmaceutical company throughout the formulary submission process to 
manage expectations and maximize the quality of the deliverables.  Those 
organizations that have been early adopters of the AMCP Format have expressed 
the importance of and concern for good communication.  The most common 
element in the majority of project failures, whether it is from employee 
performance, the business plan or vendor relationships, is communication.  When 
a dossier is requested from a health system, it is important for that organization to 
communicate to the pharmaceutical company basic information such as time-
lines, the evaluation process, potential data sources, any special needs that might 
exist, etc.  This also gives the pharmaceutical company an opportunity to discuss 
deliverables.  If they cannot submit specific studies or provide a certain 
component of the economic analysis, it is better to understand the limitations up 
front.  AMCP does not suggest to its members that they should significantly alter 
or disrupt their normal lines of communication with pharmaceutical 
manufacturers.  However, both parties should recognize that when there is a high 
level of collaboration, there is a relative increase in the chances that the process 
will be smoother and the quality of the dossiers submitted will be higher [17].    
Furthermore, MCOs may not want to make these documents fully public if they 
have shared confidential company-information with the manufacturer to allow 
plan-specific projections. 
 
DIALOGUE WITH THE FOOD AND DRUG ADMINISTRATION (FDA) 
 
A distinguishing feature of the AMCP Format is its use as an Unsolicited 
Request from a health system to a manufacturer for all possible clinical and 
economic information necessary to assess the overall clinical utility – in 
particular safety – and value that a product brings to a specific patient population 
and health care system.  In response to this Unsolicited Request, manufacturers 
are asked to submit all available published and unpublished studies and 
information regarding both FDA-approved indications and anticipated off-label 
uses of the product (permitted under Section 114(a) of the Food and Drug 
Administration Modernization Act of 1997), should such information exist. [18]. 
Therefore, this request attempts to improve access to material that has been 
difficult to obtain in the past.  It also enables manufacturers to submit such data 
within regulatory constraints mandated by the Food and Drug Administration.  
While no explicit FDA guidance regarding unsolicited requests exists, FDA 
officials have repeatedly stated their intention to issue such guidance in the 
future.   
 
Because the FDA closely regulates the information a pharmaceutical company 
can provide regarding their products, there has been apprehension that complying 
with the AMCP Format information requirements may raise concerns at the 
FDA.  Beginning long before the AMCP Format’s  
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publication, the Academy has maintained an ongoing dialogue with the FDA to 
keep the agency apprised of the project’s progress and to seek their guidance.  
FDA officials have stated on several occasions that they are comfortable with the 
Academy’s position that the AMCP Format represents an unsolicited request 
from a health system to a pharmaceutical company for all possible published and 
unpublished studies and information regarding both FDA-approved indications 
and anticipated off-label uses of the product.   FDA officials have stated they 
have four areas of concern regarding this process (1) that requests for off-label 
product information are truly unsolicited and unprompted, (2) that the 
information provided is not false and misleading, (3) that the response from 
manufacturers is specific to the requestor and (4) that pharmacoeconomic models 
are transparent and model assumptions are clearly stated. 
  
Regarding the first concern, health systems must initiate the request and clearly 
identify the information they desire.  The AMCP Format is a template designed 
specifically for this purpose.    AMCP recommends that health systems also 
submit a signed request letter to accompany the AMCP Format.  Regarding the 
second concern, FDA regulations require pharmaceutical companies to provide 
accurate information.  The pharmaceutical industry takes this responsibility 
seriously, and the AMCP Format recognizes the importance of these 
requirements.  Issues regarding the third and fourth concerns are covered in more 
detail in the section on Customizing the Economic Model and in Section 3 of the 
Evidentiary Requirements respectively.  However, FDA officials have stated that, 
regarding AMCP Format-based dossiers, pharmaceutical companies must refrain 
from taking any proactive steps that could be construed as marketing and 
promotion, such as preparing identical formulary submission documents 
(dossiers) for a product with the intent of soliciting health system pharmacist’s 
requests for the dossiers or informing health system pharmacists that an updated 
dossier is available.  In these scenarios, the request would not be truly unsolicited 
nor would the contents of the response (the dossier) be specific to the requestor 
[17].   
 
THE IMPORTANCE OF CLINICAL INFORMATION 
 
There has been a misperception among some users and potential users of the 
AMCP Format that it is merely a tool for presentation of a pharmacoeconomic 
model.  Consequently, some health systems with less expertise in appraising 
economic models have been hesitant to utilize the Format.    A careful 
examination of the AMCP Format document will clearly show that these 
guidelines, first and foremost, require the health system staff to perform a 
thorough clinical evaluation of the product based on all possible available 
information obtained from the manufacturer and other sources.    If the evaluation 
concludes that the effectiveness of the product does not outweigh safety concerns 
or there are better alternatives, an economic review would be unnecessary.  It is 
imperative to determine the potential clinical impact of a drug on its target 
patient population before considering the economic consequences.   
  
The field of pharmacoeconomics is relatively new.  Therefore, the current 
number of individuals in this country with significant training and experience  
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in analyzing the type of cost-effectiveness information required by the AMCP 
Format is limited.  While pharmacoeconomic models and outcomes research 
have become increasingly accepted as tools for helping health care systems make 
formulary decisions, many health systems do not have a pharmacist on staff with 
sufficient experience to analyze this information.  This is a concern often 
expressed by pharmaceutical manufacturer officials and some health plan 
managers.  There are at least two solutions to this problem.  One solution would 
be to for one or two staff pharmacists to acquire the training in 
pharmacoeconomic evaluation.  Numerous organizations around the country 
provide this type of training, including the Foundation for Managed Care 
Pharmacy, the International Society for Pharmacoeconomics and Outcomes 
Research (ISPOR) (www.ispor.org), the University of Arizona College of 
Pharmacy’s Center for Health Outcomes and Pharmacoeconomic Research 
(http://www.pharmacy.arizona.edu/centers/hope/hope.shtml) and the American 
College of Clinical Pharmacy. [20] Another solution is to engage an outside 
consultant to perform the reviews of the pharmacoeconomic modeling.  Private 
consultants, faculty and students at colleges of pharmacy and experts in the 
public health arena can help meet health system needs.  Part of the solution is for 
FMCP to continue to offer training workshops on the AMCP Format. Through 
generous educational grants from pharmaceutical companies, FMCP has been 
able to train nearly 400 pharmacists and other health care professionals from 
nearly 200 organizations on the use of the Format and application of 
pharmacoeconomic data to formulary decision-making.  The Foundation will 
continue to pursue funding for these popular programs.  In an editorial 
accompanying the publication of the AMCP Format Version 2.0 in the 
September/October 2003 issue of the journal Value in Health, the late Bernie 
O’Brien, PhD stated, “Helping to create the skilled receptors in managed care for 
the evidence and analyses submitted is almost as important as the studies 
themselves.”[21]  
 
CUSTOMIZING THE ECONOMIC MODEL  
 
Some health care system P&T committee members have been under the 
impression that only pharmacoeconomic models that strictly mirror a health 
system’s targeted patient population are acceptable.  The AMCP Format 
describes in some detail the most important elements of the requested 
pharmacoeconomic model.  The AMCP Format further stipulates that the 
economic data called for must be broadly applicable to a health system’s 
population and address the system-wide impact of formulary changes on both 
clinical outcomes and resource utilization and costs.  The AMCP Format, does 
not, however, specify methods for economic evaluation.  It is the submitter’s 
responsibility to utilize appropriate techniques and data sources.    Ideally, a 
manufacturer would use a health system’s own data to customize the model.  
Realistically, a highly individualized model may not be necessary, feasible or 
scientifically plausible.  Often, the information necessary to create a highly 
individualized model will not be available because health systems will be either 
unwilling or unable to supply it.  A reasonable compromise may be for the health 
system to request a model based on national norms or a pre-existing model, with 
the manufacturer justifying the relevance of the data to the health system’s 
patient population.   
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In addition, the model should be transparent and adaptable, allowing the 
health system to change multiple elements by inserting its own data.  Once a 
manufacturer receives an unsolicited request letter, it can facilitate this process 
and avoid misunderstandings by asking the health system to answer a standard 
set of questions that would detail the information they would be willing to accept, 
such as national norm data or a pre-existing model.  A manufacturer’s dossier 
that meets a health system’s criteria is more likely to conform to the FDA’s 
requirements for responses to Unsolicited Requests [17]. 
 
BARRIERS TO ADOPTION 
 
Adoption of the AMCP Format requires a commitment of resources by both 
health systems and manufacturers. Lack of human, technical (IT) and financial 
resources to support the process within the plan, including support of senior 
management and the P&T Committee, is one of the principal barriers to 
implementation of the Format process.  Other barriers to implementation include: 

• Lack of expertise in analyzing clinical and health outcomes studies 
and pharmacoeconomic models;  

• Misconception that the Format process is merely a tool for 
presentation of a pharmacoeconomic model; 

• Mistrust of any economic models prepared by pharmaceutical 
manufacturers; 

• Commitment to a decision-making process based primarily on 
product cost and rebates (i.e., silo mentality); 

• Manufacturer reliance on marketing and promotions to move market 
share; 

• Concern over FDA scrutiny; 
• Concern about confidentiality of propriety information contained in 

dossiers. 
 

P&T committees could take the easy path and simply put new or expensive drugs 
on the third tier of their benefit structure and avoid the cost and effort of the 
AMCP Format process.  One of the key purposes of a formulary is to make 
available to a plan’s membership medications that produce the best positive 
outcomes at reasonable costs, i.e., those drugs that show good value.    The 
AMCP Format authors designed the guidelines specifically for that purpose.  
They allow a health system and its P&T Committee to determine the clinical 
benefits and risks of a drug, evaluate value, and determine the overall cost 
consequences to their health system.   
 
If a health system simply puts a new or expensive medication on the third tier, 
two negative consequences could arise.  First, despite its high cost, the 
medication may have significant clinical value. Providing appropriate incentives 
for its use could ultimately improve health and possibly lower overall health care 
costs.  For example, health systems commonly place preferred brand name 
products in the second co-payment tier. For brand name products with no generic 
equivalents that are known to offer significant clinical and economic benefit for 
the health system in terms of reduced patient morbidity, mortality, 
hospitalizations and emergency department  
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visits; it may be more appropriate to add the product to the first tier, which is 
generally reserved for generic products.  By simply choosing to place the most 
expensive products on the third or higher tier, a plan can in effect create a 
disincentive for their members to use them, resulting in missed opportunities to 
improve the health outcomes for individuals and groups of patients.  Second, 
automatically putting a medication on the third tier denies the P&T Committee or 
other decision making body the opportunity to fully assess the safety, 
effectiveness and economic impact of a product on a health system’s patient 
population.  Paying for a drug that has little or no clinical value relative to an 
alternative wastes resources that members have contributed to their health plans 
and systems.  While we are confident that the Format will provide health systems 
with the scientific evidence needed to determine which new technologies would 
provide little or no value to their patient populations, it is thought that its greatest 
impact will be in focusing questions about a product’s place in therapy such as: Is 
it on the preferred drug list?  Is it restricted to use by certain specialists?  Is it 
restricted to certain subpopulations of patients who are most likely to benefit?  
To which formulary tier does it belong? [22]   
 
CONCLUSION 
 
The persistent rise in health care expenditures, particularly prescription drugs, is 
attributable in part to the unwillingness of the American public to accept limits 
on the use of health care services.  This is also a major factor contributing to 
resistance to the use of cost-effectiveness analysis in the United States as an 
important policy making tool. [10] Other contributing factors such as a lack of 
understanding about the conceptual approach, a mistrust of methods and motives, 
and regulatory and legal barriers may be more easily overcome.  However, 
Daniels and Sabin, writing in Health Affairs in 1998 stated, “To change that 
culture requires a concerted effort at education, and education requires openness 
about the rationales for managed care plan’s decisions.” [23] By adhering to 
careful and thoughtful decision-making processes that provide the rationales for 
limits, health care systems will be able to show, over time, that “arguably fair 
decisions are being made and that those making them have established a 
procedure we should view as legitimate [23].”   AMCP and FMCP believe that 
the AMCP Format is a valuable tool that will help health systems establish a 
record of commitment to rational evidence-based decision-making, thus gaining 
the confidence of patients, clinicians, payers and members.   
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The Food and Drug Administration (FDA) and pharmaceutical 
manufacturers have generally regarded the AMCP Format as a detailed 
unsolicited request for information to support formulary evaluation by 
[…] clinical pharmacists.  This request has enabled manufacturers to 
submit such data within existing regulatory constraints of the Food and 
Drug Administration. 

 

MANUFACTURER RESPONSIBIL IT IES 
As recommended previously, manufacturers should have dossiers 
completed by the time of product launch to avoid any delays in responding 
to an anticipated flood of unsolicited requests.  Manufacturers should 
complete their formulary submission dossiers using this Format to integrate the 
relevant published and unpublished data evaluating the efficacy, safety, 
economic impact, and other medical outcomes associated with the use of their 
product. Sections 1 - 4 should be completed and presented in the order listed.  
Compliance with this standardized reporting format allows for efficient review 
and facilitates the use of the information provided by decision makers in 
coverage and formulary decisions.  Marked deviations from this format may 
delay the review process.  Where specific sections or data are unavailable or 
incomplete, the manufacturer should indicate and explain why they are missing 
and when they will be provided, if at all. 
 
Manufacturers should provide the following additional information:  

1. A comprehensive list of references for all studies cited and for 
information sources from which estimates were drawn for use in the 
economic evaluation for section 2.4.  

2. Identify the author(s) of the submission document. (see Disclosure 
section below)  

3. Identify the author(s) of primary economic evaluations conducted for 
section 2.3 of this document (see Disclosure section above) 

4. Identify a contact person who can answer questions and provide 
additional information regarding the submission materials for [---] 
reviewers. 

5. Provide a transparent, unlocked model spreadsheet in which the 
data and calculations are visible allowing users to make changes in 
multiple elements to verify that the data is appropriate to the health 
system.   

 
Ideally, health systems should only consider products for formulary review when 
the manufacturer can submit a complete dossier.  Following an “unsolicited 
request” from a health system1, manufacturers should make every attempt to 
submit a complete dossier.  When evidence is missing, the manufacturer should 
provide the health system with a detailed explanation of what evidence is missing 
and a plan that addresses this deficiency within a specific time limit.  If a dossier  

                                                 
1 FDA does not allow manufacturers to proactively distribute information on economic 
models or other indications that are outside the existing label.  Nor can manufacturers 
suggest (i.e. “solicit”) MCOs, PBMs and other decision-making entities and individuals 
to ask them for this information.  However, if organizations, at their own choice (i.e. 
"unsolicited”), request information, then manufacturers are allowed to reply with the 
specific requested information. 
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is not submitted following a health system’s unsolicited request, the health 
system should reserve the right either to refuse to consider the product for 
formulary admission or to exercise other available options regarding the 
product’s benefit status that are in keeping with its formulary and drug benefit 
management policies and procedures. 
 
CONTENT 
 
A complete formulary submission dossier for pharmaceutical, biologic and 
vaccine products should include the following sections:  
 

1. Disease and Product Information  
2. Supporting Clinical and Economic Information  
3. Cost-effectiveness and Budget Impact Model Report  
4. Product Value and Overall Cost 
5. Supporting Information: Reprints, Bibliography, Checklist, 

Electronic Media and Appendices 
 
These guidelines are not intended to restrict the content, presentation of data and 
the research methods of studies that comprise the dossier. Rather, they are 
intended to specify evidentiary requirements for product review.  However in 
preparation of the evidence, the approach and methodology adopted by the 
manufacturer and the techniques employed should be consistent with the 
formulary evaluation objectives of [---]. It is recommended that the manufacturer 
consult with [---] representatives to determine appropriate sources for data and to 
agree on specific requirements and model assumptions. (See below-Agenda for 
Pre-Submission Meeting) 
 
STANDARDS OF CARE AND DATA SOURCE  
 
[…] recognizes that clinical development programs are designed, in large part, to 
meet regulatory requirements. When feasible, manufacturers are encouraged to 
consider the broader clinical and payer audience who require evidence on new 
drugs.  For example, trial designs might be modified to reflect comparators of 
interest to [---].  Furthermore, economic evaluations should be capable of 
reflecting the characteristics of the treatment environment of  
[---]. Analyses based on clinical trials alone or data from other health systems or 
PBMs may be insufficient unless the manufacturer shows them to be directly 
applicable to [---] membership.  The manufacturer should focus on patterns of 
medical services provided directly by reasonable peer organizations.  In some 
cases, there may be differences of opinion as to what constitutes appropriate 
standards of care. This should be resolved with [---] prior to submission. 
 
DISCLOSURE OF POTENTIAL REPORTING BIAS  
 
To minimize the potential for bias in formulary submissions, manufacturers 
should follow generally accepted rules of scientific conduct and reporting of 
clinical and economic evaluation data. [24,25] At a minimum, the following 
should be disclosed for economic evaluation studies, budget impact models and 
authors of the submission dossier:  

1. Identify all investigators/authors and give the details of their affiliations. 
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2. All financial or contractual relations that might impact on the 
independence of the investigators/authors. 

 
RECOMMENDED FORMULARY SUBMISSION PROCESSES 
 
NEW PRODUCTS 
 
The following steps are recommended for a submission of dossiers for 
new drug products: 
 
Step 1:  Manufacturers should keep [---] clinical pharmacy staff informed 

of the status of drugs in their pipeline.  Both parties should 
identify specific contacts to ensure efficient communication.   

 
 Approximately 6 months prior to expected product launch, the [--

-] pharmacy staff will issue a formal Unsolicited Request letter 
that contains a copy of the formulary submission requirements.  
The letter will be directed to the appropriate company employee 
who can engage in health professional-to-health professional 
communication, in compliance with FDA regulations on 
provision of label and off-label information. 

 
Step 2:  Following submission of the Unsolicited Request, [---] pharmacy 

staff and manufacturer representatives may schedule an initial 
pre-submission meeting to establish a deadline for dossier 
submission based on the anticipated review date, and to discuss 
other pertinent issues such as commercial-in-confidence data, 
economic model assumptions, availability of spreadsheet models, 
etc. (See below: Agenda for Pre-Submission Meeting). 

 
Step 3:    At least 2 months prior to the product review, the manufacturer 

will present 1 paper copy and 1 electronic copy of the submission 
dossier to [---].  It is understood that the manufacturer cannot 
submit a full and complete dossier until AFTER FDA final 
approval for product marketing.  

 
Step 4:  The [---] clinical staff assigned to the product will review the 

submission. Based on the initial review, the manufacturer may be 
asked to clarify certain points or submit additional information 
before a formulary monograph is prepared by [---] staff for P&T 
review.  

 
Step 5:   The designated clinical pharmacists will prepare a detailed 

summary (monograph) for the P&T review.  The summary 
presents an overview of all data, and the principal arguments for 
and against listing the product on formulary, and any conditions 
that may apply. 
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Step 6:  As soon as possible, [---] staff will inform the manufacturer of 
the P&T Committee’s recommendation.  Upon request, staff may 
provide the manufacturer with the rationale for a product's denial 
or restriction as well as guidance for reconsideration or appeal.   

 
NOTE:   ESTABLISHMENT OF A FORMAL APPEALS PROCESS IS AT THE 

DISCRETION OF INDIVIDUAL HEALTH CARE SYSTEMS.  PUBLIC 
ENTITIES, SUCH AS STATE MEDICAID AGENCIES, THE DEPARTMENT 
OF DEFENSE OR THE VETERANS ADMINISTRATION MAY BE 
REQUIRED BY STATE OR FEDERAL LAW TO HAVE FORMAL APPEALS 
PROCESSES IN PLACE TO DEAL WITH DENIALS RELATED TO 
FORMULARY DECISIONS. 

 
PERIODIC REVIEW OF THERAPEUTIC CLASSES AND REQUESTS FOR 
UPDATED DOSSIERS WHEN COMPETITOR PRODUCTS ARE BEING 
REVIEWED  
 
Periodically,  [---] will undertake reviews of all drugs in each therapeutic class, 
including drugs currently listed and those that are non-formulary.   Manufacturers 
may be asked to update their product dossiers with the most recent clinical data 
and economic modeling information.  [---] must request this information 
through issuance of a separate Unsolicited Request letter. A verbal request 
does not meet the requirements of the FDA.   Ideally health systems should 
submit unsolicited requests for dossiers or dossier updates for currently marketed 
products 3 months in advance of a class review.  Health systems must remember 
that FDA requires that responses to an unsolicited request (i.e. a dossier or 
dossier update) must contain information specific to the requestor.  Requests that 
stipulate a short timeline, such as 2-3 weeks, for submission of a dossier are in 
contrast to FDA’s requirement for specificity.   FDA may presume that 
manufacturers that respond within a few days or even 2-3 weeks are not 
providing the required requestor specificity and may view the information as 
marketing and promotion rather than a response to an unsolicited request. 
 
In addition, when a new competitor product is being reviewed, [---] may, 
through a new Unsolicited Request letter, ask manufacturers for an updated 
dossier for products with the same or very similar clinical profiles.  In each case, 
manufacturers will be given as much notice as possible.   
 
NOTE: Manufacturers may not, at any time, solicit health systems 

to request updated AMCP Format-based product dossiers.  
These updates may only be submitted under the auspices of 
an Unsolicited Request from the health system. 

 
NOTE: Health care systems may choose to delete this section on 

annual review if their current P&T committee procedures 
do not include a regular therapeutic class review.  
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AGENDA FOR PRE-SUBMISSION MEETING  
 
This meeting(s) should take place at least 4-to-6 months before the actual date of 
anticipated product review to allow time for the manufacturer to gather the 
necessary data for [---]. This meeting will also serve as a forum to discuss the 
consequences of missing information deemed necessary by [---]. This agenda can 
serve as a discussion guide to ensure that […] and the manufacturer address 
relevant topics.  On-going communication between […] should occur as deemed 
necessary.   
 
The representatives for the manufacturer should provide a copy of, and be 
prepared to discuss, the following at the first meeting(s):  

a. List of intended indications 
b. Summary of studies to be included in the formulary submission.  This 

will include: 
• Clinical trials (experimental and non-experimental)  
• Outcomes studies  
• Meta analysis  
• Retrospective studies  
• Economic evaluations 

c. Use of comparator products and their appropriateness  
d. A general description of how the cost and outcomes impact assessments 

will be developed.  This should include: 
• List of data sources (studies, databases, etc.), 
• Discussion of incorporation of health system data, 
• Discussion of conversion of efficacy to effectiveness for both drug 

and comparators, 
• Approach to modeling the health care environment of [---], 
• Discuss level of patient switching and impact on overall costs, 
• Assumptions and suggested approach for determining patient 

characteristics for switching. 
e. Summary of anticipated studies to be completed within 1-3 years. 
f. A filled out submission checklist 
 

 

ROLE AND RESPONSIBIL IT IES OF HEALTH SYSTEMS 
Successful implementation of the AMCP Format process by a health system will 
include: 

a) Human, technical (IT) and financial resources to support the process 
within the plan including support of senior management and the P&T 
Committee; 

b) A commitment by all staff to the process; 
c) Clear communication of AMCP Format requirements to 

pharmaceutical industry representatives; 
d) Health system pharmacy staff trained to interpret and integrate the 

data presented into the formulary process;  
e) Accessibility to health system staff by industry representatives for 

presentations on clinical data and economic models. 
[---] clinical pharmacists should be available to meet with manufacturers to 
review dossier submission requirements and to discuss data and analysis.  In  
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addition, the health system should provide the manufacturer with timely 
information regarding product submission and evaluation such as: 

a) A dossier submission deadline (Ideally 6 months in advance for a 
new product and 3 months in advance for a currently 
marketed product; 

b) Anticipated date of initial product review or re-evaluation; 
c) General demographic information to assist in development of 

economic analyses, if feasible; 
d) Notification of additional information or data clarification 

requirements;   
e) The P&T Committee’s recommendation. 

 
By submitting this request [---] recognizes that confidential 
information may be provided.  [---] recognizes the need to respect and 
honor commercial-in-confidence information and may be willing to 
sign necessary confidentiality agreements under agreed 
circumstances. [16] 

 
As noted throughout this document, the success of the formulary submission 
process depends on an active collaboration between [---] and the pharmaceutical 
industry.   
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Sample Unsolicited Request Letter 
 
Date 
 
Name of Acct Manager/Medical Science Liaison 
Name of Company 
Address 
Address 
 
Dear…: 
 
The [Organization name] has adopted the Academy of Managed Care Pharmacy’s 
(AMCP) Format for Evidence-Based Formulary Submissions detailing the 
process and evidentiary requirements for the provision of clinical and economic 
information to support drug formulary consideration.  [Organization name] 
considers this document an unsolicited request for medical, economic and other 
scientific information (including any unpublished and/or off-label study data that 
are to be considered by our organization) and pharmacoeconomic modeling on all 
pharmaceutical products that we consider for formulary inclusion or as part of 
therapeutic class reviews.  The specific details of the [Organization name] request 
have been sent to you previously and are available on the [Organization name] 
web site (www.xxx.com). 
 
We consider this unsolicited request to represent the desired information to 
accompany a formulary submission. Manufacturers should submit a complete 
dossier well before they expect the product to be considered for formulary review.  
Our goal is to enable all of the [Organization name] Pharmacy & Therapeutics 
(P&T) Committees to make evidence-based decisions representing good value for 
money when selecting preferred treatment options.  The AMCP Format describes 
a standardized template for pharmaceutical manufacturers to construct and submit 
a formulary dossier.   The dossier is designed to make the product evaluation 
process in formulary development more complete, evidence-based and rational.  
 
By submitting this request [---] recognizes that confidential information may be 
provided.  [---] recognizes the need to respect and honor commercial-in-
confidence information and may be willing to sign necessary confidentiality 
agreements under agreed circumstances. 
 
Please consider this letter as an unsolicited request for information required by 
[Organization name] for your product Name of Product or Products here.  If you 
require additional information, please call ……… 
 
Sincerely, 
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1 .  P R O D U C T  I N F O R M A T I O N  
 
1.1 PRODUCT DESCRIPTION [20 PAGES MAXIMUM]  
 
Manufacturers are required to provide detailed information about their product. 
They should compare the new product with other agents commonly used to treat 
the condition, whether or not these products are currently on [---] formulary. The 
product description consists of information that traditionally has been 
incorporated in a product monograph or formulary kit and includes the following: 

a. Generic, brand name and therapeutic class of the product, 
b. All dosage forms, including strengths and package sizes, 
c. The National Drug Code (NDC) for all formulations, 
d. A copy of the official product labeling/literature, and 
e. The AWP and WAC cost per unit size. (The [---] contract price, if 

available, should be included as well). 
f. AHFS or other Drug Classification 
g. FDA Approved and other Studied Indication(s): A detailed discussion of 

the approved Food and Drug Administration (FDA) indications and the 
date approval was granted (or is expected to be granted) must be 
included.  

h. Information on current and pending off-label indications and other non-
labeled uses, if available. 

i. Pharmacology 
j. Pharmacokinetics/Pharmacodynamics 
k. Contraindications 
Warnings/Precautions Adverse Effects 
Interactions, with suggestions on how to avoid them 

• Drug/Drug 
• Drug/Food 
• Drug/Disease 

l. Dosing and Administration 
m. Access, e.g. restrictions on distribution, supply limitations, anticipated 

shortages 
n. Current or anticipated product market share information  
o. Co-Prescribed / Concomitant Therapies, including dosages  
p. Concise comparison with the primary comparator products in the same 

therapeutic area to include: dosing, indications, pharmacokinetic / 
pharmacologic profile, adverse effects, warnings, contraindications, 
interactions and other relevant characteristics. (Expand as appropriate for 
the therapeutic class.)  The material may include a discussion of 
comparator product(s) or services that the proposed product is expected to 
substitute for, or replace. This information should be presented in 
tabular form.  

 

1.2 PLACE OF THE PRODUCT IN THERAPY  
THIS SECTION INCLUDES TWO PARTS:  

1.2.1 DISEASE DESCRIPTION (Limit to 2-4 pages per disease) 
The disease description should include the disease and characteristics of the 
patients who are treated for the condition. Manufacturers should provide a  
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description of specific patient subpopulations in which the drug is 
expected to be most effective.  Include clinical markers, diagnostic or 
genetic criteria, etc. that can be used to identify these subpopulations.  
Present a brief summary of information from the literature for each topic. 
When information from studies is presented, the manufacturer should compile 
the results in detailed evidence tables. 

 
Disease specific descriptive information should include, but not be limited to:  

a. Epidemiology and relevant risk factors 
b. Pathophysiology 
c. Clinical presentation 
d. Societal and/or economic impact 

 
1.2.2 APPROACHES TO TREATMENT (Limit to 2-3 pages per 
major indication) The key questions are: how is the disease/condition 
treated and how does the new product fit in therapy. 
 
Present a brief summary of information from the literature for each topic: 
a. Approaches to treatment - principal options / practice patterns 
b. A description of alternative treatment options (both drug and non-drug) 
c. The place and anticipated uses of the proposed therapy in treatment (e.g. 

first line), 
d. Proposed ancillary disease or care management intervention strategies 

that are intended to accompany the product at launch. 
e. Relevant treatment guidelines from national or international bodies 
f. The expected outcomes of therapy and 
g. Other key assumptions and their rationale. 

 
Next, an attempt should be made to generalize these findings to the populations of 
[---]. Discuss the implications of any differences that exist between the literature 
and typical practice patterns and patient populations. When more than one disease 
is addressed, complete the description for each separate condition. 
 
[---] and the manufacturer should determine the relevant treatment options for 
comparison during the initial pre-submission meeting. 
 
1.3  EVIDENCE FOR PHARMACOGENOMIC TESTS AND DRUGS 
 
In considering the appropriate use of genetic testing to guide drug therapy 
(variously referred to as ‘pharmacogenomics’, ‘pharmacogenetics’, 
‘individualized medicine’, or ‘targeted therapy’), clinicians and healthcare system 
decision makers must consider the accuracy with which a test identifies a 
patient’s genetic status (analytic validity), clinical status (clinical validity), and 
the risks and benefits resulting from test use (clinical utility). [26] The following 
evidence should be presented as appropriate in support of submissions involving 
pharmacogenomic testing, or drugs for which pharmacogenomic testing is 
available: 
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Analytic Validity 
• Accuracy with which a particular genetic characteristic can be identified 

using a genetic test in relation to professional standards and federal 

regulation requirements. 

Clinical Validity 
• Strength of the association between the genetic variant(s) and clinical 

outcome(s) (e.g., efficacy, adverse drug reaction) 

• Expected prevalence of genetic variant(s) in target population; positive 

predictive value (PPV) and negative predictive value (NPV) of test  

Clinical Utility 
• Effectiveness and safety of the clinical intervention implemented as a 

result of the genetic test, as per Sections 2.1-2.3 of the Format 

Cost Effectiveness 
• Expected difference in costs and outcomes with pharmacogenomic testing 

compared to usual care, as per Section 2.4 of the Format, including cost 

offsets from changes in drug utilization and health outcomes. 

2 .  S U P P O R T I N G  C L I N I C A L  A N D  
E C O N O M I C  I N F O R M A T I O N   

 
2.1 SUMMARIZING KEY CLINICAL AND ECONOMIC STUDIES: [3-4 
page maximum per study; please complete evidence tables 
in the format presented in appendix D] 
 
Submit summaries of the key clinical and economic studies that have been 
conducted, whether published or not, in each of the following categories: 
 

1. Pivotal safety and efficacy trials [No more than 3-4 pages per study + 
evidence table]  

2. Relevant published and unpublished safety, efficacy and effectiveness 
trials regarding off-label uses.  [No more than 3-4 pages per study + 
evidence table]  

3. Prospective effectiveness (e.g. large simple) trials [No more than 3-4 
pages per study + evidence table]  

4. Additional prospective studies examining other non-economic endpoints 
such as health status measures and quality of life. If the instruments 
utilized in these studies are supported by previous validation and 
reliability studies, also reference these studies. [No more than 3-4 pages 
per study]  

5. Retrospective studies [No more than 3-4 pages per study + evidence 
table]  

6. Systematic reviews and meta-analyses. [No more than 3-4 pages per 
study + evidence table] Place particular emphasis on the inclusion and 
exclusion criteria and main outcome measure(s) for studies analyzed.   
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When a Cochrane Collaboration systematic review or Agency for 
Healthcare Research and Quality  (AHRQ) evidence summary is 
available and relevant, manufacturers should include the major 
conclusions. 

 
Studies reported in this section should be summarized in a clear, concise format 
and include all relevant positive and negative findings.   [---] is particularly 
interested in head-to-head comparison clinical studies between the proposed 
product and the principal comparators. Summaries of trial results of key 
comparator products are desirable but not required. Discuss important study 
findings and comment on their implications for the patient populations 
represented by [---].  Systematic reviews or meta-analyses may be referenced in 
item (6).  In the appendix, include a reprint or unpublished manuscript of each 
study discussed or referenced. 

 
All of the following items that apply should be included in the study 
summaries: 

 
a. Name of the clinical trial or study, location and study date; 
b. Trial design, randomization and blinding procedures; 

• Research question(s); 
• Study perspective; 

c. Washout, inclusion and exclusion criteria; 
d. Sample characteristics (demographics, number studied, disease severity, 

co-morbidities); 
• Treated population (actual or assumed) 

e. Patient follow-up procedures (e.g., If an intention-to-treat design is used, 
were drop-outs followed and for what time period?); 
• Treatment period 

f. Treatment and dosage regimens; 
• Treatment framework 
• Resource utilization classification 
• Unit costs; 

g. Clinical outcome(s) measures; 
• Outcomes evaluated 
• Delineate primary vs. secondary study endpoints and their 

corresponding results 
h. Other outcome measures (e.g., quality of life); 

• Principal findings   
i. Statistical significance of outcomes and power calculations; 
j. Validation of outcomes instrument (if applicable); 
k. Compliance behavior; 
l. Generalizability of the population treated;  

• Relevance to enrolled populations of [---]. 
m. Publication citation(s)/references used.  
n. Relevant data and findings from the Center for Drug Evaluation and 

Research’s Office of Drug Safety. 
o. Manufacturers should state whether trials for the product are 

registered in a public trials registry, and if so, provide access 
information (e.g. www.clinicaltrials.gov). [27] 
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2.1.1 EVIDENCE TABLE SPREADSHEETS (NOTED ABOVE) OF ALL 
PUBLISHED AND UNPUBLISHED TRIALS:  

Information from all known studies on the product should be summarized 
in evidence tables (spreadsheet format) noting which studies were 
presented previously (items 1 - 6).  Include negative or null findings as 
well as positive findings. 

 
A standard evidence table format, such as that contained in Appendix D, 
Template for P&T Monograph, should include the following data 
elements:  

• Citation, if published  Design 
• Sample size 
 Inclusion/exclusion criteria 
• Primary Endpoints    Statistical 
significance 
• Secondary Endpoints   Results 
• Treatments   Study dates 

 

2.2 OUTCOMES STUDIES AND ECONOMIC EVALUATION SUPPORTING 
DATA [3-4 PAGES MAXIMUM PER STUDY]  
Many researchers have expressed concern over the quality of some published 
economic evaluations. [28,29] Since the focus of this portion of the dossier is a 
comprehensive assessment of available evidence, the number of studies 
considered will not be restricted by imposing methodological standards. However, 
[---] and its consultants will judge the merit of individual studies based on 
published standards for conducting and reporting these analyses. [30-36] 

 
Provide summaries addressing items a-o (see 2.1 above) for all studies in each of 
the categories listed below (items 1 – 7). Studies reported in this section should be 
summarized in a clear, concise format and include all relevant positive and 
negative findings.   [---] is particularly interested in head-to-head comparison 
studies between the proposed product and the principal comparators.  Analyses 
that focus on actual outcomes rather than intermediate endpoints are preferred. 
Summaries of principal trial results of key comparator products when these data 
are referenced or used in economic models are extremely helpful, but not 
required. Discuss important study findings and comment on their implications for 
the patient populations of [---].  In the appendix, include a reprint of each study 
discussed or referenced.  
 

1. Prospective, trial-based cost-effectiveness studies [No more than 3-4 
pages per study + evidence table] 

2. Economic modeling studies [No more than 3-4 pages per study + 
evidence table]  

3. Cross-sectional or retrospective costing studies and treatment pattern 
studies  

4. Systematic review articles  
5. Quality of life studies  
6. Patient reported outcomes (PRO) studies, including quality of life studies 
7. Other relevant economic studies (cost-utility, cost-benefit, cost-

consequence) 
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2.2.1 EVIDENCE TABLE SPREADSHEETS (NOTED ABOVE) OF ALL 
PUBLISHED AND UNPUBLISHED OUTCOMES STUDIES.   

 
Information from all relevant outcomes studies on the product should be 
summarized in evidence tables (spreadsheet format) as indicated in Section 2.1.1, 
noting which studies were presented previously (items 1 – 6 above).  Include 
negative or null findings as well as positive findings. 
 
3. M O D E L I N G  R E P O R T  [maximum 20 pages] 
  
“Far better an approximate answer to the right question, which is often vague, 
than an exact answer to the wrong question, which can always be made precise.” 
John W. Tukey, 1962 

3.1 MODEL OVERVIEW  
The International Society for Pharmacoeconomics and Outcomes Research’s 
(ISPOR) task force on good modeling practices stated: “Although evidence from 
randomized clinical trials remains central to efficacy testing, taken alone it can be 
misleading if endpoints are not translated into measures that are valued by 
patients, providers, insurers and the general public.”[37] When comparing two or 
more interventions, properly constructed model-based evaluations can combine 
evidence on health consequences and costs from many different sources, 
including data from clinical trials, observational studies, claims databases, case 
registries, public health statistics and preference surveys, and a measure of 
uncertainty in any estimates. The goal is to evaluate the value of the product and 
project the health and economic consequences to the health plan of potential 
formulary changes.  
 
Manufacturers are strongly urged to provide cost-effectiveness models.  They are 
the best means to accomplish this goal because they establish the value of a new 
technology relative to the most clinically appropriate comparator(s).  They are 
disease-based and take into account the impact of the new technology on the 
clinical outcomes for the target population, and include evidence on the incidence 
of the disease or condition in the target population, the medical care required to 
diagnose and treat the disease, the relative and absolute risk reductions offered by 
the technology, survival and quality of life impacts, and the costs of the 
interventions.  
 
Models developed in this manner can:  
• Aid decisions regarding the addition of a new product to the formulary,  
• Help define a product’s specific role, and 
• Assist in creating benchmarks against which the product's future performance 

can be measured. 
 
In contrast, budget impact models, by strict definition, are not used to establish 
the overall value of new technologies because they do not include the impact of 
the technology on clinical outcomes, non-pharmacy or medical resource use and 
adverse effects.  These models provide an estimate only of the financial impact of 
a new technology on the pharmacy budget because they typically only include 
drug costs, network or other discounts, rebates, co-payment and other benefit  
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design impacts.  Although these models may be provided as part of the 
manufacturer’s submission, they are not central to the evidence- and value-based 
decision making process.  These limitations should be noted and the budget 
impact model presented separately from the cost-effectiveness model. 
 
Cost-effectiveness analyses should depict the following: 

a) Disease or condition, patient population, natural history, clinical course 
and outcomes.  

b) Primary treatment options and the treatment process for each option. Each 
process of treatment utilizing a specific product or other intervention 
follows a clinical pathway. If the [---] employs a treatment guideline for 
this condition, this framework should be followed. Alternative clinical 
pathways presented by the manufacturer may also be considered. 

c) Patient population eligible for treatment.  
d) Product and other medical resources used when following clinical 

pathway (include treatments for complications related to treatment).  
e) Costs of product and other medical resources consumed within each 

clinical pathway.  
f) Outcomes of therapy for each clinical pathway, including expected 

proportion of treatment failures and mean or median time to failure, if 
known. These outcomes can be broadly and uniquely defined by the 
manufacturer and can be modeled from other data sources. The 
manufacturer should address the relevance of the selected outcomes 
measure and generate both baseline and projected outcome impact 
assessments.  

g) Incremental cost and outcomes analysis presented in either 
cost/consequences tables or as cost-effectiveness ratios.  

h) Time horizon for expected costs and outcomes.  Suggested time horizons 
include 1-year, 5-year and over the course of the disease. The exact time 
horizon used will depend on the natural course of the disease.  In some 
cases, multiple time horizons might be appropriate. 

 
In addition, the manufacturer is requested to: 

i) Separate the volume of resources utilized and the unit costs for each 
resource.  

j) Perform sensitivity analyses on pivotal estimates and assumptions [in 
presentation section] 

k) Consult with [---] staff in the early stages of model development to ensure 
the incorporation of appropriate comparator products and endpoints. 

l) Present the following information in tabular form: data and sources, 
assumptions, total resource utilization, total costs, total effectiveness, 
incremental costs, and incremental effectiveness. Measures of total and 
incremental effectiveness should incorporate natural units (e.g. clinically 
important events avoided) as well as quality-adjusted survival when 
possible. 

 
The analysis should be based on scientifically appropriate clinical trial, 
epidemiological and economic data and should be capable of being modified by [-
--] to better reflect practice patterns in their enrolled population. For the analysis 
and model to be realistic, it may be necessary to include data from [---], e.g. 
demographic data.  Data derived from expert panels are not generally acceptable,  
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especially for key clinical and treatment pattern variables. However, this approach 
may be reasonable for other variables where estimates are not available through 
literature, databases, trials or other normal sources. 
 
The model framework should consider recommendations published by the Panel 
on Cost-Effectiveness in Health and Medicine convened by the U.S. Public Health 
Service.[38]   Although no standard model approach is proposed, we 
recommend that producers and users of modeling studies subscribe to the 
sound guidance provided by the ISPOR Good Practice Modeling 
Principles.[37] (Also Appendix C) 
 
We have found that models have certain desirable qualities. These are listed 
below and are not meant to proscribe model development or impede good 
scientific design.  Rather, this list is to provide some guidance to the manufacturer 
as to those elements of an economic model that are desirable to [---] evaluators. 

 
Desirable Qualities of Economic Models for Inclusion in [---] 
Submissions: 

 
Model Structure 

• To the extent feasible, the model, its logic and its calculations 
should be clear and self-documenting using best practices for 
formatting, comments and explanatory guides such as text boxes. 
[39]  

• A transparent disease progression model with an appropriate time 
horizon for a health system. 

• Treatment pathways that are relevant to the formulary decision and 
correspond to nationally recognized or [---] treatment guidelines. To 
help illuminate the proposed treatment pathways, the manufacturer is 
encouraged to provide decision trees. 

• Usual clinical practice, including relevant comparators to [---], is 
included in the model. 

• Mathematics and calculations included in the model are accurate and 
available for inspection. 

• Allowance for analysis of relevant sub-populations (age, gender, co-
morbidities) where applicable. 

• An interactive model that allows the health system to incorporate its 
own data (membership size, prevalence rates, cost estimates, etc.) or, 
if requested, use default data, such as national norms.   

 
Data 

• Sources of data are clearly defined and from the most recent stud
• Data have been interpreted and accurately incorporated into the 

ies. 

model. 
• Uncertainty is defined, especially for key variables. 

Linkages between intermediate and longer-ter• m endpoints are valid 

 Assumptions that drive the model are clearly identified. 
 

and based on reasonable scientific evidence. 
•
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Results/Output 
• Outcomes need to be relevant to the [---] formulary decision. 
• Incremental analyses of both health effects and costs. 
• Results are verifiable and traceable back to the inputs. 
• Uncertainty in model and data tested in a reasonable fashion and 

reported. 
• Results presented in such a fashion that facilitates incorporation into 

drug reviews and monographs. 
 

The model's time frame is a critical element. For chronic illnesses, a one to three-
year period should be adopted as well as a longer period, as appropriate for the 
clinical problem and its resolution. For this longer period, a final and disease 
appropriate health outcome determination is recommended, possibly including 
more patient-centered outcomes, such as Quality of Life Year Saved. For acute 
illness, shorter periods may be appropriate. 

3.2 PARAMETER ESTIMATES FOR MODELS 
Randomized, controlled efficacy studies are required for licensing and 
registration. These data comprise the foundation for FDA approval, labeled 
indications and marketing.  [---] recognizes that manufacturers must conduct these 
studies for the FDA.  In addition, [---] recognizes that the results observed in 
randomized trials are likely to represent optimal effects and are difficult to 
generalize to populations because of patient selection and the close oversight 

iven subjects in clinical trials. g
 
In general, the best quantitative estimates of clinical effectiveness are required, 
with uncertainty in the estimate(s) handled analytically via sensitivity analysis. 
Thus, where possible, feasible and scientifically plausible, scientists preparing the 
economic model are encouraged to attempt transformation of efficacy results into 
effectiveness parameters.  This may involve inclusion of an adherence parameter 
into the model or may involve the creative use of retrospective data.  
Documentation and clear description of the methodology will be necessary in 

rder for [---] staff to evaluate the validity of this approach. o
 
Translation of claims from an efficacy to an effectiveness context should be 
cons ride ed when: 

a) The model's treatment period extends beyond that represented by the 
clinical trial;  

b) Outcomes supported by the trial are intermediate or surrogate in nature;  
c) Compliance, dosing, co-morbid conditions and the population of interest 

(e.g., children, elderly) are expected to differ from the efficacy trial data. 
 
Poor adherence to therapy, especially for chronic conditions, can impact 
manufacturer claims that are based exclusively on carefully monitored clinical 
efficacy trials. All claims (promotional or otherwise) made for new products 
should state clearly the assumptions concerning patient adherence. It is suggested 
that manufacturers provide documentation of anticipated adherence patterns from 
populations similar to the treatment populations of [---], if available.  This may be 
more plausible for manufacturers who have launched products in other countries 

efore the US introduction. b
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3.3 PERSPECTIVE, TIME HORIZON AND DISCOUNTING  
The payer perspective is recommended for the primary analysis.  We welcome a 
societal perspective analysis as a secondary evaluation.  The analytic model 
should consider a time horizon that is appropriate to the disease being studied and 
reflect the decision-making and financial and budget constraints of [---].  When 
appropriate, adjustment for the time preference should be incorporated and should 
follow US PHS Panel recommendations.[31] 

 
3.4 ANALYSES  
Analyses should follow accepted approaches for economic models.  Transparency 
and clarity of presentation are a necessity.  Therefore, we recommend that all data 
and calculations be contained in the model spreadsheet and visible to the user.  
This will help ensure transparency and allow the user to verify that the data used 
in the model is appropriate.  The need for and value of transparency is widely 
recognized and can provide some protection against the negative effects of bias 
and error. The users of models need to be able to understand all steps in the 
modeling process to improve their understanding of the key factors and variables 
in the model and its limitations.[40] Therefore, researchers are encouraged to 
focus efforts on the clarity and transparency of results.   
 
All assumptions must be presented and justification should be 
provided. 
 
Also, detailed notes that show the flow of data through the model are 
recommended.  All calculations should be explained in a simple straightforward 
manner to allow a non-health economist to comprehend the analysis.  This 
information may be accessible both in a manual form as well as shown directly in 
the model, to maximize the ease of review.  
 
This said model users should act responsibility when changing values in a 
model to avoid erroneous results. 
 
Comprehensive (all variables) one-way sensitivity analysis is highly 
recommended.  Other evaluations of uncertainty such as confidence interval 
determination, best/worse case scenario analyses, net-benefit and acceptability 
curve estimation are also useful. 
 
When a product is to be used in the treatment of more than one disease, its impact 
should be modeled for each approved indication, unless a reasonable case can be 
made for a single model. Because of the complexity involved in constructing a 
model that simultaneously addresses several indications, we recommend using a 
separate model for each condition. 
 
3.5 PRESENTATION OF MODEL RESULTS  
 
At a minimum, manufacturers should present models and model results as 
follows: 

1. Provide a figure displaying the structure of the model (e.g., a decision tree 
or Markov model).  A simplified schematic diagram may be used for ease 
of presentation, but a detailed figure should also be included. 
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2. Provide a table listing all of the model inputs, including probabilities, 
costs, and utility estimates if appropriate.   

a. Provide a range of values upon which sensitivity analyses are 
based for each input.   

b. Include references in the table for all inputs, including ranges.   
c. Note in the table estimates that lack supporting evidence.  

3. Provide an explicit list of model assumptions, including assumptions 
about comparator interventions, clinical events, patient management, and 
costs. 

4. Present the disaggregated results in a table (e.g., cost-consequence style, 
with costs presented separately from health outcomes).  Data presented 
in this format are more easily understood and interpreted by health-
system formulary committees.   

a. Further disaggregate costs into total medical and pharmacy costs 
and then various resource components including drug costs, as 
appropriate.  

b. Include the total cost of implementing the therapy and the 
resulting cost offsets. 

c. Finally, present incremental cost-effectiveness ratios, if 
appropriate.  

5. Present one-way sensitivity analyses on all model inputs in a figure (e.g., 
tornado diagram) or a table.  Ideally, the sensitivity diagram should be 
dynamic and allow the health system to pick specific variables to evaluate 
and to determine the upper and lower limit for each. 

a. Clearly present the model inputs or assumptions that drive the 
difference in costs, effects, and incremental cost-effectiveness.   

b. When appropriate, present multi-way (e.g., 2-way, best/worst 
case scenario, probabilistic) sensitivity analyses 

3.6 EXCEPTIONS  
A pre-existing model developed for another health system or for another country 
may eliminate the need to develop a new model for this submission. A model 
based on national norms may also be acceptable provided it is submitted in such a 
manner (spreadsheet) that […] can either use the default values or insert its own.  
To be acceptable, the existing model should follow the general framework 
described in this document and must be able to demonstrate the system-wide 
impact of introducing the product to [---] formularies. It is the manufacturer's 
responsibility to justify the adequacy of pre-existing models. Developing a model 
that can be adaptable and allow […] to make changes in multiple elements will 
greatly enhance this process. 
 
4 .  P R O D U C T  V A L U E  A N D  O V E R A L L  C O S T  

[ 2 - 3  P A G E  M A X I M U M ]   
 
This section of the submission requirements represents the principal opportunity 
for a manufacturer to communicate the value of its product to [---]. The 
manufacturer should briefly summarize all clinical and economic information 
presented previously and state the expected per unit product cost. Based on this 
information, the manufacturer should articulate a value argument to justify these  
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expected expenditures for this product in the context of its anticipated effects on 
the clinical and other outcomes and the economic consequences for [---] and its 
clients and members. Through this process, product value is redefined as both 
parties move beyond cost containment to focus on optimizing drug utilization in 
an environment of limited resources. 
 

5 .  S U P P O R T I N G  I N F O R M A T I O N   
5.1 REFERENCES CONTAINED IN DOSSIERS  
Submissions should list and provide copies of all relevant clinical and 
pharmacoeconomic references made in Sections 2 and 3 above. 
 

5.2 ECONOMIC MODELS  
Media: In addition to the written report, the manufacturer must provide a 
transparent, unlocked copy of the model without the graphical interface. It 
should be presented on a 3.5" disk or CD ROM as an Excel workbook, ASCII tab-
delimited file or an alternative format that is agreed upon by [---] or its 
consultants and the manufacturer. The model should be transparent, i.e., designed 
to allow staff or consultants to investigate the assumptions and calculations, and 
to perform independent sensitivity analyses by varying individual parameters. 
[…] will retain this model for internal analyses and will not release it to any 
other party. Manuscripts that support the development and reporting of the model 
are to be attached as appendices. 
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5.3 FORMULARY SUBMISSION CHECKLIST  
 
A completed formulary submission checklist should accompany 
each submission. A brief explanation for all missing data should also 
be included.  
 
A.   SUBMISSION PROCESS 
A.1 Have you met with [---] staff to review the submission process? Yes No 
A.2 Have you agreed to the submission date with [---]? 
 Yes No 

A.3 Have you requested estimates to identify baseline characteristics of the 
populations of the health systems represented by [---]? Yes No 

A.4 Have you included an explanation for any missing data? (Check yes if N/A) Yes No 
A.5 Have you submitted a copy of the dossier in both paper and electronic form? Yes No 
 
B.   PRODUCT INFORMATION 
B.1 Has a product description been provided for the product? Yes No 
B.2 Has a list of approved indications been given for the product? Yes No 
B.3 Has the place of this product in therapy been given for each indication? Yes No 
B.4 Have copies been provided of treatment guidelines for this product? Yes No 
B.5 Have intermediate and final outcomes of therapy for this product been listed? Yes No 
B.6 Have you listed any co-prescribed drugs for this product by indication? Yes No 
B.7 Have you identified the comparator drugs for this product by indication? Yes No 
 
C.   SUPPORTING CLINICAL INFORMATION 
C.1 Have you identified all relevant clinical and other studies for the product and its 

comparators? Yes No 

C.2 Are copies of all summarized studies included in the submission package? Yes No 
C.3 Have you provided an electronic spreadsheet summary of all studies identified 

using the [---] format? Yes No 

C.4 Have you included all relevant non-experimental studies for the product? Yes No 
C.5 Have you provided an electronic spreadsheet summary of all non-experimental 

studies using the [---] format? Yes No 

 
D.   SUPPORTING ECONOMIC INFORMATION 
D.1 Have you identified all relevant pharmacoeconomic (PE) studies for the 

product? Yes No 

D.2 Are copies of all summarized studies included in the submission package? Yes No 
D.3 Have you justified the relevance of these PE studies for this population? Yes No 
D.4 Have you provided an electronic spreadsheet summary of the PE studies? Yes No 
D.5 Will a disease or care management strategy be employed with the introduction 

of this product? Yes No 

   
D.6 Is documentation on this intervention program included in the submission?  Yes No 
 
E.   ECONOMIC MODEL  
E.1 Are the model structure, data and assumptions transparent and clearly 

presented for a non-economist reader? Yes No 

E.2 Is an unlocked spreadsheet version of the model included with the submission? Yes No 
E.3 Are the results presented in a style suitable for [---] formulary committee 

evaluation?  Yes No 
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Budget Impact Models: These models are used to evaluate the budget 
impact of pharmaceutical expenditures as a consequence of new product 
introduction.  These models typically include: drug costs, network or other 
discounts, rebates, co-payment and other benefit design impacts, product market 
share and market share changes, Per Member Per Month Expenditures, and total 
pharmacy budget impact. By strict definition, budget impact models are not used 
to establish the value of new technology because they do not include the impact 
of drugs on clinical outcomes, non-pharmacy resource use and adverse effects. 
[41]  
 
Care pathways: A general method of using predetermined, time-staged, 
evidence-based actions for managing the care of patients who have clearly 
defined diagnoses or require certain procedures. Ideally, care pathways should be 
applicable to the management of patients moving among a managed health care 
system's multiple levels of care and practice settings. Other terms for care 
pathways include clinical care plans, clinical pathways, critical pathways, care 
guides, and care maps. 
 
Cost-Benefit Analysis: An analytical technique derived from economic 
theory that enumerates and compares the net costs of a health care intervention 
with the benefits that arise as a consequence of applying that intervention.  For 
this technique, both the net costs and the benefits of the health intervention are 
expressed in monetary units. [41] 
 
Cost-consequence Analysis:  An analytical technique that compares the 
health intervention of interest to one or more relevant alternatives, listing the cost 
components and various outcomes of each intervention separately.  This type of 
economic analysis does not indicate the relative importance of the components 
listed and leaves it to the decision maker to form his or her own view.[41] 
    
Cost-Effectiveness Analysis: A systematic method of comparing two or 
more alternative programs by measuring the costs and consequences of each.  A 
distinguishing feature of cost-effectiveness analysis is that the consequences 
(health outcomes) of all programs to be compared must be measured in the same 
common units-natural units related to the clinical objective of the programs (e.g., 
symptom-free days gained, cases prevented, quality of life years gained). [41] 
 
Cost-Minimization Analysis: A type of pharmacoeconomic analysis 
comparing two alternative therapies only in terms of costs because their outcomes 
(effectiveness and safety) are found to be or expected to be identical. [41]  
 
Cost-Utility Analysis: A specific type of cost-effectiveness analysis that 
compares two or more alternative choices in terms of both their costs and 
outcomes, where the outcomes are measured of utility or preference, often as a 
quality-adjusted life years gained.  Cost-utility analysis can be considered the 
“gold standard” methodology for evaluating the cost-effectiveness of health care 
choices. [41] 
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Cost-Effectiveness Model:  These models are used to establish the value of 
a new technology relative to an appropriate comparator, and often use decision 
analysis techniques.  They can be based directly on clinical trials.  They are 
disease-based and account for the impact of new technology on clinical outcomes 
(efficacy, adverse events), resource use and costs in the short and long-term.  
They also reveal the relation between data inputs and assumptions and outcomes. 
These models can be used to conduct a cost-benefit, cost-minimization, cost-
effectiveness, and/or cost-utility analysis [41] 
 
Decision Analysis:  A quantitative approach to decision making under 
uncertainty in which all relevant elements of the decision – alternative actions, 
chance events (along with their probabilities of occurrence), and final 
consequences – are stated explicitly in a model.  Multiple types of data can be 
incorporated from a variety of sources. This model typically takes the form of a 
decision tree or an influence diagram and permits the decision maker to determine 
systematically the relative value of alternative courses of action. [41] 
  

Decision Tree:  A schematic diagram depicting the logical structure of a 
choice under conditions of uncertainty, including all relevant alternative decisions 
available to the decision maker as well as the values and probabilities of all 
relevant downstream consequences. [41]    

 
Dossier: A detailed report (in paper and electronic form) for each product 
submitted by the manufacturer for consideration that contains (1) clinical and 
economic data from published and unpublished studies and (2) a disease-based 
economic model to project the potential impact that introducing the product 
would have on health and economic consequences occurring across the entire 
system. 
 
Effectiveness: The actual effects of treatment by the drug under "real life" 
conditions [patients not always remembering to take their doses, physicians often 
not prescribing the lowest FDA recommended doses, side effects not all 
controlled, etc]. 'Head to head' effectiveness studies with similar medications are 
preferable. 
 
Efficacy: The potential effects of treatment by the drug under optimal 
circumstances [e.g. patients all taking their doses at the right times, physicians 
prescribing FDA recommended doses, side effects appropriately monitored, etc]. 
Efficacy studies are typically the foundation of new drug submissions to the FDA. 
Studies that compare the efficacy of similar drugs, rather than just efficacy 
compared to placebo are preferable. 
 
Evidence-Based Medicine (EBM):  An approach to health care decision 
making in which the decision maker is aware of all the relevant evidence and its 
strengths and weaknesses and is then able to apply that knowledge to decisions.  
EBM, therefore, consists of clinical expertise and patient preferences combined 
with critical appraisal of clinical research, with the goal of providing optimal 
individual patient care.  Optimal care thus takes into account patient outcomes 
and the relative efficiencies among competing alternatives, as demonstrated in the 
medical literature.  This approach to patient care demands that the decision  
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makers’ expertise and the appraisal of the clinical evidence base are current and 
up to date. [41]  

 
Evidence-Based Medicine – Alternate Definition: The 
conscientious, explicit, and judicious use of current best evidence in making 
decisions about the care of individual patients. The practice of evidence based 
medicine means integrating individual clinical expertise with the best available 
external clinical evidence from systematic research. [42]  
 
Formulary: A periodically updated list of medications, related products and 
information, representing the clinical judgment of physicians, pharmacists, and 
other experts in the diagnosis and/or treatment of disease and promotion of health. 
 
Formulary system: An ongoing process whereby a health care system, 
through its physicians, pharmacists and other health care professionals, 
establishes policies on the use of drugs, related products and therapies, and 
identifies drugs, related products and therapies that are the most medically 
appropriate and cost-effective to best serve the health interests of the patient 
populations of the health systems it represents. 
 
Health Economics:  A discipline that analyses the economic aspects of 
health and health care and that usually focuses on the costs (inputs) and the 
consequences (outputs) of health care interventions using methods and theories 
from economics and medicine. [41]  
 
Health-Related Quality of Life (HRQOL): A broad theoretical construct 
developed to explain and organize measures concerned with the evaluation of 
health status, attitudes, values and perceived levels of satisfaction and general 
well being with respect to either specific health conditions or life as a whole form 
the individual’s perspective. (see Patient-Reported Outcomes). [41]  

 
Markov Model: A complex health economics treatment model that describes 
the natural history of particular diseases, with or without treatment.  To capture all 
critical events, Markov models can categorize health status with a higher level of 
detail and divide the model’s time perspective into finer intervals than is possible 
with decision trees. [41]  

 
Model:  In the context of health care evaluation, a model is an analytic 
methodology that accounts for events over time and across populations, that is 
based on data drawn from primary and/or secondary sources and whose purpose 
is to estimate the effects of an intervention on valued health consequences and 
costs. [37] 
 
Modeling:  The development of a simplified representation of a system (e.g. 
population).  A particular model may be analytical, visual or both.  In 
pharmacoeconomics specifically or health economics in general, analytical 
models can be used to pose and answer questions about interventions that cannot 
be directly answered by clinical trials due to time and financial constraints. [41]  
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Outcomes Research: The scientific discipline that evaluates the effect of 
health care interventions on patient-related, if not patient-specific, clinical, 
humanistic and economic outcomes.  Outcomes research is generally based on the 
conceptual framework that evaluation of treatment alternatives involves the 
simultaneous assessment of multiple types of outcomes that are disease-related. 
[41]   

 
Patient-Reported Outcomes:  An umbrella term that includes outcome 
data reported directly by the patient.  It is one source of data that may be used to 
describe a patient’s condition and response to treatment.  It includes such 
outcomes as global impressions, functional status, well-being, symptoms, health-
related quality of life, satisfaction with treatment and treatment adherence. [41]    

 
Pharmacoeconomics:  The scientific discipline that assesses the overall 
value of pharmaceutical health care products, services and programs.  Of 
necessity, it addresses the clinical, humanistic and economic aspects of health 
care interventions in the prevention, diagnosis, treatment and management of 
disease.  Pharmacoeconomics thus provides information critical to the optimal 
allocation of heath care resources.  The field encompasses experts in health 
economics, risk analysis, technology assessment, clinical evaluation, 
epidemiology, decision analysis and health services research. [41]    
 

Quality-Adjusted Life Year (QALY):  A universal health outcome 
measure applicable to all individuals and all diseases, thereby enabling 
comparisons across diseases and across programs.  A QALY combines, in a 
single measure, gains or losses in both quantity of life (mortality) and quality of 
life (morbidity). [41]    
 

Rule of Rescue: A term applied to the ethical imperative to save individual 
lives regardless of the cost if rescue measures are available.  Regarding the 
distribution of health care services, the “rule of rescue” supplements rather than 
substitutes for the evidence-based consideration of comparative cost-
effectiveness.  For example, Australia’s Pharmaceutical Benefits Advisory 
Committee considers the rule of rescue a relevant factor when the cost-
effectiveness level is unacceptable and: 

1. No alternate pharmacological or non-pharmacological intervention exists 
to treat patients with the identified condition; 

2. The defined condition must be severe, progressive and expected to lead to 
premature death; 

3. The defined condition must apply to only a very small number of 
patients. [43]  

 
Sensitivity Analysis:  A way to analyze the impact of uncertainty in an 
economic analysis or a decision (see Decision Analysis, Modeling, Cost-
Effectiveness Model).  The simplest form of sensitivity analysis is a one-way 
analysis where the value of one variable is changed while keeping the other 
variables constant, and the impact on results evaluated. [41]  
 
 

  19 
 



Terms and 
Definitions 

continued 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Tornado Diagram: A set of one-way sensitivity analyses displayed in a 
single graph, with the most critical variable in terms of impact at the top of the  
graph and the rest ranked according to their impact thereafter; hence the “tornado” 
or funnel appearance of the graph. [41]    
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