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ABSTRACT

Background: Worldwide, prices for cancer drugs have been under downward pressure
where several governments have mandated price cuts of branded and generic products.
A better alternative to mandated price cuts would be the estimation of a launch price
based on drug performance, cost effectiveness and a country’s ability to pay. In this
study, the development of a global pricing index for new drugs that encompasses all of
these attributes in patients with metastatic colorectal cancer (mMCRC) is described.
Methods: A pharmacoeconomic model was developed to simulate clinical outcomes in
mMCRC patients receiving chemotherapy with the addition of a “new drug” that improves
survival by 1.4, 3 and 6 months. Cost and health state utility data were obtained from
cancer centers and oncology nurses (total n=112) in Canada (n=24), Spain (n=24),
India (n=24), South Africa (n=16) and Malaysia (n=24). A price per dose was estimated
for each survival increment using a target value threshold of three times the per capita
gross domestic product (GDP) for each country, as recommended by the World Health
Organisation (WHO). Multivariable analysis was then used to develop the pricing index,
which considers survival benefit, per capita GDP and income dispersion as measured
by the Gini coefficient as predictor variables.

Results: Higher survival benefits were associated with elevated drug prices, especially
in wealthier countries such as Canada and Spain. For a nation like Argentina with a per
capita GDP of $15,000 and a Gini coefficient of 51, it is estimated that for a drug which
provides a 4 month survival benefit in mCRC, the value based price would be $US 630
per dose. In contrast, the same drug in a wealthier country like Norway could command
a price of $US 2,775 and still be considered cost effective according to the WHO

criteria.



Conclusions: A global pricing index was presented that can be used to estimate a
value based price in different countries for new drugs in mCRC. The application of this
index to estimate a price based on cost effectiveness would be a good starting point for
opening dialogue between the key stakeholders and a better alternative to

governments’ mandated price cuts.

Key words: Colorectal cancer, drug price, value, cost, chemotherapy
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CHAPTER 1

INTRODUCTION

1.1 Introduction

Cancer has always been with human kind, with the first recorded case being
discovered in Egyptian hieroglyphic tablets (Mukherjee, 2010). The underlying causes
of all cancers in general are not fully known. However, one underlying theory is that
cancer is a form a speciation, where cancer cells are, in a sense, a new living organism
attempting to break out of the human host (Vincent, 2010). Notwithstanding the history
or causes of human cancers, the majority of patients seek some form of treatment. The
intent of cancer therapy is to cure the disease or to at least palliate symptoms and
improve quality of life. Drugs have always been an intergral part of cancer therapy.
The work presented in this thesis attempts to address a fundamental challenge faced by
cancer patients around the world; timely access to effective drugs. The first chapter
begins with a brief presentation of global cancer trends, highlighting that the disease
remains one of the most common causes of death worldwide. It then continues with a
description of pharmacotherapy in cancer care and how the high prices of new cancer
drugs have limited patient access to these important agents. The impact of these high
prices on health care budgets is then highlighted. The challenges that health care
systems face in terms of rising drugs expenditures and how they have responded are
then presented. The chapter then closes with a proposal for determining an optimal
drug price based on product value. The pricing strategy proposed in this study could
improve patient access by identifying a more affordable price based on the wealth of a

nation.



1.2 Cancer, a global problem

The populations of many countries around the world are aging (Kinsella et al., 2005).
This is of concern to health care authorities because cancer is a disease that usually
occurs later in life. It has been estimated that in the United States alone, 60% of all new
cancers occur in people over the age of 65 years (Surveillance Epidemiology and End
Results, 2010). Since the population is aging, a sharp increase in the number of new
cases can also be expected over the next 10 to 20 years. Cancer is now considered to
be a chronic condition because some patients with advanced stage disease can live for
five to ten years after the initial diagnosis (National Cancer Institute of Canada, 2010).
From the perspective of cancer centres, these factors are causing sharp increases in
the number of patients seeking treatment. As a result, health care systems around the
world are being strained as they attempt to meet the needs of patients.

The primary tools used by oncologists to treat cancer consist of surgery,
chemotherapy, radiation and hormonal therapy. The use of these interventions, alone
or in combination, depends on the type of cancer, the extent of disease and patient
factors. Surgery is usually, but not exclusively, reserved for early stage tumours where
the intent is cure. Chemotherapy, radiation and hormonal therapy are used in both
early stage disease and in incurable tumours that have metastasized to distant sites
(Devita et al., 2001).

For many years, the backbone of cancer treatment has been the use of cytotoxic
agents such as anthracylines, taxanes and platinum analogues (Table 1.1). One
characteristic of traditional chemotherapy is its non-specificity to the target. As a result,
side effects such as neutropenia, anemia and thrombocytopenia are common (Schiller,

2002). However over the past decade, there has been an emergence of new anticancer
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drugs that are more specific to the target (Kdhne et al., 2009; Mahalingam et al., 2009).
These new compounds which include imatinib, bevacizumab, cetuximab and
trastuzumab are collectively known as “targeted therapies” (Kéhne et al.,, 2009;
Mahalingam et al., 2009 and Motzer et al., 2007) — (see Table 1.1). Unlike traditional
chemotherapy which can affect both healthy and malignant cells, targeted agents are
specific to the latter. Therefore, they tend to be better tolerated than chemotherapy and
the main side effects described above are less common (Kéhne et al., 2009;
Mahalingam et al., 2009). The use of these agents has also resulted in a prolongation
of survival in some types of cancer such as breast, lung and colorectal (Van Cutsem et

al., 2009; Sandler et al., 2006).

Table 1.1. Anticancer agents currently used in the treatment of solid tumour
malignancies (Kohne et al., 2009; Mahalingam et al., 2009)

Anthracyclines Taxanes non-Anthracycline Targeted agents
Doxorubicin Paclitaxel Capecitabine Lapatinib
Epirubicin Docetaxel Vinorelbine Trastuzumab
Liposomal doxorubicin  Abraxane Gemcitabine Bevacizumab
Mitoxantrone Cisplatin Cetuximab
Daunorubicin Carboplatin Panitumumab
Oxaliplatin Sunitinib

Cyclophosphamide Sorafenib

5-fluorouracil Pazopanib
Methotrexate Erlotinib
Irinotecan Everolimus
Pemetrexed Temsirolimus

3



1.3 Patient access to new cancer drugs

Despite the effectiveness and safety of the new targeted agents, not all cancer
patients around the world have access to them. One of the single biggest barriers to
drug access is price. All of these new therapies have been priced at levels that are
several times higher than traditional chemotherapy (Schrag, 2004). As an illustration,
sunitinib, which is an orally administered targeted agent used in advanced kidney
cancer, has a cost of approximately $US 8,000 (R57,028) per month with the median
duration of therapy being approximately 8 months (Motzer et al., 2007). The previous
agent used in kidney cancer (interferon alfa) has a monthly cost of $US 900 (R 6,390).
At the time when the pivotal study results were reported, sunitinib was associated with a
statistically significant 6 month improvement in progression free survival, but the overall
survival increment did not reach statistical significance (Motzer et al., 2007).
Notwithstanding the decision to use sunitinib in kidney cancer, such costs are out of
reach for many cancer patients even in higher income countries. For example, in the
Canadian province of Ontario with a population of 12 million, approximately one-third of
the population does not have private or public medical insurance (Fraser Report, 2008).
As a result, about one third of such patients would have to use their own funds to pay
for sunitinib. For many such patients, even in developed nations, drugs such as
sunitinib are simply out of reach.

These challenges to drug access are especially relevant in developing nations. It is
unclear how multinational pharmaceutical companies make the final decision on how to
price a drug for a given country, but what is certain is that prices for such agents have
been increasing almost exponentially, far beyond the rate of inflation (Fojo and Grandy,

2009; Hillner and Smith, 2009). Furthermore; it is not uncommon to find that prices for
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specific drugs in less developed countries are comparable to the cost of the drug in the
United States. For example, the annual cost of bevacizumab, a targeted agent used in
colorectal cancer is $US 52,800 (R 374,880) in the United States compared to $US
45,000 (R 319,500) in South Africa. Gross Domestic Product (GDP) per capita for
South Africa in 2010 was approximately $US 10,000 (R 71,000) compared to $US
47,000 (R 333,700) in the United States (World Fact Book, 2010). Hence, it is unclear
why the price of a cancer drug such as bevacizumab should be comparable between
two countries with such a wide variance in per capita GDP. As a result, a more
transparent method needs to be developed to determine a fair price for new cancer
drugs that is linked to overall clinical performance, economic efficiency and the wealth

of the country.

1.4 Problem Definition

To help overcome barriers to patient access for new cancer drugs secondary to high
launch prices, national governments should have the necessary tools available that
would help them negotiate a more reasonable price with the manufacturer that is based
on clinical performance measure by survival benefit, economic value as measured by
the cost per QALY gained. Therefore, what is needed is an index for estimating a price
that is based on the survival benefits that a new drug offers, an individual country’s
direct health care costs that could potentially be offset by a new drug (for example,
hospitalisations, palliative care services) along with societal utilities for improvements in
health outcomes. A range of drug prices could then be evaluated against a societal
value threshold for cost effectiveness that considers the wealth of the nation (for

example, less than three times the per capita GDP for a given country as recommended

5



by the World Health Organisation - Hillner and Smith, 2009; Murray, 2000; Sarin, 2008).
Such information may then be used by national governments or formulary committees
to negotiate a drug price for their patient population that is based on overall value.

In this study, the development of a value based pricing index that can be applied to
new targeted therapies indicated for the treatment of metastatic colorectal cancer
(mCRC) in described. Colorectal cancer was chosen because it is the second most
common cause of cancer death worldwide and it is a site where several new high cost
drugs have been approved for clinical use in many countries around the world (NCIC

2010; Engstrom, 2008).

1.5 Primary aim and objectives

Economic efficiency refers to the use of resources so as to maximize the production
of goods and services. For pharmaceuticals, pharmacoeconomics is applied to
measure the economic efficiency of two or more drugs indicated for the same medical
condition (Drummond et al, 2005). Cost-effectiveness analysis (CEA) is a form of
economic analysis that compares the relative costs and outcomes (effects) of two or
more courses of action. A related concept is economic value. With respect to
pharmaceutical, a drug is said to provide economic value if it avoids downstream direct
health care costs or indirect patient related resources (Kolassa, 2009). Therefore, a
drug is considered to be cost effective if it avoids down stream direct or direct health
care resources.

In this study, pharmacoeconomic (PE) modeling techniques along with cost and
utility data collected in Canada, Spain, South Africa, Malaysia and India were used to

develop an index for determining a cost effective price for new agents in mCRC. The

6



index could then be used to estimate appropriate drugs prices based on societal value
thresholds, the survival benefit offered by a new drug, income dispersion as measured
by the Gini coefficient (De Maio, 2007) and the country specific per capita GDP.
The specific objectives of the study were to:
» Estimate societal utilities for improvements in mCRC related health outcomes in
the five reference countries.
» Develop a PE model that could be used to estimate an optimal drug price for the
treatment of mMCRC in the five reference countries.
» From the data generated in the five reference countries, develop a pricing index
for estimating an optimal drug price based on societal value thresholds, the
survival benefit offered by the drug, income dispersion within a country and per

capita GDP.

1.6  Overview of objectives

The first main objective of this research described in section 1.5 was addressed
through the collection of cost and utility data from the five reference countries. These
data were used to populate the PE model that simulated the treatment of patients with
mCRC. Therefore, the second objective was met through the PE model that was made
specific to each country. With the PE model, price points that were based on societal
value thresholds were generated for each country. With the estimated price points, a
pricing index was then developed through the application of multivariate regression
analysis. To fulfill the third objective of the study, the final pricing index is able to
estimate a drug price based on the survival benefit offered by the drug, income

dispersion within a country and per capita GDP.
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The thesis contains five articles that were recently published in peer reviewed
journals. Two additional articles have been accepted for publication and are currently in
press (see page 56 of the thesis). Articles two to six are the country specific
publications for Canada, India, Spain, South African and Malaysia. It is within these five
articles that objectives one and two have been addressed. The third and final objective
has been fulfilled in the seventh publication, which describes how the global pricing
index was developed and how it can be applied. There is also an editorial to the

seventh publication, which describes the utility of the pricing index.

1.7 Research Hypothesis
Countries with a lower per capita GDP and lower income dispersions are likely to
have a lower predicted launch price for a new drug and the estimated price would be

proportional to overall survival benefit over the current standard of care.

1.8 Conclusions

What would be useful to all the key stakeholders would be the development of a drug
pricing index that is linked to product performance, economic value as measured by the
cost per QALY gained, a country’s GDP and income dispersion within a nation. In this
study, the development of such an index that can be applied to new therapies indicated
for the treatment of metastatic colorectal cancer (MCRC) is described. The final index
is transparent, easy to apply and uses information that is readily available to all drug
formulary committees. In the next chapter, the clinical and PE literature for the key
targeted agents is reviewed. This is followed by a review of the health policy issues that

have been created as a result of the high cost of these agents.
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CHAPTER 2
CANCER THE DISEASE

2.1 Introduction

Cancer remains a leading cause of death worldwide. As the population ages, the
problem of quality patient care will become more acute. This chapter provides a
descriptive overview of the many aspects of cancer. It begins with a discussion of the
known causes and how patients are staged upon diagnosis. Cancer epidemiology in
terms of new cases and trends in overall survival over time is then presented. The
chapter continues with a discussion of the burden of iliness in terms of costs to society.

The chapter closes with a presentation of the current concepts of cancer care.

2.2 Disease characteristics

Cancer is a group of diseases that are characterised by uncontrolled cell growth,
invasion into adjacent tissues and sometimes spread to distant parts of the body
(Kinzler et al., 2002). It is these three properties of cancer cells that distinguish them
from benign tumours which do not tend to spread to distant sites. All cancers contain
many DNA mutations that impact cell growth and contribute to distant spread.
Substances that cause DNA mutations are known as mutagens, and mutagens that
cause cancer are known as carcinogens (Devita et al., 2001). There are many causes
of cancer ranging from internal factors such as genetic predispositions to external
factors such as tobacco, chemical agents such as asbestos, infectious pathogens and
exposure to radiation (Sasco et al., 2004, Biesalski et al., 1998). As an illustration,
tobacco has been implicated as the major cause of approximately 90% of human lung

cancers (Cancer WHO, 2008).


http://en.wikipedia.org/wiki/DNA_mutations�

The three main forms of cancer are based on the types of cells that are affected.
Solid tumours, are derived from epithelial cells and represent the most common cancers
such as lung, breast and colorectal (Surveillance Epidemiology and End Results, 2010).
In contrast, sarcomas are malignancies derived from connective tissue while
lymphomas, leukemias and myeloma originate from hematopoietic cells.

Upon diagnosis, cancer patients with solid tumours and lymphomas are staged
according to the degree of tumour spread (from Stage | to IV). Descriptively, tumours
are staged as follows (Devita, 2001):

e Stage | cancers are localised to one part of the body.

e Stage Il cancers are locally advanced.

e Stage lll cancers are also locally advanced. Whether a cancer is designated as
Stage Il or Stage Ill depends on type of cancer; for example, in lymphoma, Stage |l
indicates affected lymph nodes on only one side of the diaphragm, whereas Stage Il
indicates affected lymph nodes above and below the diaphragm. The specific criteria
for Stages Il and Il therefore differ according to diagnosis.

e Stage IV cancers have often metastasized to other organs or throughout the body.

2.3 Cancer epidemiology

Cancer is a global issue with 7.4 million deaths per year, which is approximately 13%
of all cause mortality (Cancer WHO, 2008). The incidence of cancer has also been on
the rise for several reasons such as an aging population (Kinsella, 2009). It has been
estimated that in the United States alone, 60% of all new cancers occur in people over
the age of 65 years (Surveillance Epidemiology and End Results, 2010). Similar trends
have also been identified in Europe in both men and women (Figure 2.1).
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Figure 2.1 Number of new cases and age specific rates per 100,000 of the population,

2000 European estimates (source — Cancer Trends. Cancer Research UK, 1999).

The disease is now considered to be a chronic condition because some patients with
advanced stage cancer receiving effective treatment can live for five to ten years after
the initial diagnosis (Surveillance Epidemiology and End Results 2010, National Cancer
Institute of Canada 2010). In addition, the overall rate of cancer mortality has been
steadily decreasing. In one study, Wilking and Jonsson (2005) estimated the expected
increases in the number of new diagnoses and cancer-related mortality in 25 European
countries from 2002 to 2006 (see Table 2.1). These investigators identified a 10%
increase in the number of new diagnoses over the four year period. Encouragingly,
there was stability in the number of deaths over the same time period. Similar findings
have also been reported by the Surveillance Epidemiology and End Results (SEER) of

the United States (SEER, 2010).
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Table 2.1. Number of new cancer cases and deaths: 2002 to 2006 (Stark, 2009)

EU25+CH+IS+NO" Events 2002 2006 Change
All cancers except No of cases 2,138,700 2,351,100 9.93%
skin No of Deaths 1,188,100 1,192,500 0.37%
Breast No of cases 277,300 328,600 18.51%
No of Deaths 89,900 87,200 -2.97%
Colorectal No of cases 283,600 307,000 8.27%
No of Deaths 142,400 142,700 0.20%
Lung female No of cases 60,500 73,500 21.46%
No of Deaths 54,300 65,800 21.11%
Lung male No of cases 199,900 198,100 -0.86%
No of Deaths 182,100 175,200 -3.80%
Prostate No of cases 201,700 311,100 54.25%
No of Deaths 69,300 70,300 1.48%
Stomach No of cases 92,200 81,600 -11.46%
No of Deaths 70,200 58,400 -16.76%
Uterus No of cases 85,900 84,900 -1.17%
No of Deaths 26,700 24,200 -9.49%

'Abbreviations: EU25 =25 European countries, CH = Switzerland, IS = Iceland, NO = Norway

2.4 The social burden of cancer

The economic burden of a disease represents all aspects in the personal cost of the
illness. The cost to the patient may be financial, social, psychological or personal loss
to self, family, or community. These latter costs are best reflected in lost quality of life
related to the illness (Drummond et al, 2005). The societal burden may be reflected in

absenteeism, productivity losses and the direct financial cost of providing services

related to the delivery of health care, rather than personal impact on the individual.

The social burden of cancer consists of both direct and indirect costs of care. Direct
costs are the resources used to prevent and treat the disease and can be represented

by the proportion of a nation’s total health care budget that is allocated for cancer. The
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average for 28 European countries in 2004 was 6.4% of total health care expenditures,
which ranged from 3% to 7.2% (Wilking and Jonsson, 2005; Stark, 2009). For the 19
European countries covered by Organization for European Cooperation and
Development (OECD), total annual expenditures were €147 billion in 2007 or €1148 per
person (Stark, 2009). Similarly in the United States, absolute cancer related
expenditures rose from $1.3 billion in 1963 to $72.1 billion in 2007 (Cancer Trends,
2007).

Indirect costs represent the resources lost as a result of an illness, and primarily
consist of lost productivity due to absence from work and permanent disability or death
from the disease before the age of 65 years (Drummond et al., 2005, Canadian
Guidelines, 2006). There are several ways that the indirect costs of cancer can be
expressed. The Canadian Cancer Society reports such outcomes as the potential years
of life lost (PYLL) due to cancer. For the year 2003, the Canadian Cancer Society
estimated that there were approximately 1 million PYLL or one PYLL for every 33
people (NCIC, 2010). When this was compared to PYLL from all other causes of death
(both disease and non-disease related), cancer deaths represented approximately 32%
of the total burden of illness, even surpassing that of heart disease (National Cancer
Institute of Canada, 2010).

One of the limitations of expressing indirect costs in terms of PYLL is that it does not
consider disease-related morbidity. Disability adjusted life years (DALYs) is an
economic measure that considers both mortality and disability associated with the
condition in question (Havelaar et al., 2009). DALY are calculated by taking the sum of
life years lost due to illness and the number of years lived with disability. Using the

DALY approach, cancer was responsible for 16.7% of all DALYs lost in 25 European
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countries and 12.5% of all DALYs lost in United States and Canada (Wilking and
Jonsson, 2005, 2007). In Europe alone, cancer at 9.8 million DALY lost ranked third
after mental illness and cardiovascular disease (Wilking and Jonsson, 2007). In
summary, cancer represents a substantial burden on society, both in terms of direct and
indirect costs. The burden will increase as the number of new cases increase, which is
the trend seen in many countries today. However comparing total health care
expenditures that are allocated to the treatment of cancer to the number of DALYs lost
(that is, 6.4% versus 16.7% of all DALYs lost), cancer care would appear to be under

funded.

2.5 Current concepts of care

Upon diagnosis, cancer patients with solid tumours are staged according to the
degree of tumour spread (from Stage | to IV). The intent of treating patients with Stage |
to Ill disease is clinical cure. Patients with early stage disease (typically Stage | to Ill)
are initially treated surgically with or without radiation. This is often followed by adjuvant
chemotherapy which is intended to eradicate any remaining tumour cells. Patients who
are diagnosed with advanced disease (Stage IV) usually do not undergo a major
surgical intervention. Instead, they would typically be offered palliative chemotherapy,
radiation therapy or hormonal therapy if indicated (Devita et al., 2001). Advanced stage
disease is usually terminal and the intent of treatment is to increase survival, the
palliation of disease-related symptoms and improvement in patient quality of life.

The selection of treatments for advanced stage cancer is guided by patient and
disease related factors (Table 2.2). Patient factors that are critical in the selection of
therapy include patient age, performance status and the presence of comorbidities.

Important disease related factors that guide medical decision making in the advanced
14



setting consist of the duration of the disease-free interval following adjuvant anticancer
therapy, drugs previously used during early stage disease, response to these previous
therapies, tumour burden and the presence of life threatening metastases (Cardoso et
al, 2010). Once a decision for systemic therapy is made, there are several options
available to the patient. These consist of chemotherapy, endocrine therapy, the newer
targeted agents, radiation therapy and supportive care drugs to prevent and treat the
common drug toxicities. These interventions may be used alone or in combination. The
initial systemic therapy is continued until the patient experiences disease progression
(Devita et al., 2001). Following an initial disease progression, it is not uncommon to
offer multiple lines of therapy until the patient is no longer responding to treatment.
Once all pharmacotherapeutic options are exhausted, patients are offered palliative
care (Cardoso et al., 2010). Palliative care consists of radiation for bone pain, blood
transfusions, analgesics for pain control, home care assistance and a possible

admission into a hospice for end of life support (Zafar et al., 2010).

Table 2.2. Factors associated with treatment decisions in advanced stage cancer

Patient Factors Disease Factors

Patient age and performance status Recurrence free survival interval
Treatment objectives Previous anticancer therapies
Existing comorbidities Response to previous therapies
Socioeconomic factors Number and sites of metastases
Treatment availability Need for rapid disease control

From (Cardoso et al, 2010).
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2.6 Conclusions

The past ten years has been witness to major changes in the management of
cancer. In the prior decade, the approach to chemotherapy was a “one size fits all”
approach where the same regimens would be offered to all patients (Mahalingam,
2009). However, an increased understanding of cancer has led to the determination
that it is not homogenous, but a heterogeneous disease with responses to therapy
being influenced by the presence of important prognostic factors and associated
biomarkers. Coupled with advances in biotechnology, several new and important
anticancer therapies have become available or are in clinical development (Alvarez et
al., 2010). Therefore, this will mean that overall patient survival and quality of life

should continue to increase as we enter the new decade.
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CHAPTER 3

OVERVIEW OF THE CLINICAL, ECONOMIC AND HEALTH POLICY LITERATURE

3.1 Introduction

Before the development of a value based pricing model is begun, the clinical,
economic and health policy literature relevant to the newer targeted anticancer drugs
needs to be reviewed. This literature capture is composed of two parts. The first part of
this chapter reviews the clinical and PE data associated with key targeted agents.
Agent selection was based on the impact that these drugs had on the management of
their selected diseases and the magnitude of the health policy issues that they raised
because of their high prices. The agents selected for review consisted of rituximab,
imatinib, trastuzumab, bevacizumab and cetuximab. While other commonly used
targeted agents such as erlotinib, sorafenib and sunitinib are also important targeted
therapies, they were not included in the literature review because the intent was to
provide only a “snap shot” of selected high profile agents rather than a comprehensive
review. Furthermore, bevacizumab and cetuximab are two agents that are currently
used in mCRC, which is the selected disease site for developing the value based pricing
index in the current study.

In the second part of the chapter, the health policy literature related to the high
priced cancer drugs was reviewed. This also included an overview of how health care
systems around the world have responded to the challenges created by these high
prices agents. These two sections were subsequently used to prepare a review article
that was recently published in Pharmacoeconomics (Dranitsaris et al., 2011) The

article, which is presented below, will provide the core text for this chapter.
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Abstract Globally, there are approximately 7.4 million cancer deaths annually,

approximately 13% of deaths from all causes. Cancer is a disease of older
people and, as the population ages over the next 10-20 years, we can expect
an increase in the cancer incidence. Encouragingly, cancer mortality has
stabilized in many countries. Part of this success may be attributed to the
development of new cancer agents, collectively called ‘targeted therapies’,
that are more specific to key components of tumour growth. Worldwide,
however, one of the main factors that limit patient access to these important
new drugs is their cost, which is higher than traditional chemotherapy. In this
review, the clinical and pharmacoeconomic data of selected targeted agents
are discussed. In the second part of this article, the challenges faced by
healthcare systems in making such drugs available to patients is reviewed.
Current strategies used by many countries around the world to manage
cancer drug budgets are presented, along with a proposed approach using
pharmacoeconomic methodology that may increase patient access.
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Globally, there are approximately 7.4 million
cancer deaths per year, which is approximately
13% of deaths from all causes.!! Since the popu-
lation of many countries around the world is
aging, it can be expected that cancer incidence
will increase.l? This is of concern to healthcare
authorities because cancer is a disease that usually
occurs later in life. It has been estimated that, in the
US alone, 60% of all new cancers occur in people
aged >65 years.[’1 Cancer is now often considered to
be a chronic condition because some patients with
advanced stage disease can live for 5-10 years after
the initial diagnosis, with effective treatment.>4
From the perspective of cancer care policy, these
factors are causing increases in the burden of care.

Pharmacotherapy consisting of chemotherapy
and hormonal agents has a central role in the
management of cancer. For many years, the back-
bone of cancer treatment has been the use of cy-
totoxic agents such as anthracylines, taxanes and
platinum analogues. One characteristic of tradi-
tional chemotherapy is its non-specificity to the
target. As a result, adverse effects such as neutro-
penia, anaemia and thrombocytopenia are com-
mon.’l However, over the past decade, there
has been an emergence of new anticancer drugs
that are more specific to their cancer target.[7]
These new compounds are collectively known
as ‘targeted therapies’. Unlike traditional chemo-
therapy, which can affect both healthy and ma-
lignant cells, targeted agents are specific to the
latter. Therefore, they tend to be better tolerated
than chemotherapy and the adverse effects are
less common.® One defining feature of these new
targeted therapies is that their cost is higher than
established chemotherapy.®! Patient access to these
new drugs has been less than optimal as health-
care systems struggle to manage their pharmacy
budgets to make them available.l'" The first part
of this article reviews the clinical and pharmaco-
economic data associated with key targeted
agents. Agent selection was based on the impact
that these drugs had on the management of their
selected diseases and the magnitude of the health
policy issues that they raised. In the second part of
the article, the challenges faced by many countries
around the world with respect to health policy and
patient access to such drugs is discussed. An ap-
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proach using pharmacoeconomic methodology
that may increase patient access is then presented.

1. Literature Review

Two independent literature searches were
conducted on PubMed, EMBASE, the Cochrane
Database and Google Scholar for the years
January 1995 to January 2010. The first focused
on identifying the clinical and pharmacoeconomic
data associated with a selection of targeted ther-
apies currently in clinical use. The agents selected
for review were rituximab, imatinib, trastuzumab,
bevacizumab and cetuximab because these are
high-cost targeted therapies that have faced bar-
riers to reimbursement by government payers
in many countries. While other commonly used
targeted agents such as erlotinib, sorafenib and
sunitinib are also important targeted therapies,
they were not included in the review because our
intent was to provide only a ‘snap shot’ of selected
high-profile agents rather than a comprehensive
review. For each drug, search terms consisted of
‘randomized controlled trial’ OR ‘cost analysis’ OR
‘economic evaluation’. The second literature search
focused on the cancer drug policy and patient access
issues. Search parameters consisted of ‘cancer’ AND
‘targeted therapies” AND ‘health policy’ OR ‘patient
access’. International media reports covering cancer
drug pricing issues were also reviewed. Over 100 ci-
tations were identified and 74 papers/reports related
to the selected cancer drugs or to global issues
associated with drug cost and patient access.

Over the past 10 years, there have been impor-
tant advances in cancer therapeutics character-
ized by agents that target specific components of
cancer cell growth. As indicated earlier, these com-
pounds include, but are not limited to, rituximab,
imatinib, trastuzumab, bevacizumab and cetux-
imab and are collectively known as ‘targeted ther-
apies’. The information in sections 2—-6 presents
some of the important clinical and economic
findings associated with these agents.

2. Rituximab

Rituximab, a monoclonal antibody, was the
first targeted therapy approved in many countries
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for clinical use in patients with haematological
neoplasms such as lymphoma and certain types
of leukaemia.l''! The target for this agent is the
protein CD20, which is primarily found on the sur-
face of B-lymphocytes associated with the above
cancers.['1-121 The first major patient group that
benefited from the addition of rituximab to standard
chemotherapy was elderly patients with diffuse
large-cell lymphoma.['? In the pivotal study where
rituximab was added to CHOP (cyclophos-
phamide, doxorubicin, vincristine and prednisone)
chemotherapy (CHOP-rituximab [CHOP-R]),
median overall survival was significantly improved
(3.1 vs >5 years; p=0.0073).[13-14

Being the first targeted agent approved for clin-
ical use, rituximab has been the subject of many
pharmacoeconomic evaluations for various indica-
tions.'>171 In one study from the French health-
care payer perspective, Best et al.l'> evaluated the
cost effectiveness of CHOP-R versus CHOP alone
in patients with diffuse large B-cell lymphoma.
Total direct medical costs were estimated to be
€13170 higher with CHOP-R. However, when
the overall survival benefit was incorporated into
the analysis, the incremental cost-effectiveness ratio
(ICER) was €12259 or $US16500 per QALY
gained. The investigators concluded that the ad-
dition of rituximab was cost effective relative to
other agents used in oncology.[!3] Similar conclu-
sions were also reported by other groups evalu-
ating rituximab in some of the other approved
cancer indications.!'%-!7]

3. Imatinib

Imatinib was the second targeted agent to be
approved for clinical use worldwide. The two main
disease sites for imatinib are chronic myelogenous
leukaemia (CML) and gastrointestinal stromal
tumours (GISTs).I'®1°1 The targets for imatinib
are a number of tyrosine kinase enzymes, among
which are ABL (the Abelson proto-oncogene),
C-KIT and PDGF-R (platelet-derived growth fac-
tor receptor).l'®1°1 In the case of CML, imatinib
works by binding to the ATP-binding site of the
(BCR)-Abelson (ABL) fusion protein that results
from the chromosomal abnormality known as
the Philadelphia chromosome.['8! Clinical trials
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have demonstrated that imatinib is effective in
both GIST and CML. In newly diagnosed CML
patients, imatinib has demonstrated complete
cytogenetic response rates of more than 80%.[1!
For the treatment of advanced GIST, median
overall survival was reported to be 55 months,
compared with <12 months before the avail-
ability of imatinib.['2% Drug approval was rap-
idly received in the US in May of 2001 based on
phase II data alone.?!! Given the impressive clin-
ical trial results for imatinib relative to previous
treatments in both disease sites, the pharmaco-
economics studies suggested that imatinib was
cost effective. The costs per QALY gained were
less than $USS50000 for the treatment of both
CML and advanced GIST from the healthcare
system perspective.[?2-24]

4. Trastuzumab

Breast cancer patients with human epidermal
growth factor receptor (HER)-2-positive tumours
benefit from the targeted agent trastuzumab, a
humanized monoclonal antibody directed against
the extracellular domain of HER-2.1?9 In the first
randomized trial evaluating patients with meta-
static breast cancer, trastuzumab combined with
chemotherapy significantly prolonged both pro-
gression-free survival and overall survival when
compared with chemotherapy alone.[26-27]

The evaluation of trastuzumab was then extend-
ed to patients with early-stage HER-2-positive
breast cancer. Several large randomized trials have
demonstrated that 1 year of trastuzumab after ad-
juvant chemotherapy in HER-2-positive patients
was associated with a 50% relative reduction in the
risk of disease recurrence.’®! After 2 years of follow-
up, these findings have also translated into an in-
cremental survival benefit of 2.7% (92.4% vs 89.7%)
in favour of patients who received trastuzumab
compared with those who received chemotherapy
alone (hazard ratio [HR]=0.66; p=0.0115).1>

The economic value of trastuzumab has been
widely studied, particularly when used in the treat-
ment of early-stage HER-2-positive breast can-
cer. Skedgel et al.?% recently determined that the
incremental cost per QALY gained with 1 years’
treatment with trastuzumab was $Can72 292 and

Pharmacoeconomics 2010



Dranitsaris et al.

$Can127862 under a 5- and 3-year time horizon.
The base-case findings were influenced by the
magnitude and duration of carryover benefit as-
sociated with the drug ($Canl1=3$USI1 as at May
2010). In contrast, other evaluations have reported
more favourable ICERs under most of the sce-
narios evaluated, with a range of $US5020-—
134610 per QALY gained, but most were below
the $US50 000 threshold.3!-321 The cause of this
uncertainty could be related to the modelling
assumptions used for the overall duration of
benefit.

5. Bevacizumab

Blood vessels grow rapidly during tumour
growth; a process known as angiogenesis. Vascular
endothelial growth factor (VEGF) is a chemical
signal that stimulates angiogenesis.[*3 As a result,
it represents a tempting target for anticancer ther-
apy. Bevacizumab is a humanized monoclonal anti-
body, and the first commercially available direct
angiogenesis inhibitor. It hinders tumour growth
by preventing the formation of new blood vessels by
targeting and inhibiting the function of VEGF.34

The first patient population in which bev-
acizumab was tested consisted of previously un-
treated patients with advanced-stage colorectal
cancer (CRC).[33 In that first trial, 813 patients
were randomized to receive chemotherapy con-
sisting of irinotecan, bolus fluorouracil and leu-
covorin (IFL) with or without bevacizumab until
disease progression. The median duration of sur-
vival was 20.3 months in the [FL+bevacizumab
group compared with 15.6 months in the control
(HR=0.66; p<0.001). Since the publication of
the first trial, bevacizumab has shown benefit in
combination with second-line chemotherapy in
patients with advanced CRC.’® The drug has
also been approved by the US FDA in patients
with advanced breast cancer, non-small-cell lung
cancer (NSCLC), kidney cancer and glioblastoma,
based on positive randomized trial results.[37-401

The cost effectiveness of bevacizumab has been
evaluated in metastatic breast cancer and CRC.
Published pharmacoeconomic studies were not
identified for NSCLC, kidney cancer and glio-
blastoma. In the case of metastatic breast can-
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cer, a modelling study conducted in Switzerland
reported that the addition of bevacizumab to
weekly paclitaxel for the treatment of metastatic
breast cancer resulted in an ICER of €189427
(>$US250000) per QALY gained versus pacli-
taxel alone.!! Probabilistic sensitivity analysis
demonstrated that the willingness-to-pay thresh-
old of €60000 was never reached. Similar con-
clusions were also derived when the economic
value of bevacizumab was investigated for the treat-
ment of metastatic CRC in England, Wales and
Japan, with cost-effectiveness ratios ranging from
$US91 000 to $US118000 per QALY gained.™>+3]

6. Cetuximab

Cetuximab is a monoclonal antibody that binds
to the extracellular ligand-binding domain and
prevents epidermal growth factor receptor (EGFR)
activation.® The drug is active in combina-
tion with chemotherapy or as a single agent in
several populations, including advanced CRC,
head and neck cancer, and NSCLCs.[*>-40] Most
recently, the drug was also found to be primarily
effective in a subgroup of patients with metastatic
CRC, namely those who have KRAS wild-type
tumours. 47481

A review of the economic literature found a
limited number of published pharmacoeconomic
studies regarding cetuximab. The National Can-
cer Institute of Canada Clinical Trials Group
(NCICCTG) recently reported the results of a
prospective economic evaluation of cetuximab
versus best supportive care in patients with chemo-
therapy-resistant metastatic CRC who were en-
rolled in a randomized trial.*°1 Healthcare resources
collected during the trial included all medication,
physician visits, adverse effects management, the
use of blood products, emergency department visits
and hospitalizations. The investigators determined
that the incremental cost per QALY gained with
cetuximab was approximately $Can300 000. When
the analysis was confined to patients with wild-
type KRAS tumours, the ICER was reduced to
$Canl186 761 per QALY gained, suggesting im-
proved economic value. The NCICCTG concluded
that the ICER of cetuximab for this indication was

high and sensitive to drug cost.*]
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Other economic evaluations have also drawn
the same conclusions about cetuximab when com-
bined with chemotherapy in metastatic CRC.[]
However, such conclusions cannot be generalized
to other tumour types. A recent economic anal-
ysisP!l compared radiotherapy with or without
cetuximab in locally advanced head and neck can-
cer. The study was conducted in Belgium, France,
Italy, Switzerland and the UK using country-specific
costs-of-care data. From the base-case findings, the
incremental cost per QALY gained ranged from
€7538 to €10 836 between the five countries.

7. Health Policy Issues in the Era of
Targeted Therapies

The new targeted agents have taken patient
care forward into an era of personalized medicine.
However, despite their effectiveness, improved
safety and cost effectiveness for some of the in-
dications, not all cancer patients have access to
them. One of the single biggest barriers to drug
access is their high acquisition cost. All of these
new targeted therapies have been priced at levels
that are several times higher than traditional
chemotherapy. In one editorial, the cost of an
8-week course of chemotherapy for metastatic
CRC was estimated to be less than $US300 in the
mid-1990s. Ten years later, the costs for an 8-week
regimen containing bevacizumab or cetuximab
ranged from $US21 000 to $US31000. These costs
would be prohibitively high for most patients
without good healthcare insurance. In countries
with socialized healthcare systems, such drugs
have either been rejected for reimbursement by
national healthcare agencies, or patient access
has been delayed or limited following initial reg-
ulatory approval.[1%-32]

The challenge is that these incremental costs
have to be considered in context with gains in
overall survival and improvements in patient
quality of life (QOL). In the 1990s, when fluoro-
uracil plus leucovorin was the only active che-
motherapy regimen for metastatic CRC, median
overall survival did not exceed 6 months.[’) With
the emergence of agents such as bevacizumab and
cetuximab, overall survival in combination with
first-line fluorouracil-based chemotherapy has
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now exceeded 20 months.’3>4 Formulary deci-

sion making can be further complicated given the
design of modern randomized trials. It is often
ethically mandated that patients in the control
group be allowed to crossover into the experi-
mental arm once a predefined clinical threshold
in terms of progression- or disease-free survival is
reached. A common impact of such crossover is
contamination of the assessment of overall sur-
vival, leading to non-statistically significant dif-
ferences. Therefore, the question of overall survival
benefit with new agents often remains unknown,
thereby complicating the associated economic
analysis.

Notwithstanding this, as a society we must
determine what we are willing to pay for ad-
vances in cancer care. This is one of the most
difficult questions for any national cancer pro-
gramme to address. There are a few countries,
such as the UK, that have stated what they are
willing to pay for a (quality-adjusted) life-year
gained.>> However, many nations have been reluc-
tant to publicly state such a figure because of the ethi-
cal issue of placing a monetary value on human life.

Most developed countries spend 5-14% of
their GDP on healthcare. Governments and na-
tional advisory bodies need to determine a rea-
sonable amount that should be spent on cancer
care given the burden of illness. Wilking and
Jonssonl>® estimated that cancer accounts for 16.7%
of all disability-adjusted life-years (DALYs) lost,
with only mental health disorders and cardiovas-
cular disease surpassing it. Considering 19 European
countries, direct cancer-related expenditures were
responsible for only 6.4% of total healthcare
costs.’l Cancer drugs were responsible for ap-
proximately 10% of total oncology healthcare
costs. In the US, resource allocation was some-
what lower, with 4.7% of the 2004 overall health-
care budget dedicated to cancer.’”) It was also
interesting to note that, in the US, absolute can-
cer-related expenditures rose from $US1.3 billion
in 1963 to $US72.1 billion in 2004. However, the
proportion dedicated to cancer remained be-
tween 4% and 6% over the 40-year period.l>”]
Hence, there was a large absolute increase in
cancer expenditures, but relative costs remained
constant. Considering the total impact of the
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disease on society, there does appear to be an im-
balance in overall resource allocation for cancer.

A discrepancy in cancer spending relative to
the burden of disease is also suggested by the rate
of patient access to new cancer drugs. In their
review of drug access in Europe, Wilking and
Jonssonl®?%¢! determined that new cancer drugs
accounted for 51% of total drug sales from 1993
to 1998. However, from 1999 to 2004, new cancer
drugs accounted for only 17% of total drug sales,
a marked decrease from the previous 5-year period.
Increasing oncology drug costs are likely a major
contributor to the reduction in new drug uptake.
Between 1993 and 2004, total European sales for
oncology drugs increased from €840 million to
€6170 million.l*®! Similar trends have also been
reported in the US, where cancer drug expendi-
tures increased from $US3 billion in 1997 to
$USI1 billion in 2004.571 It was also reported
that over 90% of FDA new cancer drug approvals
in the last 4 years have costs that exceed
$US20 000 for a 12-week course of therapy.l®!
Therefore, it is easy to see how the debate over
investment in cancer care can shift to drug cost
containment.

To address rising drug costs, countries have
responded in different ways, with the intention to
contain growth. The UK, Canada and Australia
have used cost effectiveness through agencies
such as the UK National Institute for Health
and Clinical Excellence (NICE), the Pan Cana-
dian Oncology Drug Review Program and the
Australian Pharmaceutical Benefits Advisory Com-
mittee as a mechanism to limit or deny drug
access.’”l Numerous other countries in Europe
also consider cost-effectiveness data to some de-
gree. In the US, where a national health tech-
nology agency to oversee new drugs does not
exist, drug access is sometimes rationed by the
creation of high patient co-payments in some
private drug plans.””! Both systems can act as a
barrier to patient access from the time of reg-
ulatory approval. Therefore, the challenge for
national governments is to determine how much
of the healthcare budget to allocate for cancer,
what portion, if any, should be borne by the pa-
tient and what is the minimum value that should be
offered by a new cancer drug.
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8. The Role of Pharmacoeconomics in
Oncology

What is evident over the past 20 years is an
increase in the number of cancer-related eco-
nomic evaluations and health technology assess-
ment (HTA) reports appearing in the medical lit-
erature.’l Pharmacoeconomic evaluations are an
important component of the overall process of for-
mulary decision making.’>) However, they may
have an additional and perhaps more valuable
role in estimating or negotiating the cost of the
drug based on societal value thresholds. Pharmaco-
economics has been used in this role for a few
cancer drugs assessed by NICE for the English
NHS. NICE was able to secure price reductions
from manufacturers of erlotinib, lenalidomide and
sunitinib based on cost effectiveness.[®) How-
ever, what has not been extensively examined is
the estimation of drug price before a product re-
ceives regulatory approval.

There is one example in the cancer supportive
care literature where decision analysis modelling
was used to estimate drug cost before the product
was launched. In that study, Dranitsaris and
Leungl®! sought to estimate a unit cost of an or-
ally administered neurokinin (NK)-1 receptor an-
tagonist, a new class of drugs indicated for the
prevention of chemotherapy-related emesis. Clin-
ical data on emesis control were obtained from a
randomized phase II trial that evaluated emesis
rates following the addition of an investigational
NK-1 antiemetic (by mouth twice daily) for 5 days
to a control group (a single dose of granisetron
and dexamethasone before cisplatin-based chemo-
therapy). Costs were obtained from a Canadian
cancer centre, and health state utilities for the
various health outcomes associated with emesis
control were collected from a sample of oncology
nurses. The product had not been approved for
clinical use, so the investigators developed a deci-
sion analysis model to estimate a unit cost for the
drug using a predefined threshold of $Can20 000
per QALY gained as the measure of ‘good value
for money’.[02]

The findings suggested that the product would
have a cost per QALY gained at the $Can20 000
threshold if it were priced at $Can6.60 per dose,

Pharmacoeconomics 2010



Patient Access to New Cancer Drugs

or $Canl3.20 daily (year 2003 values).[°l In
hindsight, there are some important limitations
to this study. The threshold for economic value at
$Can20000 per QALY gained is unrealistically
low in the current oncology setting. Furthermore,
it could be argued that value thresholds for sup-
portive care agents should be lower than for
drugs that improve survival because gains in life-
years tend to have a larger impact on the overall
cost per QALY calculation.

Nevertheless, the study did demonstrate that a
systematic process could be used to estimate a
reasonable range of prices before a product be-
comes commercially available. The advantages of
this technique are that it is relatively straightfor-
ward to perform, is transparent and the decision
model can be easily applied to other jurisdictions
such as lower income countries using local cost
data and thresholds for economic value. Such
information can be of value to both drug manu-
facturers and formulary committees because it
would facilitate negotiations for identifying an
optimal price for a given jurisdiction.

8.1 Defining Value

Value represents a composite measure of drug
utility consisting of clinical, economic and QOL-
related attributes. Although it is an imperfect
measure, the QALY as part of the ICER analysis
attempts to incorporate all three of these product
attributes into a single outcome. One of the major
challenges against the use of pharmacoeconomic
modelling for estimating a drug cost before pro-
duct launch is in establishing the threshold for
value within a given country. As an illustration,
the UK NICE has established a threshold for
drug coverage at £30 000 per QALY gained.[> In
the Netherlands, the unofficial threshold is
€18 000 per QALY.P In many other jurisdic-
tions a $US50 000 cost per QALY threshold has
been used,[®? which was based on a 1982 valua-
tion and is now equivalent to approximately
$US197 000 per QALY in year 2007 values (after
a 5.5% annual adjustment in healthcare inflation).[3
However, the $US50000 threshold continues to
be used and quoted in the pharmacoeconomic
literature. One approach to address this dilemma
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would be for formulary committees to establish
their own local thresholds for accepting new
drugs through a review of their national human
life valuation literature or through the use of fo-
cus groups involving the key stakeholders.

Notwithstanding this, a key problem in using
such thresholds is that the wealth of an individual
country is not taken into consideration. To ad-
dress this, the WHO has proposed to use multi-
ples of a country’s per capita GDP to establish
thresholds for economic value.[%3-%3 Products less
than or equal to the per capita GDP would be
considered very cost effective, one to three times
would be cost effective and more than three
times would be cost ineffective.[®¥] Using South
Africa as an illustration (i.e. per capita GDP=
$US10000), the three-time threshold for cost ef-
fectiveness of new anticancer drugs would be
approximately $US30000 per QALY gained.[¢0]
For a lower income country such as India (per
capital GDP=$US3000),1° the cost per QALY
gained threshold would be $US9000. In contrast,
the threshold for economic value for a high-income
country such as Norway would be $US150 000
per QALY gained.[%!] Therefore, the cost for the
same drug would be proportionally less in India,
higher in Norway and intermediate in South
Africa.

The use of thresholds based on per capita
GDP in combination with pharmacoeconomic
modelling to establish a value-based price for a
new drug is an intriguing approach and could set
the foundation for improving global patient ac-
cess because wealthier nations would be expected
to pay more for drugs and would subsequently
subsidize the developing world. However, this ap-
proach would only be applicable in countries that
have socialized healthcare systems and would
also depend on the manufacturer’s willingness to
launch their product in less developed countries.

9. Improving Patient Access to New
Cancer Drugs: Current and Future
Strategies

Over the last decade, the number of new can-
cer patients has continued to rise.>4 But more
encouragingly, the number of cancer-related deaths
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Table I. Number of new cases and deaths in selected cancers
2002-6 (adapted from Stark,!®”! with permission)

EU25+CH+IS+NO and 2002 (n) 2006 (n) Change
events (%)

All cancers except skin

Cases 2138700 2351100 9.93
Deaths 1188100 1192500 0.37
Breast

Cases 277300 328600 18.51
Deaths 89900 87200 -2.97
Colorectal

Cases 283600 307000 8.27
Deaths 142400 142700 0.20
Lung female

Cases 60500 73500 21.46
Deaths 54300 65800 21.11
Lung male

Cases 199900 198100 -0.86
Deaths 182100 175200 -3.80
Prostate

Cases 201700 311100 54.25
Deaths 69300 70300 1.48
Stomach

Cases 92200 81600 -11.46
Deaths 70200 58400 -16.76
Uterus

Cases 85900 84900 -1.17
Deaths 26700 24200 -9.49
CH=_Switzerland; EU25=25 European countries; IS=Iceland;

NO =Norway.

has stabilized over the same time period (table I).
At least part of this reduction in cancer-related
mortality has been attributed to new cancer drugs
such as the ones described in this review.[14:20:28]
The initial success of these targeted therapies will
ensure the continued development and approval
of more such agents. Therefore, the combination
of more patients alive with cancer and more new
cancer drug approvals will continue to elevate
total drug expenditures.

Rising drug costs should also be of concern to
the pharmaceutical industry and other key stake-
holders because they are easily identifiable by
government agencies with a mandate to reduce
costs. Governments may mandate price controls
on the pharmaceutical industry in order to con-
tain drug expenditures. This has recently been the
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case in Europe. At the time of writing of this article,
Greece and Spain have mandated price cuts of up
to 23% for branded products.l®®%1 The German
Government has followed a similar example,
where healthcare plans will now be allowed to
negotiate a discounted price for the product after
the first year.l’%l As part of the new law, discounts
of up to 16% will take effect, as will a ban on price
increases for branded products. The final nego-
tiated discounted price will be based on the ben-
efits offered by the product. Therefore, the intent
is to make economic evaluations an integral part
of price negotiations with manufacturers.[’]
These developments were foreseen by Dr Steve
Harr, a Morgan Stanley research analyst who
warned the pharmaceutical industry in 2005 that
excessive drug costs could be bad for business
because they could trigger government controls,
hurting the industry in the long term.[’1 Dr Harr
stated that “‘soaring cancer-drug prices, generat-
ing fat profit margins, aren’t sustainable.”l’!]
Some large pharmaceutical companies did heed
Dr Harr’s advice and have implemented price
caps and patient assistance programmes for some
products in order to avoid price controls. As a
recent example, AstraZeneca fixed the UK price
of gefitinib at £12 200, irrespective of the duration
of treatment, and there will be no charge for pa-
tients who are treated for less than 3 months.[?
In addition to price cap programmes that limit
drug expenditures and improve access, risk-
sharing partnerships between the pharmaceutical
industry and national healthcare systems may
also improve patient access to innovative new
treatments.”3l However, such agreements need
careful planning before implementation. In a re-
cent article by Towse and Garrison,[’# key fac-
tors associated with the success of risk-sharing
agreements were discussed. For risk-sharing agree-
ments to become more prevalent with high-cost
pharmaceuticals, a workable process for collecting
post-launch effectiveness data must be developed
and adequately funded, and a binding contract
between the payer and the pharmaceutical com-
pany must be created to address issues such as
drug price adjustments and rebates following
the availability of new post-launch evidence.
Towse and Garrison[’ indicated that risk-sharing
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partnerships are, in principle, attractive options
that may increase patient access to new drugs and
help contain costs. However, until more evidence
is collected from the current programmes, it will
be difficult to determine if they will represent a
real solution to challenges in drug access.

A final approach that may help contain costs,
enhance outcomes and facilitate the appropriate
access of cancer drugs is better patient selection.
For example, the therapeutic benefit of cetux-
imab appears to be limited to CRC patients with
KRAS wild-type tumours, which make up ap-
proximately 60% of the CRC population.[#7-43]
Limiting cetuximab to KRAS wild-type tumours
will help contain costs and ensure that the drug is
being used in those patient subgroups where the
economic value is optimized.

Notwithstanding this, improved drug access
should not be limited to patients in wealthy na-
tions but rather a goal that is extended to all so-
cieties globally. There is an obvious concern that
new targeted therapies are beyond the financial
means of patients in the developing world. One
approach that could address this need would be
to use the pharmacoeconomic modelling tech-
niques described earlier along with the value
thresholds proposed by the WHO (i.e. less than
three times the per capita GDP) to estimate a
value-based drug price for lower income coun-
tries prior to its introduction. The pharmaceuti-
cal manufacturer would then launch at the lower
price on the strict and enforceable condition that
the drug will not be exported to a wealthier na-
tion (i.e. the phenomenon know as parallel trade)
by an intermediary for the intention of profit
making. For instance, parallel trade could be ad-
dressed through a centralized single-source drug
distribution process, along with a preauthorized
list of prescribers.

Reducing drug prices to lower levels would
improve patient access in less developed coun-
tries. However, central to the pricing debate and
the issue of increased access is the matter of com-
mercial viability based on the manufacturer’s cost
of goods and operational overhead expense. It is
unclear whether manufacturers would realize
greater short-term benefit from a scenario in
which the drug is sold at a high price to a few
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people, versus one where the drug is sold at a
lower cost but to a much larger group of people.
However, in the long term, it seems likely that
pharmaceutical manufacturers will have to adapt
their business models to better address the unmet
needs of developing countries where high-
volume, low-price therapies will predominate.

10. Conclusions

The new targeted therapies have contributed
to an important advance in cancer care. How-
ever, the high costs of these drugs are limiting
patient access in many parts of the world. There-
fore, a new paradigm needs to be developed in
collaboration with all of the key stakeholders.
The new system must reward drug innovation,
enhance global patient access and, above all, be
sustainable. The application of pharmacoeconomic
modelling techniques in combination with value
thresholds based on the wealth of a nation is one
approach that may contribute to enhanced pa-
tient access.
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3.2 International drug pricing issues

NICE of the UK has taken a leading role in indirect price negotiations with
drug manufacturers. NICE has been very active in the development of patient
access schemes that have effectively resulted in price reductions, while leaving the
list price untouched. As an illustration, AstraZeneca fixed the price of gefitinib at
12,200 GBP, irrespective of the duration of treatment, and there will be no charge for
patients who are treated for less than three months (NICE, 2010). From the
manufacturer’'s point of view, retaining the list price of a drug has important
implications across Europe.

In the pharmaceutical industry, parallel trade occurs when drug prices are
highly variable between countries because of price regulation. In these situations, a
wholesaler in a lower price country would be able to achieve a better price by selling
the product “in a high-price country” rather than on the domestic market of the
original country. As an illustration, prices of branded drugs in Greece tend to be the
lowest in the European Union. Therefore, a wholesaler in Greece would be able to
buy a drug at a lower price and then sell it at a substantial profit in Germany, where
drug prices tend to be the higher (Arfwedson, 2004). Parallel trade is of concern to
the pharmaceutical industry because it can have a major effect on profits. But more
importantly, parallel trade also undermines intellectual property and can act as a
disincentive for investment in research and development. The consequences of
parallel trade could hurt patients in the long term because it curtails innovation.
Therefore, the pharmaceutical industry strives to maintain comparable drug prices
across Europe. As a result, the patient access schemes negotiated by NICE on

behalf of the National Health Services do not affect the list price of the drug.
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The third factor that could have an impact on global drug prices is the
Agreement on Trade Related Aspects of Intellectual Property Rights (TRIPS). This
is an international agreement that establishes minimum standards for all forms of
intellectual property, including pharmaceuticals. TRIPS requires member states to
provide strong protection for intellectual property rights (WHO, 2000). However,
disagreements can develop. The most prominent conflict in the case of
pharmaceuticals has been with the selling of AIDS drugs in Africa at prices
comparable to Western countries. African governments would not afford to pay
higher prices and this led to an international outcry by patient advocacy groups.
Eventually, there was a loosening of the agreement which allowed countries to
export life-saving drugs to developing countries at a lower cost in times of a national
health care crisis. Alternatively, TRIPS allows the government of the country in need
to issue a compulsory license, which would enable local production of the patented
drug (Shashikant, 2005). This has already occurred with some AIDS drugs and may
be extended to cancer products is the launch prices are deemed excessive by a
national government. Therefore, the pharmaceutical industry needs to exercise care
in establishing the launch price in a less developed country. Early dialogue under
the framework of a “fair” and “affordable” price is encouraged to avoid local

manufacturing of a new and clinically important cancer drug.

3.3 Conclusions

The literature review provided evidence to support the clinical use of selected
targeted therapies. However, clinical efficacy does not necessarily translate into cost
effectiveness. As highlighted in the review article, several of the drugs, particularly
bevacizumab and cetuximab which are both approved for use in mCRC, have been

shown through PE studies to be cost ineffective (Tappenden et al., 2007; Mittmann
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et al., 2009). The primary driver behind such conclusions has been the high price of
these agents, which is several times higher than traditional chemotherapy (Schrag et
al., 2004). The impact of these high prices has been to deny or limit patient access
to these important agents because national health care systems around the world
are refusing to reimburse (NICE, 2010). This is unacceptable for patients, but the
challenge is to determine a final drug price that offers value and is affordable to a
national health care system. Therefore, a new paradigm needs to be developed that
is transparent and potentially acceptable to all of the key stakeholders. The new
system must reward drug innovation, enhance global patient access and above all
be sustainable. The application of PE modeling techniques in combination with
value thresholds based on the wealth of a nation is one approach that may

contribute to enhanced and sustainable patient access.
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CHAPTER 4

FORMULARY DECISION MAKING IN THE ERA OF TARGETED THERAPIES

4.1 Introduction

Drug formulary committees worldwide face tremendous challenges associated
with the high cost of the new targeted anticancer agents. They must identify
strategies that will make these drugs available to patients within the confines of a
limited drug budget. The chapter begins with a presentation of trends in global
health care expenditures with a focus on the rising cost of pharmaceuticals. The
impacts of these trends are illustrated followed by a discussion on how governments
around the world have responded. The chapter also describes the role of health
technology assessment in deciding on which cancer drugs to add to a national drug
formulary. The concept of pharmacoeconomics and how it is applied to the field of
oncology in then presented. A definition of the concept of “value”, as how it relates

to reimbursement decisions for oncology drugs is then provided.

4.2 The rising cost of pharmaceuticals

Total spending on pharmaceuticals has been increasing rapidly, well beyond the
rate of inflation (Orszag and Ellis, 2007; Jackevicius et al., 2009). In many countries,
drug expenditures in general have also outpaced total health care spending and
higher drug prices have been a contributing factor (Figure 4.1) — (Organization for
Economic Co-operation and Development, 2005). Contributing causes include an
ageing population, a more aggressive treatment culture, availability of more effective
and higher priced drugs that have replaced medical procedures previously requiring
hospitalization and increased use of preventive medicines (Hoffman et al., 2009;

Guo et al., 2008). Rising drug costs have now become a global concern as
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institutionalized health care systems struggle to offer modern treatments within
limited budgets. Some view this as threatening the health care systems that are

integral to the modern social contract (Prescribing Caution, 2005).
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Figure 4.1. Annual growth in drug and total health care expenditures: 1998 to 2003

The main components of health care costs consist of expenditures for hospitals,
physician fees and pharmaceuticals. Of these, curtailing spending on drugs is the
easiest and perhaps most politically acceptable target for cost containment
initiatives. Many reasons are offered for the mounting political and fiscal pressure
being brought to bear: high prices, opaque processes for the evaluation of
pharmaceutical efficacy, shoddy or biased research, a culture that emphasizes
marketing over efficacy and safety, and too close relations between regulators
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representing the public interest and the corporations that they regulate. At root, the
key unknown is the overall value that a new drug offers society.

To address rising drug costs, nationalized health care systems have responded in
different ways. The United Kingdom (UK), Canada and Australia have used cost
effectiveness ratios developed by agencies such as the National Institute of Clinical
Excellence (NICE), the Pan Canadian Oncology Drug Review Program and the
Australian Pharmaceutical Benefits Advisory Committee as a basis to limit or deny
access to underperforming drugs (Wilking and Jonsson, 2005). Several other
European countries also consider cost effectiveness data to some degree. In
contrast, the United States the Agency for Healthcare Research and Quality does
not possess direct influence on formulary listing decisions. However, drug access is
sometimes managed by the creation of payment tiers shifting more of the cost of
expensive drugs to the patient in commercial and government drug plans (Faden,
2009).

Risk sharing programs where national health care systems only reimburse drug
costs for patients responding to treatment are also being created (de Pouvourville,
2006). As a recent example, AstraZeneca recently fixed the price of the anticancer
agent gefitinib at 12,200 GBP, irrespective of the duration of treatment, and there will
be no charge for patients who are treated for less than three months (Church, 2010).
Other examples of cost containment strategies include price cap schemes that limit
annual expenditures for certain high cost drugs and, in a more positive light, the use
of validated predictive markers (such as the human epidermal growth factor
receptor-2 for trastuzumab) where the drug is reimbursed in specific patient
subgroups who are most likely to derive optimal benefit (Piccart-Gebhart et al.,

2005). Such initiatives have helped to reduce drug expenditures, but demographics
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have caused absolute drug expenditures to continue to rise (Dranitsaris et al.,
2011).

As an immediate response, several countries in Europe have now mandated
price controls. In Spain and Greece, the respective governments recently
announced price cuts of up to 30% of branded products (Spain announces big price
cuts, 2010; Greece price cuts, 2010). Annual drug expenditures in Spain were
approximately 12.5 billion euros in 2009, a 4.4% increase from the previous year.
Therefore, it was projected that these price cuts would save the national health care
system 1.3 billion euros. France has also announced drug funding restrictions for
both brand and generic products (FiercePharma, 2010).

Government mandated cuts of branded drugs do not serve patients in the long
term because such actions will only serve as a disincentive for pharmaceutical
companies to invest in new drug discovery. Furthermore, companies may withdraw
their products and choose to not launch new drugs in the future. All of these factors
will further limit patient access to new agents. A better alternative to such actions
would be to set product price based on several factors such as performance under a
controlled clinical trial setting, a nation’s ability to pay a price premium for
exceptional products, how uniformly income is distributed within a given country, and
the overall cost effectiveness of the product measured against some reasonable
societal value threshold. A review of the oncology literature has revealed that such

alternatives encompassing all of these factors have not been explored.

4.3 Formulary approval of new drugs to treat cancer
Once a cancer drug receives regulatory approval, a process of formulary decision
making is initiated in most developed countries. For a product to receive

reimbursement, it must be seek approval for formulary entry at a national or regional
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level. This process involves a review of the safety and efficacy data and an
assessment of the product’s budget impact. In some jurisdictions such as the United
Kingdom, Canada, Australia and several countries in Europe, a health technology
assessment (HTA) with an associated pharmacoeconomic (PE) evaluation is
required (Figure 4.2) - (National Centre for Pharmacoeconomics, 2011). For
products to achieve formulary access, the HTA process must confirm/verify safety
and efficacy against the current standard of care and the PE evaluation must verify
the products cost effectiveness (Drummond et al., 2007; Wilking and Jonsson, 2007).
Products deemed by the HTA authority to be cost ineffective usually receive a negative

recommendation for formulary listing (Drummond et al., 2007; Wilking and Jonsson,

2005).
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Figure 4.2. The role of pharmacoeconomic evaluations in Europe on 2011, Source:
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There are several agencies around the world that are actively involved in
performing PE evaluations as part of a formal HTA process in order to provide
advice on new oncology products. An HTA database maintained by the Swedish
Council of Health Technology Assessment was reviewed to determine changes in
the number of annual HTA reports related to cancer (Wilking and Jonsson, 2007).
What has been evident over the past 20 years was the sharp increase in the number
of cancer related economic evaluations appearing in the medical literature. In 1991,
there were no cancer related PE publications contained within the HTA database.
However by 2005, there were no cancer related HTA reports added to the database
(Figure 4.3).

It is also interesting to note that a majority of the publications were from the
United Kingdom, Canada, the Netherlands, Sweden, and Australia; countries where
a full economic analysis is required before a reimbursement decision for a new drug
is made (Wilking and Jonsson, 2007; Ganfi et al., 2003; Glennie et al., 1999).
Since the targeted therapies are available at costs substantially higher that traditional
chemotherapy, HTAs and associated PE evaluations are now routinely undertaken

(Dranitsaris et al., 2011).
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Figure 4.3. Number of cancer health technology assessment reports from 1991 to

2005 (Wilking and Jonsson, 2005)
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4.4 The role of pharmacoeconomics in oncology

During the formulary decision making process, drug cost is an important factor.
Cost, however, is a crude measure of the value of a new anticancer drug. A
comprehensive PE study is warranted before a new agent becomes available for
clinical use. The basic premise of PE evaluations is to compare the costs and
consequences of alternative pharmaceutical interventions, and to determine which
treatment offers the best value for limited resources. There are four mains types of
PE evaluations: (1) cost-benefit analysis (CBA) expresses years of life gained in
monetary terms; (2) cost-minimisation analysis (CMA) compares costs of competing
strategies which yield the same clinical outcomes; (3) cost-effective analysis (CEA)
determines a ratio of cost to effectiveness (measured on some natural unit such as
life years gained), and is expressed as dollars per outcome gained; (4) cost-utility
analysis (CUA) compares quality-adjusted life-years (QALYs) gained with
incremental costs of two competing interventions (Drummond et al., 2005).

With respect to oncology drugs, CUA can be complex but is the most common
method used because it considers cost, overall survival and quality of life differences
between two competing therapies (Goodwin et al., 1998, Canadian 2006). Once the
analysis is completed, the outcome of a CUA is an incremental cost per QALY
gained when one treatment is used in place of another. At this point, a formulary
committee needs to make a value decision on the final incremental cost per QALY
ratio. If the reported incremental cost per QALY ratio is acceptable relative to a pre-
established benchmark for economic value, then the product can be added to the

drug formulary (Hillner and Smith, 2009).
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4.5 Estimating drug price with pharmacoeconomic modeling

PE evaluations provide an important component to the overall process of
formulary decision making. However, they may have an additional and perhaps
more valuable role in estimating or negotiating a drug price with manufacturers
based on societal value thresholds. PE has been used in this role for a few cancer
drugs assessed by NICE of the United Kingdom. NICE was able to secure price
reductions from manufacturers for the cancer drugs erlotinib, lenalidomide and
sunitinib based on cost effectiveness thresholds and PE modeling (Church, 2009).
However, what has not been extensively examined is the estimation of drug price
before the product receives regulatory approval.

There is a single example in the cancer care literature where PE modeling was
used to estimate drug price before a product was approved by regulatory authorities.
In that study, Dranitsaris and Leung sought to estimate a unit price of an orally
administered neurokinin-1 (NK-1) receptor antagonist, a new class of drugs indicated
for the prevention of emesis from chemotherapy (Dranitsaris and Leung, 2004).
Clinical data on emesis control were obtained from a randomized phase Il trial which
evaluated emesis rates following the addition of an investigational NK1 antiemetic
(by mouth twice daily) for 5 days to a control group consisting of a single dose of
granisetron and dexamethasone before cisplatin-based chemotherapy. Cost was
obtained from a Canadian cancer centre, and health state utilities for the various
health outcomes associated with emesis control were collected from a sample of
oncology nurses. The product had not been approved for clinical use, so the
investigators developed a decision analysis model to estimate a unit price for the
drug using a predefined threshold of $Can 20,000 per QALY gained as the measure

of “good value for money” (Dranitsaris and Leung, 2004).
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The findings suggested that the product would have a cost per QALY gained at
the $Can 20,000 threshold if it were priced at $Can 6.60 per dose, or $Can 13.20
daily (2003 Canadian dollars). In the sensitivity analysis, the unit price of the new
antiemetic could increase to $Can 20.32 per dose if the granisetron and
dexamethasone prophylaxis were extended to three days post chemotherapy (that
is, the standard of care). In hindsight, there are some important limitations to this
study. The threshold for economic value at $Can 20,000 per QALY gained is
unrealistic in today’s oncology setting, and the phase |l randomized trial did add the
investigational NK-1 antagonist to an appropriate duration of granisetron and
dexamethasone treatment. Nevertheless, the study did demonstrate that a
systematic process could be used to estimate a reasonable range of prices before a
product becomes commercially available. The advantages of this technique are that
it is relatively straightforward to perform, transparent and the decision model can be
easily applied to other jurisdictions using local cost data and thresholds for economic
value. Such information could be used by drug manufacturers and formulary

committees to facilitate negotiations for optimal pricing in a given jurisdiction.

4.6 Defining value

One of the major challenges against the use of PE modeling for estimating drug
price is in establishing the threshold for value within a given country. As an
illustration, NICE of the United Kingdom has established the threshold for drug
coverage at £30,000 per quality adjusted life year (QALY) gained (Drummond et al.,
2007). In the Netherlands, the unofficial threshold is € 18,000 per QALY (Wilking
and Jonsson, 2005). In many other jurisdictions, a $ 50,000 cost per QALY threshold
has been used (Laupacis, 1992), based on a 1982 valuation for renal dialysis, which

is now equivalent to approximately $ 197,000 per QALY in 2007 U.S. dollars (after a
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5.5% adjustment in health care inflation) — (Hillner and Smith, 2009). One approach
to address this dilemma would be for formulary committees to establish their own
local thresholds for accepting new drugs through a review of their national human life
valuation literature.

Notwithstanding, a key problem in using any such thresholds is that the wealth of
an individual country is not taken into consideration. To address this, the World
Health Organization (WHO) has proposed to use multiples of a country’s per capita
gross domestic product (GDP) to establish thresholds for economic value (Hillner
and Smith, 2009; Murray et al., 2000; Sarin, 2008). Products less than or equal to
the per capita GDP would be considered very cost effective, one to three times
would be cost effective and more than three times would be cost ineffective (Hillner
and Smith, 2009). Using South Africa as an illustration (that is, per capita GDP =
$US 10,000 or R 71,000), the three time threshold for cost effectiveness of new
anticancer drugs would be approximately $US 30,000 per QALY gained (World Fact
Book, 2010). For a lower income country such as India (per capital GDP = $US
3,100), the cost per QALY gained threshold would be $US 9,300. In contrast, the
threshold for economic value for a high income country such as Norway would be
$US 150,000 per QALY gained. The use of thresholds based on per capita GDP
with PE modeling to establish a value-based price for a cancer drug is novel
because it incorporates product attributes such as disease response, survival, quality

of life improvements and of equal importance, a country’s ability to pay.

4.7 Current models for drug pricing
Before applying PE modeling for estimating a cost effective drug price, it is
important to understand the techniques that pharmaceutical companies use

determine a final drug price. This is a difficult undertaking because drugs are not like
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consumer goods. Patients often receive their medication through a hospital or in a
retail setting, and the prescriber is usually not involved in the financial transaction.
Hence, the prescriber often does not know the acquisition cost of the drug.
Pharmaceuticals are also considered to be “negative goods” because in many
cases, the patient would rather not take the drug and the rationale or necessity for
the prescription administration is often unknown (Kolassa et al., 2009). In addition,
the patient may not recognize or gain satisfaction from health status improvement
when a drug’s effectiveness pertains to ‘silent killers’ such as hypertension or
hyperlipidemia. These and other factors supposedly lead to pricing “models” for
pharmaceuticals that are very different than those used for other consumer goods
such as cars and television sets.

The process of drug pricing is complex and involves multiple steps such as
identification of the product’s value proposition, creation of financial models outlining
the burden of disease, assessment of the reimbursement environment, willingness-
to-pay thresholds with payers and prescribers in the market place and the
development of an overall pricing strategy for the life cycle of the product (Nagle et
al., 2011; Kolassa et al., 2009). This approach is sound in principle, yet may lead
to a price that is not acceptable to payers because it may be considerably higher
relative to the current standard of care, without clear evidence of substantial clinical
benefit.

To apply current pricing models, data about perceived value are collected through
willingness to pay surveys or conjoint analyses involving patients, payers or
physicians (Kolassa et al., 2009). However, willingness to pay surveys determine
price points and measure intention but do not necessarily reflect the actions patients
or payers will take when ultimately faced with the decision. Respondents in such

surveys often involve physicians, who are often far removed from the decision to add
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the drug to the formulary or to purchase it. Patients and payers may also consider
different product value attributes to those of physicians. As an illustration, patients
may place higher value on an oral agent versus an intravenously administered drug
because the former avoids a visit to the physician’s office. In contrast, physicians
practicing in the United States may place a higher value on the intravenous product if
it translates into rapid symptom control coupled with increased revenue for which
they can bill.

Pharmaceutical companies also develop return on investment (ROI) models to
determine a final launch price of a product (Nagle et al., 2011; Kolassa et al., 2009).
Time-to-market greatly affects ROl models because they are based on the long and
expensive pre-market investment period, followed by a relatively short period of
revenue generation, which has been estimated to be 12 to 13 years (Scherer, 2004).
Patent life is typically 20 years from the time of filing a submission, which is usually
done before clinical testing on humans begins. All of these factors tend to drive the
launch price of a product upwards as the industry attempts to maximize revenue
within a shortened commercialization period. This is often done without extensive
consideration of the value that a new drugs offers in terms of improved efficacy,
overall survival and reduction of downstream health care costs (Schrag, 2004; Fojo
and Grandy, 2009). Furthermore, the current pricing models do not routinely
consider the wealth of a nation, or the extent of income dispersion among the
population. The net impact of these factors has been to increase in the price of
drugs, particularly for diseases such as cancer (Schrag, 2004). Therefore, new
approache that a linked to product performance, economic efficiency and a country’s
ability to pay premium prices are needed for estimating the launch price of new

drugs.
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4.8 Conclusions

The new targeted therapies have contributed to an important advance in cancer
care. However, their high costs are limiting patient access as health care systems
around the world attempt to contain rising health care expenditures by limiting or
rejecting the use of new agents. Therefore, a new paradigm for determine a fair
value based drug price is needed, which can then be the starting point for initiating
dialogue between the key stakeholders. The new system must reward drug
innovation, enhance global patient access to important agents and above all be
sustainable. The application of PE modeling techniques in combination with value
thresholds based on the wealth of a nation is one approach that can be used to
estimate a final drug price. In this study, PE modeling techniques were used to
create a value based pricing index for new drugs in mCRC. It was created from data
collected in Canada, Spain, South Africa, Malaysia and India. The final index could
then be used to estimate appropriate drugs prices based on societal value
thresholds, the survival benefit offered by a new drug, per capita GDP and income

dispersion for a given country.
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CHAPTER 5

RESEARCH METHODS

5.1 Introduction

This chapter presents the methodology used to undertake the study and meet the
overall objectives. This includes a description of the reference countries, the
development of the PE model that was used to undertake the analysis, the source of
the clinical, utility and economic data that was used to populate the model in each
country and the value thresholds that were used to estimate a value based price for
each of the reference countries. The final part of the methods section describes the
statistical techniques that were used to develop the value based pricing index for

new drugs in mCRC.

5.2 Reference countries

Data were collected from the following five countries: Canada, Spain, South
Africa, Malaysia and India with the per capita GDPs ranging from $US 39,000 to $US
3,100 (R 286,000 to R 22,000) respectively (see Table 5.1). Country selection was
based on both cultural factors such as religion/beliefs about health, economic
considerations (that is, the GDP per capita) and the type of health care system
employed (only public versus a mix of public and private). With the range of per
capita GDPs being from $US 3,100 to $US 39,000, approximately 140 countries
worldwide would be encompassed thereby expanding the potential application of the

pricing index (World Fact Book, 2010).
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Table 5.1. Description of reference countries

Country Population ~ GDP per Capita™®*  Gini Health Care
($US) Coefficient?  System

Canada 33 million $ 39,000 (R 286,000) 32.6 Public only

Spain 45 million $ 35,000 (R 257,000) 34.7 Public-private mix

Malaysia 28 million $ 14,800 (R 105,080) 49.2 Public-private mix

South Africa 49 million $ 10,000 (R 70,600) 57.8 Public-private mix

India 1.1 billion $ 3,100 (R 22,000) 36.8 Public-private mix

'The World Fact Book, 2010. 2The cost per QALY value threshold for estimating a value
based price for that country was three times the per capita GDP for that country.

*The Gini coefficient is a measure of income dispersion. A value of 0 represents absolute
equality, and a value of 100 is absolute inequality (De Maio et al., 2007). “$1U.S. = R7.10,

as of December, 2010.

5.3 Cost utility analysis

There are multiple PE methodologies such as cost minimization, cost benefit and
cost effectiveness analysis available and some are more appropriate than others for
a given drug. With respect to oncology products, cost utility analysis (CUA) can be
complex but is the most common method used because it considers cost, overall
survival and quality of life differences between two competing therapies (Goodwin,
1998). In contrast, cost minimization analysis (CMA) is a simpler approach for
measuring the economic value of alternative cancer therapies. The primary
requirement for a CMA is that all clinical outcomes such as overall survival, drug
toxicity and quality of life (measured as health state utilities) be equivalent
(Drummond et al., 1995). However, such occurrences are uncommon in oncology.
Two drugs, even with equivalent survival often have differences in safety and
methods of administration, the most inconvenient of which affects patient

preferences and utilities.
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Therefore, the clinical, economic and respondent utility data collected in each
country were combined for a CUA comparing the cost effectiveness of a hypothetical
‘new drug” when added to the standard chemotherapy for mCRC to chemotherapy
alone over a range of gains in overall survival relative to a series of drug prices. This
approach is sound and has been successfully used by the candidate in the
estimation of optimal drug price before the launch of a product that is now
comerically available (Dranitsaris and Leung, 2004). Therefore, the analysis allowed

the estimation of a unit price for a targeted cost per QALY gain.

5.4 Pharmacoeconomic model development

mCRC was chosen because several new anticancer agents have been approved
in this disease site but their high cost has led to their outright refusal for
reimbursement by some government payers (Mittmann et al., 2009; NICE, 2010).
The clinical and economic outcomes for mCRC were modelled using the principles of
decision analysis. The current standard of care for the first line treatment of mCRC
is oxaliplatin in combination with infusional 5-fluorouracil (FOLFOX). In patients who
have disease progression or intolerable toxicity, second line irinotecan in
combination with infusional 5-fluorouracil (FOLFIRI) is a recommended treatment
(Price et al., 2010; Barugel et al., 2009). Data from a large randomised trial also
verified that sequential schedules of FOLFOX and FOLFIRI (or the reverse order)
are equally effective and have thus emerged as the first and second line standard of
care for patients with mCRC (Tournigand et al., 2004). The addition of an anti-
vascular endothelial growth factor (VEGF) such as bevacizumab during
chemotherapy for mCRC has also been recommended by clinical guidelines

(Engstrom et al., 2008).
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A decision model for the sequential treatment of mMCRC with FOLFOX (£ an anti-
VEGF agent — the “new drug” in this study) and then followed by FOLFIRI upon
disease progression was created with the DATA model building program, developed
by Treeage Software Inc. (Figure 5.1). The analytic timeframe was from the first
cycle of FOLFOX chemotherapy until death. The primary outcome for measuring
successful initial therapy was clinical benefit, defined as complete tumour response
(CR), partial response (PR) or stable disease (SD) based on the Response
Evaluation Criteria in Solid Tumors [Therasse et al., 2000]). Three clinical
oncologists (one from Canada, the United Kingdom and South Africa) who had
experience in colorectal cancer evaluated the face and content validity of the model.

The model began at the decision node (square) where the first line treatment
choice would be either FOLFOX + “the new drug (bevacizumab)” or FOLFOX alone
(Figure 5.1 and 5.2). During the first two cycles of chemotherapy, patients would be
assessed for intolerable toxicity. For those patients with severe toxicity, first line
therapy would be discontinued in its entirety and second line FOLFIRI would be
offered until disease progression. Upon progression, all patients would receive best
supportive care until death. In contrast, patients who do not experience severe
toxicity from first line FOLFOX (z “the new drug”) would also receive treatment until
disease progression. They would then be offered second line FOLFIRI alone and
the new drug would be discontinued. Upon progression, all patients would receive
best supportive care until death (Table 5.2). To simplify the modeling, epidermal
growth factor receptor (EGFR) inhibitors such as cetuximab in mCRC patients with
KRAS ild type tumours were not considered. Furthermore, such agents would be
available to both treatments options in the model, so their inclusion would not impact

the final results.
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Figure 5.1. Decision analysis model for the treatment of metastatic colorectal cancer.
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Figure 5.2. Fully rolled back decision analysis model with individual payoffs.
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Table 5.2. Health state utilities derived using the Time Trade-Off technigue.

Sixteen Health Qutcomes Evaluated
in the Decision Model

Time in
Health State®

Utility Estimate®
[mean [95%Cl)]

FOLFOX + “new drug” — Folfiri — BSC until death
Branch #1: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI for 4 cycles. There was disease progression.
The patient received BSC and died 6 maonths later.

Branch #2: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI. There was a response to FOLFIRI and the
patient went on to receive 8 cycles. Upon progression,
the patient received BSC and died 22 months later.

Branch #3: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI. There was a response to FOLFIRI and the
patient went on to receive 8 cycles. Upon progression,
the patient received BSC and died 2 months later.

Branch #4: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI for2 cycles. However, the patient died due to
cancer progression within the first 2 months.

Branch #3: Tolerated side effects but had disease
progression after4 cycles of FOLFOX + the “new drug”™
The patient was then treated with FOLFIRI for 4 cycles
but the disease did not respond. The patient received
BSC and died 2 months later.

Branch #B: Tolerated side effects and responded
FOLFOX + the “new drug”. The patient went on to
receive a total of 17 cycles of first line therapy. Upon
progression, the patient went on to receive 6 cycles of
FOLFIRI. Upon progression, the patient received BSC
and died 21 months later.

Branch #7: Tolerated side effects and responded
FOLFOX + the “new drug”. The patient went on to
receive a total of 17 cycles of first line therapy. Upon
progression, the patient went on to receive 2 cycles of
FOLFIRI but died 2 months later.

Branch #8: Tolerated side effects and but had disease
progression after 2 cycles of FOLFOX + the “new drug™
The patient died due to the cancer one month later.

10 months

28 months

8 months

4 months

& months

33 months

11 months

2 months

0.61(0.54 - 0.68)

0.63 (0.55 - 0.72)

0.65 (0.57 - 0.73)

0.47 (0.37 - 0.88)

0.61(0.51 - 0.72)

0.72 (0.63 - 0.81)

0.69 (0.62 - 0.76)

0.44 (0.32 - 0.56)

52



Table 5.2. Continued. ..

FOLFOX — FOLFIRI — BSC until death

Branch #3: Stopped FOLFOX after 2 cycles due to side
effects and was then treated with FOLFIRI for 4 cycles.
There was disease progression. The patient received
BSC and died 6 months later.

Branch #10: Stopped FOLFOX after 2 cycles due to
side effects and was then treated with FOLFIRI. There
was a response to FOLFIRI and the patient went on to
receive 8 cycles. Upon progression, the patient
received BSC and died 22 months later.

Branch #11: Stopped FOLFOX after 2 cycles due to
side effects and was then treated with FOLFIRI. There
was a response to FOLFIRI and the patient went on to
receive 8 cycles. Upon progression, the patient
received BSC and died 2 months later.

Branch #12: Stopped FOLFOX after 2 cycles due to
side effects and was then treated with FOLFIRI for 2
cycles.  However, the patient died due to cancer
progression within the first 2 months.

Branch #13: Tolerated side effects but had disease
progression after4 cycles of FOLFOX. The patient was
then treated with FOLFIRI for 4 cycles but the disease
did not respond. The patient received B5C and died 2
months later.

Branch #14: Tolerated side effects and responded
FOLFOX. The patient went on to receive a total of 15
cycles of first line therapy. Upon progression, the
patient went on to receive 6 cycles of FOLFIRL. Upon
progression, the patient was offered BSC and died 21
months later.

Branch #15: Tolerated side effects and responded
FOLFOX. The patient went on to receive a total of 13
cycles of first line therapy. Upon progression, the
patient went on to receive 2 cycles of FOLFIRI but died
2 months later.

Branch #16: Tolerated side effects and but had disease
progression after 2 cycles of FOLFOX. The patient died
due to cancer progression one month later.

10 months

28 months

8 months

4 months

6 months

32 months

11 months

2 months

0.64 (0..57 - 0.70)

0.63 (0.55 - 0.72)

0.69 (0.62 - 0.76)

0.49 (0.38 - 0.60)

0.62 (0.51 - 0.72)

0.68 (0.56 - 0.80)

0.71(0.64 - 0.78)

0.44 (0.32 - 0.56)
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2As presented in each branch of the decision analysis model. °A quality of life score for a health
state between 0 and 1, with 0 = death and 1 = optimal health. Abbreviations: FOLFOX =

oxaliplatin+ infusional 5-FU. FOLFIRI = irinotecan + infusional 5-FU, BSC = best supportive care

5.5 Clinical data

The clinical data required to populate the model consisted of early treatment
discontinuations because of toxicity, achievement of clinical benefit (that is, non
progressive disease), duration of clinical benefit, risk of cancer related death during
active treatment and number of chemotherapy cycles administered. These data were
obtained through a literature search of randomized trials evaluating FOLFOX (%
bevacizumab) in the first line setting and second line FOLFIRI in the treatment of
mCRC. A literature search of Medline, Embase and the Cochrane databases was
performed from 2000 through 2010 for human clinical studies involving FOLFOX,
FOLFIRI and bevacizumab as first and second line therapy in mCRC. The primary
objective of the review was to identify the most up-to-date clinical data for populating the

model. Care was taken to avoid inclusion of duplicate publications.

5.6 Collection of cost and utility data to populate the model for each country
Direct medical cost data to populate the model were collected from large cancer
centers in each of the reference countries. Public payer costs were used for those
countries where public health care was available. Health care resource use included
costs for drug acquisition, preparation and administration, patient monitoring, side
effects management and all related physician fees. Palliative care costs for terminally ill

cancer patients were obtained from the palliative care literature in the respective
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countries (Batiste-Gomez et al 2006; Uys et al, 2002). The health-related utility
estimates were individual preferences for the alternative health outcomes as described
in the model (Figure 5.1). In the current study, quality adjusted life years (QALYs) were
measured as "healthy month equivalence" using the Time Trade-Off (TTO) technique
(Torrance, 1987; Gafni, 1997).

The TTO is a preference based approach designed to measure a respondent’s
preferences and quality of life (QOL) for alternative health states. After background
information is presented on a particular health state (e.g. a cancer that is not responding
to treatment) and the time period within that state, respondents are asked to trade
length of life in the poorer health state for a lesser period of time in a state of optimal
health and quality of life (Torrance, 1987; Gafni, 1997). As an illustration, a respondent
may prefer to live 6 months of optimal health rather than the 12 months with a
progressive non-responding cancer. Under this scenario, the utility associated with
having a non-responding cancer for 12 months would be 0.5 (that is, 6 / 12) on a scale
between 0 and 1, where O represents death and 1 is a state of optimal quality of life. In
the economic model, all of the possible outcomes (i.e. health states) were valued this
way and then used to weight the time spent in each health state in terms of QOL.

Intuitively, the ideal population for measuring health states utilities and treatment
preferences should be cancer patients with the disease in question who are in a position
to receive the new treatment. However, it has been recommended in the Canadian
Guidelines for Economic Evaluations and by the Panel on Cost-Effectiveness in Health
and Medicine of the United States that treatment preferences be measured from
members of the general public who are potential candidates of the new medical

intervention (Canadian Agency for Drugs and Technology in Health, 2006; Russell et al,
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1996). However based on our experience, members of the general public have difficulty
in understanding cancer related understanding utility questionnaires. As a compromise,
a patient surrogate group consisting on oncology nurses and pharmacists was used to
provide insight from both the perspective of the patient and members of the general
public. There is also evidence in the oncology literature to suggest that nurses are
suitable patient surrogates for objective outcomes, and that utility estimates derived
from such a sample do not substantially alter the findings of cost utility studies (Ortega
et al., 1996; Leung et al., 1999). Therefore, a patient surrogate sample consisting of 24
oncology nurses and pharmacists from each of the five countries provided utility values
for the model. With a sample of 24 respondents for each country, healthy month
equivalence was measured with a precision of £ 1.0 month, with a 95% probability.
Potential respondents were approached and were asked to participate in the study.
If they were interested, respondents were presented information on the background,
aims and objective to the study. They were also assured that complete confidentiality
would be maintained and their names would not appear in any report or publication
arising from this research. After informed consent was obtained, each participant was
interviewed for 30 to 45 minutes by trained local field investigators. Respondents were
presented with information on FOLFOX, bevacizumab and FOLFIRI consisting of the
methods of administration, efficacy and the side effects reported in the literature
(Appendix 1 and 2). The interview was then continued with a description of the 16
health states and the length of time a patient would live in each health state (Figure
5.1). The respondents were then asked how many months of "optimal health" they
considered being equivalent to the time spent in each of the less than optimal health

states described in the model. These measures were then used to weigh each branch
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of the model by the quality of life experienced by a patient living through that time
period. An identical process was used for each of the 16 outcomes (Figure 5.1).

A standardised questionnaire supported by printed interview tools with graphical
displays was used to facilitate the participant’s understanding of the Time Trade-off
technique (Appendix 1 and 2). To minimize the framing effect, all pathways were
presented in a consistent manner pictorially. Demographic data were also collected
from each participant, and consisted of years of oncology and colorectal cancer
experience, involvement in the development of systemic treatment guidelines for
colorectal cancer, familiarity with the cost of anticancer drugs and family history of

colorectal cancer.

5.7 Estimating a value based drug price for each country

The clinical, economic and respondent utility data from each country were then
combined into a cost-utility analysis to estimate a price per dose for the “new drug” in
the first line treatment of MCRC. The base case analysis assumed that the addition of
the new drug to standard chemotherapy would provide a survival benefit of 1.4 months
as reported for bevacizumab (Saltz et al., 2008). The primary objective of the analysis
was to estimate a price for the “new drug” using a targeted incremental cost of three
times the per capita GDP for each of the five countries (see Table 5.1). Indirect costs
were not included because there was no data available on the association between
bevacizumab usage and indirect cost avoidance. Future costs and benefits were not
discounted because of the short time periods involved. However, the stability of the
baseline results for each country was evaluated by a one-way sensitivity analysis. This

consisted of substituting the 95% confidence intervals (Cl) for the health-state utilities as
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well as variations in the overall survival benefit and costs of care. The overall survival
benefit from the “new drug” was also increased by approximately two and four times
(that is, to 3 and 6 months) to account for gains that are considered clinically relevant
for new drugs in mCRC. Costs of care were also varied by + 15% to capture any

potential differences across the reference country.

5.8 Development of an index for estimating drug price

After application of the PE model for a cost utility analysis, the evaluation in each
country provided three price points for the “new drug” that were linked to the associated
gains in survival (that is, 1.4, 3 and 6 months). A multivariable regression analysis,
which was adjusted for clustering on the variable “country”, was then conducted with
“drug price” as the dependent variable and survival gain, per capita GDP and the Gini
coefficient, which is a measure of income dispersion (a value of O represents absolute
equality, and 100 is absolute inequality) as independent variables. Given the small
sample size consisting of only 15 price points in total from the five countries,
nonparametric bootstrapping was applied. Resampled data (1000 iterations) were used
to generate bootstrap estimates of the regression coefficients of the multivariable
model. All of the statistical analyses were performed using Stata, release 11.0 (Stata

Corp., College Station, Texas, USA).

5.9 Ethical considerations
The study protocol and all associated questionnaires were reviewed and approved
by the Research Ethics Committee (Human) (REC-H) of the Nelson Mandela

Metropolitan University. Respondents (that is, nurses and pharmacists) were not
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interviewed until informed consent was received. Respondents were also assured that
complete confidentiality would be maintained and their names would not appear in any
publication arising from this research. The study followed the principles of the Helsinki

Declaration (World Medical Association, 2002).

5.10 Study limitations

The clinical outcomes for the “hypothetical new drug” were estimated based on the
clinical data from bevacizumab, targeted therapy that is currently approved for use in
mCRC. However, it is uncertain how generalizable the data for this agent will be for
drugs currently in clinical development. These limitations were evaluated in the
sensitivity analysis. Oncology nurses and pharmacists were used as patient surrogates
in the utility assessments. Even though all respondents had oncology experience, they
may not fully understand the impact that new therapies will have on a patient’s quality of
life. Another limitation is related to the economic parameters that were considered. Only
direct health care and drug-related expenditures were included and indirect costs (e.g.
patient travel to the clinic, lost productivity) secondary to drug toxicity or disease
progression were not considered in the analysis. This may decrease the final estimated
price for the drug. A major advantage of the final pricing index is the ability to apply it to
approximately 140 countries whose per capita GDP falls within the range evaluated in
this study. However, external validation in other countries outside of our GDP range is

warranted.

59



5.11 Conclusions

This chapter presented the methodology used to collect the data, build the PE model
and then generate the point estimates from each of the five countries that were needed
to develop the final pricing index. The method for estimating the price points was a
standard cost utility approach, but it was unique because the outcome was a final price
for a predetermined value threshold as oppose to a cost per QALY gained. With the
price points from each country, multivariate analysis was then used to develop the final
index that can be used to estimate a final price using three key independent variables;
survival gain, per capita GDP and income dispersion. In chapter six, the results of the
pricing analysis from the five countries are presented followed by the final value based

pricing index.

60



CHAPTER 6
RESULTS
6.1 Introduction

This chapter presents the seven scientific papers that were generated from this
research. At the writing of the thesis, seven of seven papers have been accepted for
publication in peer reviewed journals. The first paper was a review of the literature,
which was presented in chapter two of this thesis. The second, third, fourth, fifth and
sixth papers describe the PE modeling results for Canada, India, Spain, Malaysia and
South Africa. The seventh paper, which presents the final value based pricing index for
new drugs in mCRC, was accepted for publication in the European Journal of Cancer
(Impact factor 4.4). This paper received fast track publication (submitted February 21,
2011 and accepted without revision on March 14, 2011). There was also an
accompanying editorial to the paper, which has been included below. In addition to the
publications, a total of six abstracts from this research were accepted for presentation at
professional meetings. This consisted of one oral presentation 13" annual meeting of
the International Society of Pharmacoeconomics and Outcomes Research (Prague,
2010) and five poster presentations. One of the posters was presented at the annual

meeting of the American Society of Clinical Oncology (Chicago, 2011).
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Background: Using multiples of India’s per capita gross domestic product (GDP) as the
threshold for economic value as suggested by the World Health Organization (WHO),
decision analysis modeling was used to estimate a more affordable monthly cost in India
for a hypothetical new cancer drug that provides a 3-month survival benefit to Indian
patients with metastatic colorectal cancer (mCRC).

Methods: A decision model was developed to simulate progression-free and overall
survival in mCRC patients receiving chemotherapy with and without the new drug. Costs
for chemotherapy and side-effects management were obtained from both public and
private hospitals in India. Utility estimates measured as quality-adjusted life-years (QALY)
were determined by interviewing twenty-four oncology nurses using the Time Trade-Off
technique. The monthly cost of the new drug was then estimated using a target threshold
of US$9,300 per QALY gained, which is three times the Indian per capita GDP.

Results: The base-case analysis suggested that a price of US$98.00 per dose would be
considered cost-effective from the Indian public healthcare perspective. If the drug were
able to improve patient quality of life above the standard of care or survival from 3 to 6
months, the price per dose could increase to US$170 and US$253 and offer the same
value.

Conclusions: The use of the WHO criteria for estimating the cost of a new drug based on
economic value for a developing country like India is feasible and can be used to estimate
a more affordable cost based on societal value thresholds.

Keywords: Drug pricing, Cost analysis, Chemotherapy, Value
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Indiais a culturally diverse country occupying approximately
2.4 percent of the world’s land area, but supporting 17.5 per-
cent of the global population (13). With a population of 1.17
billion people, it is the world’s second most populous coun-
try after China (20). The majority of the people live in small
villages where agriculture and associated activities predom-
inate. Based on a 2001 census, approximately 72 percent of
the population lives in 638,000 villages across the country
(20).

The healthcare system in India consists of both
government-financed public hospitals and private institu-
tions. In 2002, there were 15,393 hospitals in India with ap-
proximately two-thirds being public (23). However, because
of chronic under-funding, most public healthcare facilities
are only able to offer basic care. Therefore, the better funded
private sector provides approximately 60 percent of all com-
prehensive outpatient care in India and up to 40 percent of
all inpatient care (22;23). To gain access to private hospitals,
patients must have health insurance or they must pay out of
pocket. Unfortunately, only approximately 11 percent of the
population has any form of health insurance, and this is of-
ten inadequate (23). Patients with sufficient private insurance
have better access to modern health care, but only 1 percent
of the Indian population fall into this category. Since so few
patients have adequate health insurance, personal funds have
to be used to obtain treatment. In one report, it was estimated
that out of pocket payments for medical care accounted for
98.4 percent of total healthcare expenditures (23).

Given the lack of adequate health insurance, only ap-
proximately 50 million Indians (i.e., 4.2 percent of the popu-
lation) are able to afford modern medicines, which are avail-
able at comparable costs to the United States and Europe
(22;23). To increase patient access to new and vital drugs,
the Indian government has created an essential drugs list.
When drugs are added to this list, the government imposes
price controls to ensure that these vital agents become af-
fordable to the population. Under a new policy originally
proposed in 2006, the government revealed its intention to
increase the number of essential drugs for price control from
79 to 354, which would bring almost a third of the phar-
maceutical industry under such control (22;23). Given their
high cost, cancer drugs are likely to be affected by this pol-
icy (11). This would no doubt create tension between for-
eign drug firms who want to sell their products at an ade-
quate margin to ensure a profit and the government’s desire
to increase patient access to new agents. To address this
impasse, new drug pricing strategies need to be found that
will ensure the commercial viability of innovative therapies
while making such agents affordable to the extended Indian
population.

One approach that may facilitate the identification of an
optimal list price would be through the application of phar-
macoeconomic (PE) modeling techniques. The basic premise
of PE evaluations is to compare the costs and consequences
of a new drug to determine if it offers the best value for

money relative to the standard of care (1;11). Such analyses
are usually undertaken after the unit cost of the drug has
been set following regulatory approval. However, PE may
have an additional and perhaps more valuable role in esti-
mating or negotiating the price of the drug based on societal
value thresholds. PE has been used in this capacity for the
evaluation of numerous biologics, including novel oncologic
agents assessed by Institute of Clinical Excellence (NICE)
for the United Kingdom (UK) (4). This approach can also
be used to estimate a more affordable price of a drug for the
Indian healthcare setting.

Quality-adjusted life-years, or QALY's, are a way of mea-
suring the impact of disease. They include both the quality
and the quantity of life lived and are used to quantify the
relative benefit of two competing medical interventions. One
of the major challenges against the use of PE modeling for
estimating drug cost is in setting the value threshold for a
given country. As an illustration, NICE of the UK has estab-
lished a threshold for drug coverage at £30,000 per QALY
gained (8). In many other jurisdictions, a US$50,000 cost
per QALY threshold has been used (17); which was based on
a 1982 valuation (15). A problem in using such thresholds
is that the wealth of the individual country is not taken into
consideration. To address this, the World Health Organiza-
tion (WHO) has proposed to use multiples of a country’s per
capita gross domestic product (GDP) to establish thresholds
for economic value (15;19;26). Products less than or equal to
the per capita GDP would be considered very cost-effective,
one to three times would be cost-effective and more than
three times would be cost-ineffective (15). For a country
like India (i.e., per capita GDP = $US3,100) (2), the three
times threshold for cost-effectiveness of new anticancer ther-
apies would be approximately US$9,300 per QALY gained.
In contrast, the threshold for economic value for a higher
income country such as Norway would be US$150,000 per
QALY gained. Therefore, the list price for a drug sold in India
would be substantially less than the list price in Norway, and
these price figures would be proportional to their respective
national per-capita GDP.

The use of thresholds based on per capita GDP in com-
bination with PE modeling to establish a value-based price
for a drug is an interesting approach, because it could set the
foundation for improving global patient access. Wealthier na-
tions would then be expected to pay more for drugs and these
higher revenues would subsequently subsidize access for the
developing world. To illustrate the application of this drug
pricing strategy, decision analyses modeling was used in the
current study to estimate the price per dose of a hypothetical
new cancer drug that would provide an overall survival bene-
fit of 3 months over the standard of care. Clinical data for the
case study are based on a combination of bevacizumab plus
chemotherapy in a first-line treatment setting of metastatic
colorectal cancer (mCRC) (3). Bevacizumab was chosen be-
cause it has a high acquisition cost and its economic value
has been questioned in recent PE studies (28;29).
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METHODS

Economic Model

mCRC was chosen for this analysis because the sequential
use of specific chemotherapy regimens is well established.
In patients with mCRC, randomized trials have demonstrated
that irinotecan (FOLFIRI) or oxaliplatin (FOLFOX) in com-
bination with infusional 5-fluorouracul (5-FU) and leucov-
orin are highly active and superior to the previous standard of
5-FU/leucovorin alone (5;14). Data from a large randomized
trial also verified that sequential schedules of FOLFOX and
FOLFIRI (or the reverse order) are equally effective and have
thus emerged as the first- and second-line standard of care
for patients with mCRC (32). Clinical practice guidelines
also recommend the addition of an anti-vascular endothelial
growth factor (VEGF) such as bevacizumab at some point
during chemotherapy for mCRC (9). FOLFOX, FOLFIRI,
and bevacizumab are all available in India, but access is lim-
ited by a patient’s ability to pay.

A decision model for the sequential treatment of mCRC
with FOLFOX (£ an anti-VEGF) followed by FOLFIRI
upon disease progression was developed with the DATA
software (Treeage Software Inc.) (Supplementary Figure 1,
which can be viewed online at www.journals.cambridge.
org/thc2011003). The analytic timeframe was from the first
cycle of FOLFOX chemotherapy until death, and an Indian
healthcare system perspective (both public and private) was
taken. The primary outcome for measuring successful initial
therapy was clinical benefit, defined as either complete tumor
response (CR), partial response (PR), or stable disease (SD)
based on the Response Evaluation Criteria in Solid Tumors
[RECISTY) (30). Three clinical oncologists, each with expe-
rience in treating colorectal cancer, evaluated the face and
content validity of the model.

The model began at the decision node (square) where
the first-line treatment choice would be either FOLFOX +
“the new drug” or FOLFOX alone (Supplementary Figure 1).
During the first two cycles of chemotherapy, patients would
be assessed for intolerable toxicity. For those patients with
severe toxicity, first-line therapy would be discontinued in
its entirety and second-line FOLFIRI would be offered un-
til disease progression. Upon progression, all patients would
receive best supportive care until death. In contrast, patients
who did not experience severe toxicity from first-line FOL-
FOX (£ “the new drug”) would continue receiving treat-
ment until disease progression. They would then be offered
second-line FOLFIRI alone and the new drug would be dis-
continued. Upon progression, all patients would receive best
supportive care until death (Supplementary Figure 1).

Clinical Data

The clinical data required to populate the model consisted of
early treatment discontinuations because of toxicity, achieve-
ment of clinical benefit, duration of clinical benefit, risk
of cancer-related death during active treatment, and num-
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ber of chemotherapy cycles administered. These data were
obtained through a literature search of randomized trials eval-
uating FOLFOX (&£ bevacizumab) in the first-line setting and
second-line FOLFIRI in the treatment of mCRC. Two ran-
domized trials were identified that provided the required data
for the decision model (Table 1) (25;32).

Estimation of Treatment Costs

The duration of investigation ran from the start of first and
second-line sequential chemotherapy therapy until death.
Costs for anticancer drugs, materials, patient monitoring and
other related hospital resources (e.g., laboratory and diag-
nostic tests) were obtained from two private and two public
institutions. The costs collected in the study were in Indian
Rupees and then converted to US$ per the currency conver-
sion prevailing in 2010 (conversion factor 1 US$ = 45 Indian
Rupees).

Patient Preferences for Alternative Health
States

The health-related quality of life values measured in the anal-
ysis were patient preferences for alternative health outcomes,
as depicted in the decision analysis model. In the current
study, quality-adjusted progression-free periods were mea-
sured as “healthy months equivalent” for the time spent in
each outcome of the decision model using the Time Trade-
Off (TTO) technique (12;31). The scores in months were
then converted to utility measures between O and 1, where
0 represented death and 1 was a state of perfect health or
optimal quality of life.

Intuitively, the ideal population for measuring health
state utilities and treatment preferences should be cancer
patients with the disease in question who are in a position
to receive the new treatment. However, it has been recom-
mended in the Canadian Guidelines for Economic Evalua-
tions and by the Panel on Cost-Effectiveness in Health and
Medicine of the United States that treatment preferences be
measured from members of the general public who are poten-
tial candidates of the new medical intervention (1;24). As a
compromise in this study, a patient surrogate group was used
that would provide insight from both the perspective of the
patient and members of the general public because the latter
sample often has difficulty in understanding utility question-
naires. Therefore, a patient surrogate sample consisting of
twenty-four oncology nurses provided utility values for the
model. With a sample of twenty-four respondents, healthy
month equivalence was measured with a precision of + 1.0
month, with a 95 percent probability. Such a sample has been
successfully used by our group in several economic evalua-
tions of cancer drugs (6;7;18). There is also evidence in the
oncology literature suggesting that nurses are suitable patient
surrogates for objective outcomes and that utility estimates
derived from such a sample do not substantially alter the
findings of cost-utility studies (18;21).
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Table 1. Published Randomized Trials Providing Clinical Data to Populate the Economic Model

Clinical outcomes

Reference Treatment arms
Saltz et al. (2008) FOLFOX/XELOX +
bevacizumab
FOLFOX/XELOX +
placebo
Tournigand et al. Second Line FOLFIRI

(2004)

Disease progression = 29%
Median PFS = 9.4 months
Median duration of response = 8.45 months

Treatment discontinuations = 30%
Death during treatment = 2%

Serious side effects (grade III/IV) = 16%
Specific grade III/IV side effects

Deep vein thrombosis = 8%

Diarrhea = 18%

Bleeding = 2%

Neutropenia = 50%

Disease progression = 47%
Median PFS = 8.0 months
Median duration of response = 7.4 months

Treatment discontinuations = 20%
Death during treatment = 1%

Serious side effects (grade III/IV) = 8%
Specific grade I1I/IV side effects

Deep vein thrombosis = 5%

Diarrhea = 11%

Bleeding = 1%

Neutropenia = 44%

Disease progression = 51%
Death during treatment = 3%
Median PFS = 10.9 months
Median number of cycles = 6

Note. PES, progression-free survival; OS, overall survival; FOLFOX, oxaliplatin in combination with infusional
5-fluorouracul; FOLFIRI, irinotecan in combination with infusional 5-fluorouracul.

After informed consent was obtained, each participant
was interviewed for 30 to 45 minutes by trained local field
investigators. Respondents were presented with information
on FOLFOX, bevacizumab, and FOLFIRI consisting of the
methods of administration, efficacy, and the side effects re-
ported in the literature (25;32). Bevacizumab was not iden-
tified by name but simply referred to as the “new drug.” The
interview was then continued with a description of the sixteen
health states, and the length of time a patient would live in
each health state (Supplementary Figure 1). The respondents
were then asked how many months of “optimal health” they
considered being equivalent to the time spent in each of the
less than optimal health states described in the model. These
measures were then used to weigh each branch of the model
by the quality of life experienced by a patient living through
that time period.

Cost-Utility Analysis

The clinical, economic, and respondent preference data were
then combined into a cost-utility analysis of the “new drug”
for the first-line treatment of mCRC. The base-case analy-
sis assumed that the addition of the “new drug” to standard
chemotherapy would provide a survival benefit of 3 months.
The primary objective of the analysis was to estimate an

appropriate price per dose for the “new drug” by using the
target benchmark cost of US$9,300 per QALY gained, which
is three times the Indian per capita GDP. Indirect costs were
not included because there were no data available on the asso-
ciation between bevacizumab usage and indirect cost avoid-
ance. Future costs and benefits were not discounted because
of the short time periods involved. However, the stability of
the baseline results was evaluated by a comprehensive sensi-
tivity analysis. This consisted of substituting the 95 percent
confidence intervals (CI) for the health-state utilities as well
as variations in the overall survival benefit, costs of care, and
the target threshold for economic value in India. Individual
analyses were conducted from both the public and private
healthcare perspective.

RESULTS

Clinical outcomes data and costs used to populate the model
are presented in Tables 1 and 2. The economic data revealed
that expenses for chemotherapy, side-effect management,
and best supportive care are considerably lower in the public
than the private system in India. This may be a reflection of
the modest level of care offered to patients in public hospitals
and of the ability of the private sector to mark up the cost of
goods and health services.
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Table 2. Hospital Costs for the Treatment of Metastatic Colorectal Cancer in India

Recourse item Public hospitals Private hospitals
FOLFOX chemotherapy® US$238 / cycle US$664 / cycle
FOLFIRI chemotherapy® US$301 / cycle US$691 / cycle
Cost for a permanent chemotherapy discontinuation because of toxicity® US$23.73 US$556

Cost to administer the “new drug” after FOLFOX chemotherapy US$4.60 US$11.50

Cost of best supportive care? US$29.98/month US$162/month

Note. FOLFOX, oxaliplatin in combination with infusional 5-fluorouracul; FOLFIRI, irinotecan in combination with infusional

5-fluorouracul.

20xaliplatin in combination with infusional 5-fluorouracul. Cost per cycle includes resources for drug administration and routine
patient monitoring. In the hospitals that provided data for this study, patients are admitted for two days to receive the chemotherapy.

bIrinotecan in combination with infusional 5-fluorouracul.

Patients would be admitted for 3 days for the management of side effects and for reassessment.
d After failing two lines of chemotherapy, patients would receive best supportive care on an outpatient basis until death.

The second component required for the cost-utility anal-
ysis was health state utilities for the time period spent in each
of the 16 health states (Supplementary Figure 1). Utilities
for each outcome were estimated from a sample of twenty-
four oncology nurses. There were thirteen respondents from
private hospitals and the remainder were from public insti-
tutions. The sample had an average of 5.4 years of direct
oncology experience (range, 3—15 years) and all had experi-
ence in the treatment of colorectal cancer patients. In addi-
tion, 22 of 24 (91.7 percent) respondents had direct clinical
experience in the administration and follow-up care associ-
ated with FOLFOX (mean years = 4.8) and FOLFIRI (mean
years = 3.2) chemotherapy. However, only 9 of 24 (37.5 per-
cent) had experience with the newer targeted therapies such
as bevacizumab and cetuximab.

The health state utilities from the oncology nurses are
presented in Supplementary Table 1, which can be viewed
online at www.journals.cambridge.org/thc2011003. The re-
sults suggested that patient utilities were influenced by the
severity of drug toxicity, the likelihood of achieving a re-
sponse to chemotherapy and the risk of rapid cancer death.
The health states with the lowest utilities (i.e., branches 4 and
12 of the model, Supplementary Figure 1) were those where
first-line therapy had to be stopped because of severe toxicity,
the patient then had an early progression during second-line
treatment followed by a rapid cancer death. It was also inter-
esting to note that, in all of the related scenarios, comparative
branches that included treatment with the “new drug” tended
to have lower health state utilities (Supplementary Table 1).
This is likely related to the additional side effects that would
occur with the addition of an anti-VEGF agent like beva-
cizumab to chemotherapy (Table 1).

Cost Utility Analysis for the Public
and Private Healthcare Systems

The outcomes data from the clinical trial, the estimated costs
associated with each treatment and the health state utility
estimates were combined into the cost-utility analysis. The
price per dose of the “new drug” was then varied until the

incremental cost-effectiveness ratio reached a threshold of
US$9,300 per QALY gained. Using this approach from the
public healthcare system perspective, the base-case analysis
suggested that a price of US$98.00 would be considered cost-
effective for India according to the WHO criteria (15;19;26).

A series of one-way sensitivity analyses were then con-
ducted using the upper 95 percent CI for the health state
utilities, variations in treatment costs, overall survival ben-
efit, and the targeted cost per QALY threshold. When the
costs of therapy were varied by £ 15 percent, the results
were relatively stable (Table 3). The two biggest factors to
impact the base-case findings were the health state utilities
associated with the new drug and the overall survival gain.
The monthly drug price rose to US$170 when the upper 95
percent CI of the health state utilities for the new drug were
applied to the model. Similarly, increasing the overall sur-
vival benefit from 3 to 6 months allowed the monthly drug
price to increase to $U.S.253 while retaining the same value.
These findings indicate that the two most important factors
driving the cost-effectiveness of any new cancer drug is its
ability to significantly improve quality and quantity of life.

While bevacizumab is available in India, its purchase
price is approximately US$2184 per dose for an average
mCRC patient, which is similar to the price charged in the
United States and Europe. As a result, only patients with ad-
equate insurance and or sufficient personal resources would
have access to this drug. A sensitivity analysis was conducted
where the current price of bevacizumab was applied to the
model. The results revealed that the incremental cost per
QALY gained would be greater than US$200,000. When a
US$50,000 cost per QALY threshold was used instead of the
WHO criteria, the price per dose of the new drug rose to
US$770.00. In summary, the sensitivity analyses suggested
that a price of approximately US$98.00 for a new drug that
would prolong patient survival by 3 months would be con-
sidered cost-effective in India.

A similar series of analysis was conducted with cost
data collected from private hospitals. Unlike the results from
the public system, we were unable to find a price per dose
for the new drug that would result in a US$9,300 cost per
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Table 3. Sensitivity Analysis on the Unit Price per Dose for the “New Drug”

Sensitivity maneuvre Public hospitals Private hospitals
Base-case® US$98.00 Not reached
Upper 95% CI of health state utilities for chemotherapy + the “new drug” US$170 US$48.00
Changing cost of FOLFOX chemotherapy by +15% US$93 to US$107 Not reached
Changing cost of FOLFIRI chemotherapy by £15% US$99 to US$103 Not reached
Changing cost of BSC cost by £15% US$97 to US$99 Not reached
Changing cost of ADR cost by £15% US$97 to US$99 Not reached
Changing survival benefit of the “new drug” from 3 to 6 months US$253 US$130
Changing survival benefit of the “new drug” from 3 to 1 month Not reached Not reached
Using the current cost of bevacizumab (US$2184 per dose) in India Not reached Not reached
Setting the threshold for cost-effectiveness at US$50,000 per QALY gained Us$770 US$650

Note. CI, confidence interval; FOLFOX, oxaliplatin in combination with infusional 5-fluorouracul; FOLFIRI, irinotecan in combination
with infusional 5-fluorouracul; BSC, best supportive care; ADR, adverse drug reaction costs; QALY, quality-adjusted life-year.
For a target threshold of US$9,300 per QALY when the new drug is added to FOLFOX chemotherapy.

QALY gained (Table 3). Under most of the sensitivity sce-
narios evaluated, a price for the “new drug” could also not
be found (Table 3). The only exception was when the upper
95 percent CI of health state utilities for chemotherapy + the
“new drug” were used. This allowed the price of the drug
to be US$48.00. The main reason behind these results was
the fact that the addition of an effective new drug would in-
crease the total number of chemotherapy cycles administered.
This would drive up the costs and overcome any incremen-
tal benefit in quality of life and overall survival. However,
the intent of the WHO criteria for cost-effectiveness is its
application towards publicly funded healthcare systems. The
criteria seem to provide a reasonable threshold for estimating
the cost-effectiveness of a new drug in a developing country
like India.

DISCUSSION

In this study, decision analysis was used to estimate the price
of a hypothetical new drug that provides a 3-month survival
benefit when added to chemotherapy in the first-line treat-
ment of mCRC. The primary analysis was conducted from
the Indian public healthcare system perspective using the
WHO criteria for cost-effectiveness. In the base-case analy-
sis and in most of the scenarios evaluated, a price per dose
of approximately US$98.00 was suggested by the data as
being cost-effective. The price of the drug could increase to
US$253 per month if the survival benefit were to approach
6 months. However, in the treatment of solid tumor patients
with metastatic disease, a 6-month survival gain is rarely
achieved. Most new cancer drugs approved for use over the
past 3 years have not been able to improve survival beyond
3 months (10;16;25;33).

The findings of this study suggest that the WHO criteria
for cost-effectiveness can be applied to a developing country
like India for estimating an appropriate price which may be
more affordable to the public healthcare system. Reducing
drug acquisition prices to these levels would improve pa-
tient access. However, central to the pricing debate is the

matter of commercial viability based on the manufacturer’s
cost of goods and operational overhead expense. It is unclear
whether manufacturers would realize greater short-term ben-
efit from a scenario where the drug is sold at a high price to
a few people (as with bevacizumab in India), versus a case
where the drug is sold at a lower cost but to a much larger
group of people. In India, only 50 million people of a pop-
ulation of 1.17 billion are able to afford modern medicines
(22;23). Could a reasonable level of profit be achieved if a
drug were to become more affordable to the remaining 1.165
billion?

An exercise to identify a price point where revenue be-
tween the two scenarios reaches equivalence is a worthy anal-
ysis to undertake. However, if the status quo is maintained,
then one of two possible outcomes may materialize. The
Indian government may issue a compulsory license, which
would enable local production of the patented drug. This is
possible under the Trade Related Intellectual Property Rights
agreement of the World Trade Organization and has already
occurred with some HIV drugs (27). Alternatively, the gov-
ernment may mandate price controls by adding a new cancer
agent to the Essential Drugs List (22;23). Either way, total
revenues for the product would be compromised.

One of the challenges faced by the pharmaceutical in-
dustry in making a drug available at a lower price in less-
developed countries is the phenomenon known as parallel
trade. In this situation, the drug is imported to a wealthier
nation by an intermediary for the intention of profit making.
Cooperation between the global pharmaceutical industry and
the government of the developing nation will be needed to
make a lower price policy viable. A strict and enforceable
system would have to be developed that would reduce the
likelihood of parallel trade. One approach could be through
a centralized single source drug distribution process along
with a preauthorized list of prescribers. Notwithstanding, the
PE modeling approach presented in this paper along with the
WHO criteria for cost-effectiveness can be a useful tool in
identifying an optimal drug price for all of the key stakehold-
ers. The proposed methodology will also focus negotiations
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on cost-effectiveness and value based pricing as opposed to
intellectual property litigation and mandated price controls.

There are several limitations in the application of this
technique. Our modeling exercise was theoretical. For the
proposed methodology to be viable, complete data from ran-
domized trials on a drug by drug basis is required. One of the
limitations of using the per capita GDP for value based pric-
ing is that it represents a national average and does not con-
sider income dispersion. For our modeling strategy to be ap-
plied, a new drug must demonstrate either an improvement in
QOL over the standard of care or a survival of sufficient mag-
nitude to identify a final price point for cost-effectiveness.
However, many of the newer oncology drugs have not been
able to demonstrate such benefits (10;16;25;33). Lastly, in-
direct costs such as time off work secondary may be relevant
in this setting, but were not considered in this analysis.

CONCLUSIONS

Modern cancer medicines are often out of reach for many
patients in developing countries. To help improve patient ac-
cess, a process to estimate an optimal drug price based on
predetermined thresholds of societal value is presented. The
advantages of this technique are that it is relatively straight-
forward to perform, transparent, and the modeling can be
easily applied to any jurisdiction using local cost data. Such
information can be of value to both drug manufacturers and
governments because it would facilitate value based drug
price negotiations. However, the challenge would be to iden-
tify an ideal list price that would strike a balance between
that which patients/governments can afford to pay and the
commercial viability of the product.
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Abstract

Background. Several European governments have recently mandated price cuts in drugs to reduce health care spend-
ing. However, such measures without supportive evidence may compromise patient care because manufacturers may
withdraw current products or not launch new agents. A value-based pricing scheme may be a better approach for
determining a fair drug price and may be a medium for negotiations between the key stakeholders. To demonstrate this
approach, pharmacoeconomic (PE) modeling was used from the Spanish health care system perspective to estimate a
value-based price for bevacizumab, a drug that provides a |.4-month survival benefit to patients with metastatic colo-
rectal cancer (MCRC). The threshold used for economic value was three times the Spanish per capita GDP, as recom-
mended by the World Health Organization (WHO).

Methods. A PE model was developed to simulate outcomes in mCRC patients receiving chemotherapy + bevacizumab.
Clinical data were obtained from randomized trials and costs from a Spanish hospital. Utility estimates were determined
by interviewing 24 Spanish oncology nurses and pharmacists. A price per dose of bevacizumab was then estimated using a
target threshold of €78,300 per quality-adjusted life year gained, which is three times the Spanish per capita GDP.
Results. For a 1.4-month survival benefit, a price of €342 per dose would be considered cost effective from the Spanish
public health care perspective. The price may be increased to €733 or €843 per dose if the drug were able to improve
patient quality of life or enhance survival from 1.4 to 3 months.

Conclusions. This study demonstrated that a value-based pricing approach using PE modeling and the WHO criteria for
economic value is feasible and perhaps a better alternative to government mandated price cuts. The former approach
would be a good starting point for opening dialog between European government payers and the pharmaceutical
industry.

Keywords
Drug pricing, Europe, cost analysis, chemotherapy, value

Introduction

C . lobal i d to its effect Corresponding author:
ancer remains a global 1ssue due to 1ts eliect on George Dranitsaris, 283 Danforth Ave, Suite 448, Toronto, Canada, M4K

human quantity and quality of life. It was reported N2
that in 2008, there were approximately 7.4 million  Email: gdranit@ca.inter.net
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cancer deaths from the disease, which was approxi-
mately 13% of all cause mortality.! In 25 European
countries, cancer was responsible for 16.7% of all
disability adjusted life years lost, which ranked third
after mental illness and cardiovascular disease.’
However, one of the positive developments in cancer
management over the past decade is that overall patient
mortality is no longer increasing but has stabilized and
has even decreased in some tumor sites.”

A contributing factor has been the introduction of
new oncology products.*> These agents, which include
trastuzumab, rituximab, imatinib, and bevacizumab
target specific components of the cancer cell and are
usually better tolerated than conventional chemother-
apy.*’ However, an important attribute of these new
agents is their price is substantially higher than older
anticancer drugs. In a recent editorial, the annual price
for a full course of therapy for the targeted agents erlo-
tinib, sorafenib, bevacizumab, and cetuximab was esti-
mated to be $U.S.15,752, $U.S.34,373, $U.S.80,352,
and $U.S.90,816, respectively.® This can compromise
patient access to new drugs in both private and publicly
funded health care systems.” It was also reported that
over 90% of new FDA cancer drug approvals in
the last 4 years had prices that exceed $20,000 for a
12-week course of therapy.'® The impact of these

rising drug prices has been to strain cancer care bud-
gets. From 1993 to 2004, total European expenditures
for oncology drugs increased seven times from €840
million to €6170 million.” Similar trends have also
been reported in the US where cancer drug expendi-
tures increased from $3 billion in 1997 to $11 billion
in 2004."° In many countries, drug expenditures in
general have also outpaced total health care spending
and higher drug prices have been a contributing
factor (Figure 1).

Countries, particularly in Europe have responded in
different ways to address rising drug expenditures.
Greece, France, and Spain have mandated govern-
ment price controls of up to 23% for branded prod-
ucts."" " The TItalian Medicines Agency also
announced possible cuts of up to 40% for selected
cancer drugs that failed to meet expectations under a
‘pay for performance’ program.'* The United
Kingdom (UK) and Germany have taken a step
further and are planning to introduce a value-based
pricing scheme for new products. In Germany, the
new law that should take effect in 2011 will allow
the national health plans to negotiate a discounted
price for the product after the first year following
product launch.'”” As part of the new law, brand
name pharmaceutical companies will be allowed to
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set the price in the first year. After that time, the
company will need to demonstrate the drug’s benefits
in order to maintain that price. If this has been not
achieved, insurance companies will be permitted to
negotiate a price reduction. The final price will be
based on the magnitude of benefit offered by the prod-
uct both within a clinical trial and following approval.
Therefore, the objective is to make cost benefit anal-
yses part of price negotiations.

Following the German example, the government of
the UK has also proposed a new value-based pricing
scheme for drugs.'® In the UK, there is legislation that
regulates profit but not price. It is not clear what the
new scheme will look like, but new product pricing will
likely be based on the incremental cost per quality-
adjusted life year (QALY) gained threshold, which is
£30,000 in the UK.!” This threshold, which is equiva-
lent to approximately $U.S.50,000 was based on a 1982
valuation for kidney transplantation.'®'” Several coun-
tries in Europe use comparable thresholds for drug
formulary decision making. However, a problem in
using such thresholds is that the wealth of an individual
country is not taken into consideration. To overcome
this drawback, the World Health Organization (WHO)
has recommended to use multiples of a country’s per
capita gross domestic product (GDP) to establish value
thresholds for drug cost effectiveness.'® 2! Based on the
WHO criteria, products more than three times the per
capita GDP would be cost ineffective.'” Using Spain as
an illustration (i.e., per capita GDP =§U.S.33,700), the
threshold for cost effectiveness of new cancer drugs
would be $U.S.101,100 or €78.300 per QALY.** This
is a higher one but perhaps more appropriate threshold
for assessing the economic value of modern cancer
drugs.

The use of thresholds based on per capita GDP in
combination with pharmacoeconomic (PE) modeling to
establish a value-based price for a cancer drug is novel
because it incorporates product attributes such as
disease response, survival, and quality of life improve-
ments. To demonstrate its application, PE modeling
was used to estimate the price of bevacizumab, a drug
that provides a survival benefit to patients with meta-
static colorectal cancer (mCRC) when added to first
line chemotherapy.?® Bevacizumab was chosen because
its economic value has been questioned in recent PE
studies making it a candidate for government mandated
price cuts.>**> The analysis was conducted from the
Spanish health care perspective because this is one of
the countries where government mandated price con-
trols are currently being imposed. Therefore, we seek to
demonstrate that a value-based approach to estimate a
drug price using per capita GDP thresholds is feasible
and a better alternative to government imposed price
controls.
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Methods
Development of PE model

A decision model for the treatment of mCRC was
developed with DATA software (Treeage Software
Inc., Williamstown, MA, USA). The analytic time-
frame was from cycle one of first line chemotherapy
until death and a Spanish health care system perspec-
tive was taken. Oxaliplatin in combination with infu-
sional 5-fluorouracil (FOLFOX) is a recommended
standard of care for the first line treatment of
mCRC.*® If treatment related toxicity or disease
progression develops, then irinotecan in combination
with infusional 5-fluorouracil (FOLFIRI) is a recom-
mended second line treatment.’”*® It has also been
demonstrated from a large randomized trial that
sequential schedules of FOLFOX and FOLFIRI
(or the reverse order) are equally effective and are
now the first and second line standards of care for
patients with mCRC.?® Clinical practice guidelines
also recommend the addition of an anti-vascular endo-
thelial growth factor such as bevacizumab with either
first or second line chemotherapy for mCRC.*’

Using these treatment algorithms, a PE model was
developed for the sequential treatment of mCRC with
FOLFOX (£bevacizumab) followed by FOLFIRI upon
disease progression (Figure 2). The primary outcome of
the model was the achievement of successful therapy
defined as complete tumor response (CR), partial
response (PR), or stable disease during and following
active therapy. However, all outcomes of the PE model
resulted in eventual death, which is the ultimate conse-
quence in this patient population. The face and content
validity of the model was evaluated by three clinical
oncologists who had experience in CRC.

The model began at the decision node where a
selection for first line therapy would have to be made
between FOLFOX + ‘the new drug (bevacizumab)’ or
FOLFOX alone (Figure 2). During the first two cycles
of chemotherapy, patients would be assessed for
intolerable toxicity. In cases of severe toxicity, first
line therapy would be permanently discontinued and
second line FOLFIRI would be offered until disease
progression or treatment-related death. When disease
progression occurs, best supportive care would be
offered until death. Treatment would be continued
until disease progression in patients who tolerate first
line FOLFOX (+£‘the new drug’). This would then be
followed by second line FOLFIRI but the new drug
would be discontinued. Upon progression following
second line FOLFIRI, all patients would receive best
supportive care until death (Figure 2). Epidermal
growth factor receptor inhibitors such as cetuximab in
mCRC patients with KRAS wild-type tumors were not
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Figure 2. Decision analysis model for the treatment of metastatic CRC.

considered because we did not want to over complicate
the modeling. Furthermore, such agents would be avail-
able to both treatments options in the model, so their
inclusion would not impact the final results.

Clinical data

The relevant clinical data to populate the model
consisted of early treatment discontinuations due to
toxicity, the achievement of clinical benefit (CR, PR,
or disease stabilization), duration of clinical benefit,
risk of cancer-related death during active treatment
and the number of chemotherapy cycles administered.
To obtain these data, a literature search of Medline,
Embase, and the Cochrane databases was per-
formed from 2000 through 2010 for human clinical
studies involving FOLFOX, FOLFIRI, and bevacizu-
mab as first and second line therapies in mCRC.
The main objective of the review was to identify the
most up-to-date clinical data for populating the
model. Care was taken to avoid inclusion of duplicate
publications.

Estimation of treatment costs

The analytic time period for this investigation was from
the start of first and then second line sequential chemo-
therapy until disease progression and eventual death.
Costs for anticancer drugs, materials for drug delivery,
patient monitoring, and other related hospital resources
(e.g., laboratory and diagnostic tests) were obtained
from a Spanish hospital. Palliative care costs for termi-
nally ill cancer patients were obtained from the Spanish
palliative care literature.® All costs in the current study
were reported in 2010 Euros. Costs from previous years
were converted into 2010 estimates using the Spanish
consumer price index for health care.

Treatment preferences and health state utilities

Using the Time Trade-off technique, quality-adjusted
life periods were measured as ‘healthy months equiva-
lent’ for the time spent in each outcome of the decision
model (Figure 2).*'*? Healthy month equivalence
scores measure patient utilities for a given health
state. A lower healthy month equivalence for the total
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time spent in a given health state suggests poorer qual-
ity of life during that time period (e.g., a time period
where a cancer progression occurs). The scores in
months were then converted to utility measures
between 0 and 1, where 0 represented death and
1 was a state of perfect health or optimal quality of
life. The healthy month equivalence was also converted
into QALYs by dividing by 12 months and then
entered into the associated branches of the decision
analysis model.

Intuitively, the ideal population for measuring
health states utilities and treatment preferences should
be cancer patients with the disease in question who are
in a position to receive the new treatment. However, in
this study, oncology nurses and pharmacists were used
as a patient surrogate sample because it was felt that
terminally il mCRC patients would have difficulty in
understanding the Time Trade-off technique. There is
also some evidence in the oncology literature to suggest
that nurses and pharmacists can be suitable patient
surrogates for objective outcomes, and that utility
estimates derived from such a sample do not substan-
tially alter the findings of cost utility studies.”® With a
sample of 24 respondents, healthy month equivalence
was measured with a precision of 4+1.0 month, with
a 95% probability.

After informed consent was obtained, each partici-
pant was interviewed for 15-30min by trained local
investigator. Respondents were presented with infor-
mation on FOLFOX, bevacizumab, and FOLFIRI
consisting of the methods of administration, efficacy,
and the side effects reported in the literature. The inter-
view was then continued with a description of the
16 health states and the length of time a patient
would live in each health state (Figure 2). The respon-
dents were then asked how many months of ‘optimal
health’ they considered being equivalent to the time
spent in each of the less than optimal health states
described in the model. These measures were then
used to weigh each branch of the model by the quality
of life experienced by a patient living through that time
period. An identical process was used for each of the
16 outcomes (Figure 2). A standardized questionnaire
supported by printed interview tools with graphical
displays was used to facilitate the participant’s under-
standing of the Time Trade-off technique. To minimize
the framing effect, all pathways were presented in a
consistent manner pictorially.

Value-based pricing analysis for the Spanish health
care system

A cost utility analysis was undertaken to estimate a
value-based price for the ‘new drug’ in the first line
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treatment of mCRC. The initial analysis assumed
that the addition of the ‘new drug (bevacizumab)’
to first line oxaliplatin-based chemotherapy would
provide a survival benefit of 1.4 month as reported
in the literature.®® The primary outcome of interest
was to estimate a price per dose for the ‘new drug’
using a targeted incremental cost of €78,300 per
QALY gained, which is three times the Spanish per
capita GDP.*> The evaluation did not include indirect
costs because such data were not available for beva-
cizumab. In addition, future costs and benefits were
not discounted because of the short-time periods
involved. However, the stability of the baseline results
was evaluated by a one-way sensitivity analysis. This
consisted of substituting the 95% confidence intervals
(CI) for the health state utilities as well as variations
in the overall survival benefit and costs of care.
Specifically, the survival gain was varied to 3 and
6 months from the baseline of 1.4 month. Costs
were changed by +£15% to account for variations in
costs across Spain.

Results

The literature search identified the relevant randomized
trials to populate the PE model (Table 1). The first trial
evaluated FOLFOX or a clinically similar regimen
XELOX (capecitabine plus oxaliplatin) & bevacizumab
in the first line treatment of mCRC.>* A total of
1401 patients were randomized to receive FOLFOX/
XELOX + bevacizumab (n=699) or FOLFOX/
XELOX + placebo (n=701). Median progression free
survival was 9.4 months in the bevacizumab group
compared to 8.0 months with placebo (HR =0.83;
p=0.023). This resulted in a 1.4-month survival
gain in favor of bevacizumab. Overall, 30% of
patients in the bevacizumab group required a
permanent treatment discontinuation because of
adverse events compared to 20% in the control
(Table 1).

Data on the safety and efficacy of second line
FOLFIRI following first line FOLFOX were obtained
from a randomized sequential trial reported by
Tournigand et al.?® Patients were randomized to receive
sequential FOLFOX followed by FOLFIRI upon
progression or the reverse sequence (Table 1). There
was no significant difference in progression free
and overall survival (FOLFOX — FOLFIRI=21.5 vs.
FOLFIRI — FOLFOX = 20.6 months; p=0.99) between
the two sequences.”® With second line FOLFIRI, 51%
of patients experienced disease progression for an overall
progression free survival of 2.5 months, respectively.”
Approximately, 3% of patients died within the first
60 days of second line FOLFIRI (Table 1).
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Table 1. Published randomized trials providing clinical data to
populate the economic model

Reference  Treatment arms Clinical outcomes
Saltz FOLFOX/XELOX Disease progression =47%
etal®* + placebo Median PFS =8.0 months
Median duration of
response = 7.4 months
Overall survival =21.3 months
Treatment discontinuations =20%
Death during treatment= 1%
Serious side effects
(grade 1I/IV) =8%
Specific grade Ill/1V side effects
Deep vein thrombosis = 5%
Diarrhea=11%
Bleeding= 1%
Neutropenia = 44%
FOLFOX/XELOX Disease progression =29%

Median PFS = 9.4 months

Median duration of
response = 8.45 months

+ bevacizumab

Overall survival = 19.9 months

Treatment discontinuations = 30%
Death during treatment=2%

Serious side effects
(grade I/IV) = 16%

Specific grade Hll/IV side effects
Deep vein thrombosis = 8%
Diarrhea = 18%

Bleeding =2%

Neutropenia = 50%

Tournigand  Second
128 Line FOLFIRI

Disease progression =51%
eta Death during treatment = 3%
Median PFS = 10.9 months

Median number of cycles=6

Abbreviations: PFS = progression-free survival, OS=overall survival,
FOLFOX = oxaliplatin in combination with infusional 5-fluorouracil, and
FOLFIRI =irinotecan in combination with infusional 5-fluorouracil.

Estimation of treatment costs

From the unit cost estimates in Spain, the cost per cycle
of FOLFOX was estimated to be €825. However,
before the first cycle of FOLFOX, the protocol start-
up costs were estimated to be approximately €221
(Table 2). The costs per cycle for FOLFIRI were
slightly less at €665 with the associated start-up costs
being €239. Additional costs required to populate the
model which included costs for the management of

Table 2. Mean cost per cycle of FOLFOX and FOLFIRI

Resource ltem* FOLFOX FOLFIRI
Drug acquisition® €521 €421
Ancillary drugs® €129.73 €59.84
Preparation and administration® €85.75 €57.66
Patient monitoring® €88.69 €126.32
Protocol start-up costs® €221.16 €239.09
Total cost per cycle €825 €665

?Assuming a 60-kg patient with a body surface area of 1.6 mZ,

PIncludes standard premedication and antiemetics.

“Includes materials, supplies, personnel, chemotherapy unit stays, and
physician visits.

9Standard laboratory and diagnostic tests.

“These costs are a one-time cost in order to prepare the patient for the
associated chemotherapy protocol. In the case of FOLFOX and FOLFIRI,
preparations and materials for infusional 5-fluorouracil made up the bulk
of the costs. For the economic analysis, the start-up costs were only
applied once over the estimated median number of cycles delivered,
thus avoiding double counting.

Table 3. Hospital costs for the treatment of metastatic CRC
in Spain

Recourse item Hospital cost

FOLFOX chemotherapy® €825/cycle

FOLFIRI chemotherapy® €665/cycle

Cost for a permanent chemotherapy €1778
discontinuation because of toxicity®

Cost to administer the 'new drug’ €62.76

after FOLFOX chemotherapy

Cost of best supportive care® €1654/month

*Oxaliplatin in combination with infusional 5-fluorouracil. Cost per cycle
includes resources for drug administration and routine patient
monitoring.

®lrinotecan in combination with infusional 5-fluorouracil.

“Patients would be admitted for 3 days for the management of side effects
and for reassessment. The principle side effects that would lead to the
discontinuation of therapy would be febrile neutropenia and grade IIl/IV
diarrhea.

9From Gomex-Batiste.>

severe toxicity, administration of the ‘new drug,” and
best supportive care are presented in Table 3. These
estimates were then incorporated into the PE model
for the subsequent pricing analysis.

Health state utility assessments

Health state utilities for the time period spent in each of
the 16 health outcomes were the second component
required for the analysis (Figure 2). Utilities for
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each outcome were estimated from a sample of
24 respondents, consisting of oncology nurses (n=7)
and pharmacists (n=17). The sample had a mean age
of 38.2 years, an average of 10.9 years of direct oncol-
ogy experience (range 0.1-40 years) and all but two had
experience in the treatment of CRC patients. In addi-
tion, 22 of 24 (91.2%) respondents had direct clinical
experience in the preparation/administration and
follow-up care associated with FOLFOX (mean
years =6.1) and FOLFIRI (mean years=5.4) chemo-
therapy. Furthermore, 100% and 95.8% had experi-
ence with the newer targeted therapies bevacizumab
and cetuximab. Lack of drug cost knowledge could
affect treatment preferences. Respondents were asked
to state their knowledge of costs for modern oncology
drugs. The findings revealed that 91.7% were ‘very
familiar’ or ‘somewhat familiar’ with the cost of drugs
used to treat cancer. The final series of demographic
questions focused on respondent’s family history of
CRC. Eleven of 24 (45.8%) subjects had a positive
family history for CRC.

The health state utilities from the respondents are
presented in Table 4. The results suggested that patient
utilities were most influenced by the severity of side
effects and the speed of disease progression. The
health states with the lowest utilities (i.e., branches 1,
4,9, and 12 of the model — Figure 2) were those where
first line therapy had to be stopped because of severe
toxicity, the patient then had an early progression
during second line treatment followed by cancer
death a few months later. The branches with among
the highest utilities (i.e., branches 7 and 15) were
those where the patient tolerated the treatment,
responded to first line therapy and then went on to
receive maximum cycles. However, an unexpected
finding was that the two scenarios of rapid cancer
death within 2 months of starting chemotherapy
(i.e., branches 8 and 16) were associated with high
health state utilities (Table 4). The interpretation of
this latter finding is that in cases of terminal disease,
respondents may not be averse to a rapid death that
would avoid prolonged pain and suffering.
Alternatively, some respondents with only a short
time to live may not be willing to trade length of life
because they would want some time to settle their
affairs and say good bye to loved ones.

Another observation was that branches which
included treatment with the ‘new drug’ had comparable
health state utilities to those where chemotherapy alone
was given (Table 4). The hypothesis is that respondents
were more concerned with achieving a disease response
than the inconvenience and added risk of toxicity with
the ‘new drug.” Therefore, they were willing to endure
toxicity from the addition of the new drug if it were to
prolong life.
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Value-based pricing analysis

Using the cost and utility data collected from the
Spanish respondents along with a value threshold of
€78,300 per QALY gained, the PE model was used to
estimate a price for bevacizumab that would be consid-
ered cost effective. Assuming that bevacizumab would
provide a 1.4-month survival benefit when added to
FOLFOX chemotherapy, it could be priced at €342
per dose and be considered cost effective from the
Spanish health care system perspective according to
the WHO criteria.'” 2! This is substantially lower
than the current price of bevacizumab which is greater
than €900 per dose for a 60-kg patient.

The stability of the base case price point was tested
with a series of one-way sensitivity analyses. These
consisted of using the lower and upper 95%CI of the
health state utilities, variations (+=15%) in the cost of
chemotherapy, best supportive care, and the manage-
ment of side effects from anticancer therapy. In addi-
tion, the overall survival benefit of adding the new drug
to FOLFOX chemotherapy was changed to 3 and
6 months, respectively. The results indicated that vari-
ations in the above costs had only minor effects on
the overall price point for the new drug (Table 5).
However, variations in the utilities and in the survival
benefit did have a substantial effect on the price point.

The drug price rose to €733 when the upper 95%CI
of the health state utilities for the new drug were
applied to the model. In contrast, the price point for
cost effectiveness was reduced to €318 when the lower
95%CI was used (Table 5). Similarly, increasing the
overall survival benefit to 3 and 6 months allowed the
drug price to increase to €843 and €2138 while retain-
ing the same level of cost effectiveness. When the
survival benefit was reduced to only 1 month, the
price of the ‘new drug’ would have to be $342 per
dose in order to achieve a cost per QALY of
€78,300. To summarize, the major factors that would
affect the economic value of a new drug for mCRC
would be its ability to improve patient quality of life
and overall survival by at least 3 months.

Discussion

The price of pharmaceuticals, particularly anticancer
agents have been increasing more rapidly than any
other component of health care.’>*® Rising drug costs
have now become a global concern as public systems
struggle to offer modern treatments within a limited
health care budget. Some view this as threatening the
health care systems that are integral to the modern
social contract itself.®*” Therefore, a new process for
estimating drug price based on reasonable thresholds
for economic value is required. Such thresholds should
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Table 4. Health state utilities derived using the Time Trade-off technique

Sixteen health outcomes evaluated in the decision model

Time in
health state®

Utility estimate®
[mean (95%Cl)]

FOLFOX + ‘new drug’— FOLFIRI — BSC until death

Branch #1: Stopped FOLFOX + the ‘new drug’ after two cycles due to side effects and was then treated
with FOLFIRI for four cycles. There was disease progression. The patient received BSC and died 6
months later.

Branch #2: Stopped FOLFOX + the ‘new drug’ after two cycles due to side effects and was then treated
with FOLFIRI. There was a response to FOLFIRI and the patient went on to receive eight cycles. Upon
progression, the patient received BSC and died 22 months later.

Branch #3: Stopped FOLFOX + the ‘new drug’ after two cycles due to side effects and was then treated
with FOLFIRI. There was a response to FOLFIRI and the patient went on to receive eight cycles. Upon
progression, the patient received BSC and died 2 months later.

Branch #4: Stopped FOLFOX + the ‘new drug’ after two cycles due to side effects and was then treated
with FOLFIRI for two cycles. However, the patient died due to cancer progression within the first 2
months.

Branch #5: Tolerated side effects but had disease progression after four cycles of FOLFOX + the ‘new
drug’ The patient was then treated with FOLFIRI for four cycles but the disease did not respond. The
patient received BSC and died 2 months later.

Branch #6: Tolerated side effects and responded FOLFOX + the ‘new drug’ The patient went on to
receive a total of 17 cycles of first line therapy. Upon progression, the patient went on to receive six
cycles of FOLFIRI. Upon progression, the patient received BSC and died 21 months later.

Branch #7: Tolerated side effects and responded FOLFOX + the ‘new drug.’ The patient went on to
receive a total of 17 cycles of first line therapy. Upon progression, the patient went on to receive two
cycles of FOLFIRI but died 2 months later.

Branch #8: Tolerated side effects and but had disease progression after two cycles of FOLFOX + the ‘new
drug’ The patient died due to the cancer | month later.

FOLFOX — FOLFIRI — BSC until death

Branch #9: Stopped FOLFOX after two cycles due to side effects and was then treated with FOLFIRI for
four cycles. There was disease progression. The patient received BSC and died 6 months later.

Branch #10: Stopped FOLFOX after two cycles due to side effects and was then treated with FOLFIRI.
There was a response to FOLFIRI and the patient went on to receive eight cycles. Upon progression,
the patient received BSC and died 22 months later.

Branch #1 |: Stopped FOLFOX after two cycles due to side effects and was then treated with FOLFIRI.
There was a response to FOLFIRI and the patient went on to receive eight cycles. Upon progression,
the patient received BSC and died 2 months later.

Branch #12: Stopped FOLFOX after two cycles due to side effects and was then treated with FOLFIRI for
two cycles. However, the patient died due to cancer progression within the first 2 months.

Branch #13: Tolerated side effects but had disease progression after four cycles of FOLFOX. The patient
was then treated with FOLFIRI for four cycles but the disease did not respond. The patient received
BSC and died 2 months later.

Branch #14: Tolerated side effects and responded FOLFOX. The patient went on to receive a total of 15
cycles of first line therapy. Upon progression, the patient went on to receive six cycles of FOLFIRI.
Upon progression, the patient was offered BSC and died 21 months later.

Branch #15: Tolerated side effects and responded FOLFOX. The patient went on to receive a total of 15
cycles of first line therapy. Upon progression, the patient went on to receive two cycles of FOLFIRI but
died 2 months later.

Branch #16: Tolerated side effects and but had disease progression after two cycles of FOLFOX. The
patient died due to cancer progression | month later.

10 months

28 months

8 months

4 months

6 months

29 months

I'l months

2 months

10 months

28 months

8 months

4 months

6 months

32 months

Il months

2 months

0.53 (0.46-0.60)

0.65 (0.57-0.87)

0.67 (0.58-0.76)

0.52 (0.42-0.62)

0.61 (0.55-0.68)

0.69 (0.61-0.76)

0.81 (0.74-0.89)

0.84 (0.75-0.94)

0.54 (0.47-0.62)

0.66 (0.59-0.74)

0.68 (0.59-0.77)

0.53 (0.43-0.63)

0.6 (0.55-0.68)

0.65 (0.57-0.73)

0.80 (0.72-0.87)

0.84 (0.75-0.94)

Abbreviations: FOLFOX = oxaliplatin + infusional 5-FU. FOLFIRI = irinotecan + infusional 5-FU, BSC = best supportive care.

?As presented in each branch of the decision analysis model.
PA quality of life score for a health state between 0 and |, with 0 =death and | = optimal health.
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Table 5. Sensitivity analysis on the unit price for the ‘new drug’

Sensitivity manoeuvre®

Price per dose

Base case

Lower and upper 95%CI of health state utilities for chemotherapy + the ‘new drug’

Changing cost of FOLFOX chemotherapy by +15%

Changing cost of FOLFIRI chemotherapy by +15%

Changing cost of BSC cost by +15%

Changing cost of ADR cost by +15%

Changing survival benefit of the ‘new drug’ from 1.4 to 3 months
Changing survival benefit of the ‘new drug’ from 1.4 to 6 months

€342

€318 to €733
€323 to €361
€340 to €344
€282 to €402
€339 to €345
€843

€2138

Abbreviations: FOLFOX = Oxaliplatin in combination with infusional 5-fluorouracil, FOLFIRI = Irinotecan in combination with infusional 5-fluorouracil,

BSC = best supportive care, and ADR =adverse drug reaction costs.

?For a target threshold of €78,300 per QALY when the new drug is added to FOLFOX chemotherapy.

consider the wealth of a nation but at the same time
provide price points for new agents that would provide
a return of investment to the innovating company.

In this study, we present a process that uses PE
modeling along with the WHO criteria for economic
value to determine price points for new cancer drugs.
Using mCRC patients from Spain as our case study, we
demonstrated that prices ranging from €843 to €2138
would be considered cost effective for a new drug that is
able to improve survival by 3-6 months, respectively.
Considering a drug like bevacizumab which provided
the clinical data for the case study, the price estimates
generated suggest that it has priced excessively, given
the modest 1.4-month survival gain and the lack of
quality of life data in mCRC patients.

Our proposed approach to drug pricing has several
advantages such as improved transparency to many
stakeholders and also the ability to link product perfor-
mance to price. We would also argue that it is prefer-
able to current draconian measures such as mandated
government price controls which may compromise
patent care and threaten innovation."" ' In the very
least, our proposed value-based pricing approach
provides the starting point for committed negotiations
between payers and the pharmaceutical industry.

There are a number of limitations in the application
of this technique that have to be discussed. For our
modeling strategy to be applied, a new drug must
demonstrate either an improvement in quality of life
over the standard of care or a survival of sufficient
magnitude to identify a final price point that would
be commercially viable for the manufacturer. Our
modeling exercise was theoretical using simple decision
analysis. For the proposed methodology to be viable,
complete data from randomized trials on a drug by
drug basis are required to conduct more robust
economic modeling such as Markov processes.
We used oncology nurses and pharmacists to provide
the utility data. Even though there are data suggesting
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that such a sample provides acceptable data for cost
utility studies,®® mCRC patients would have been pref-
erable. The objective of our analysis was to provide a
systematic process that would make important drugs
available to patients at a price that is considered to be
cost effective. This does not necessarily mean that
annual drug expenditures will be contained. True ther-
apeutic innovation requires an investment by society.
Therefore, increased spending for innovative drugs
should be expected and planned for by formulary com-
mittees. The budgetary planning process is also compli-
cated and many other factors such as price cuts from
the manufacturer during a drugs life cycle and the exis-
tence of lower priced alternatives need to be considered.
At the time of the publication, price cuts of up to 30%
for oxaliplatin and irinotecan were implemented in
Spain. However in our sensitivity analysis, the lowest
range in the cost of these drugs that we considered was
15%. Nevertheless, reductions of oxaliplatin and irino-
tecan costs of up to 30% would have only had a mini-
mal impact on our base case results because such costs
were not major drivers in estimating the final price
points for cost effectiveness.

Conclusions

A value-based pricing approach using PE modeling and
the WHO criteria for economic value is feasible and a
better alternative to government mandated price cuts.
The former approach would also be a good starting
point for opening dialogue between government
payers and the pharmaceutical industry because it
would link drug price to overall product performance.
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part of a PhD thesis.
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Introduction

Abstract

Rationale, aims and objectives Value-based pricing has recently been discussed by inter-
national bodies as a means to estimate a drug price that is linked to the benefits it offers
patients and society. The World Health Organization (WHO) has recommended using three
times a country’s per capita gross domestic product (GDP) as the threshold for economic
value. Using the WHO criteria, pharmacoeconomic modelling was used to illustrate the
application of value-based price towards bevacizumab, a relatively new drug that provides
a 1.4-month survival benefit to patients with metastatic colorectal cancer (mCRC).
Methods A decision model was developed to simulate outcomes in mCRC patients receiv-
ing chemotherapy * bevacizumab. Clinical data were obtained from randomized trials and
costs from Canadian cancer centres. Utility estimates were determined by interviewing 24
oncology nurses and pharmacists. A price per dose of bevacizumab was then estimated
using a target threshold of $CAD117 000 per quality adjusted life year gained, which is
three times the Canadian per capita GDP.

Results For a 1.4-month survival benefit, a price of $CAD830 per dose would be consid-
ered cost-effective from the Canadian public health care perspective. If the drug were able
to improve patient quality of life or survival from 1.4 to 3 months, the drug price could
increase to SCAD1560 and $CAD2180 and still be considered cost-effective.

Discussion The use of the WHO criteria for estimating a value-based price is feasible, but
a balance between what patients/governments can afford to pay and the commercial
viability of the product in the reference country would be required.

chemotherapy for metastatic colorectal cancer (mCRC) in the mid-
1990s was estimated to be less than SUS300 [7]. Ten years later,

Cancer remains a global health problem. In 2008, there were
approximately 7.4 million cancer deaths from the disease, which
was approximately 13% of deaths from all causes [1]. Given our
ageing population, the number of new cancer diagnoses are also
expected to increase over the next 20 years [2]. But encouragingly,
the number of cancer deaths has stabilized over the past 5 years
[2—4]. Part of this stabilization in overall mortality has been attrib-
uted to the clinical approval and availability of new cancer drugs
[4.5].

One defining feature of the newer oncology products is that they
are available at a substantially higher cost than traditional chemo-
therapy [6]. In one editorial, the cost of an 8-week course of

the costs for an 8-week regimen containing the monoclonal anti-
bodies bevacizumab or cetuximab ranged from $US21 000 to
$US31 000. These costs would be prohibitively high for most
patients in the USA without good health care insurance. In coun-
tries with socialized health care systems, either such drugs have
been rejected for reimbursement by national health care agencies
or patient access has been delayed or limited following initial
regulatory approval [5,8].

The challenge is that these incremental costs have to be taken
into context with gains in overall survival and improvements in
patient quality of life. In the 1990s when fluorouracil plus leucov-
orin was the only active chemotherapy regimen for mCRC, median

© 2010 Blackwell Publishing Ltd, Journal of E%.?pluati-::ln in Clinical Practice

85



JTEE—=—"""""""

Application of value-based pricing to cancer drugs

overall survival did not exceed 6 months [7]. With the emergence of
agents like bevacizumab and cetuximab, overall survival in combi-
nation with first line fluorouracil-based chemotherapy has now
exceeded 20 months [9,10]. Therefore as a society, we must deter-
mine what we are willing to pay for a life year gained [6].

Quality adjusted life years (QALY's) are a way of measuring the
total impact of a disease such as cancer. They include both quality
and the quantity of life and are used to quantify the relative benefit
of two competing medical interventions. Through the application
of pharmacoeconomic (PE) analysis, the incremental cost per
QALY gained between a new treatment and the standard of care is
then determined, which is then followed by a funding decision
[11]. Such evaluations are typically conducted once a new product
is approved for clinical use and the price per dose has been set.
However, PE may have an additional and perhaps more valuable
role in estimating or negotiating the price of the drug based on
societal value thresholds and before it becomes commercially
available. PE has been used for negotiating a final price for a few
cancer drugs assessed by the National Institute of Clinical Excel-
lence (NICE) of the United Kingdom (UK) [12]. Hence, this
approach can also be used to estimate a value-based price for the
drug prior to regulatory approval.

One of the major challenges against the use of PE analysis for
estimating a value-based drug price is in establishing the threshold
for value within a given country. Many nations have been reluctant
to publicly state such a figure because of the ethical issue of
placing a monetary value on human life. To address this, the World
Health Organization (WHO) has proposed to use multiples of a
country’s per capita gross domestic product (GDP) to establish
thresholds for economic value [13—15]. Products less than or equal
to the per capita GDP would be considered very cost-effective, one
to three times would be cost-effective and more than three times
would be cost-ineffective [13]. Using Canada as an illustration (i.e.
per capita GDP = $US39 000), the three-time threshold for cost-
effectiveness of new anticancer drugs would be approximately
$US117 000 per QALY gained [16]. For a lower income country
such as India (per capital GDP = $US3100), the cost per QALY
gained threshold would be $US9300.

The use of thresholds based on per capita GDP in combination
with PE modelling to establish a value-based price for a drug is
an interesting approach because it would determine a final price
based on the attributes of the product in terms of disease
response, survival and quality of life benefits. To illustrate the
application of this drug pricing strategy, PE modelling was used
in the current study to estimate the price of bevacizumab, a
cancer drug that is commercially available. However in this
analysis, bevacizumab was defined as the ‘new drug’. The clini-
cal scenario for the case study was bevacizumab in combination
with the first line chemotherapy for treatment of mCRC [17].
This agent was chosen because it has a high acquisition price and
its economic value has been questioned in recent PE studies
[18,19].

Methods

Economic model

The clinical and economic outcomes for mCRC were modelled
using the principles of decision analysis. mCRC was chosen
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because the sequential use of specific chemotherapy regimens is
well established. The current standard of care for the first line
treatment of mCRC is oxaliplatin in combination with infusional
5-fluorouracil (FOLFOX). In patients who have disease progres-
sion or intolerable toxicity, second line irinotecan in combination
with infusional 5-fluorouracil (FOLFIRI) is a recommended treat-
ment [20,21]. Data from a large randomized trial also verified that
sequential schedules of FOLFOX and FOLFIRI (or the reverse
order) are equally effective and have thus emerged as the first and
second line standard of care for patients with mCRC [22]. The
addition of an anti-vascular endothelial growth factor (VEGF)
such as bevacizumab at some point during chemotherapy for
mCRC has also been recommended by clinical practice guidelines
[23].

A decision model for the sequential treatment of mCRC with
FOLFOX (Z*an anti-VEGF agent) and then followed by FOLFIRI
upon disease progression was developed with the DATA software
(Treeage Software Inc., Williamstown, MA, USA) (Fig. 1). The
analytic timeframe was from the first cycle of FOLFOX chemo-
therapy until death and a Canadian health care system perspective
was taken. The primary outcome for measuring successful initial
therapy was clinical benefit, defined as complete tumour response
(CR), partial response (PR) or stable disease (SD) based on the
Response Evaluation Criteria in Solid Tumors. Three clinical
oncologists who had experience in colorectal cancer evaluated the
face and content validity of the model.

The model began at the decision node (square) where the first
line treatment choice would be either FOLFOX + ‘the new drug
(bevacizumab)’ or FOLFOX alone (Fig. 1). During the first two
cycles of chemotherapy, patients would be assessed for intoler-
able toxicity. For those patients with severe toxicity, first line
therapy would be discontinued in its entirety and second line
FOLFIRI would be offered until disease progression. Upon pro-
gression, all patients would receive best supportive care until
death. In contrast, patients who do not experience severe toxicity
from first line FOLFOX (= ‘the new drug’) would also receive
treatment until disease progression. They would then be offered
second line FOLFIRI alone and the ‘new drug’ would be discon-
tinued. Upon progression, all patients would receive best sup-
portive care until death (Fig.1). To simplify the modelling,
epidermal growth factor receptor (EGFR) inhibitors such as
cetuximab in mCRC patients with KRAS wild-type tumours
were not considered. Furthermore, such agents would be avail-
able to both treatments options in the model, so their inclusion
would not impact the final results.

Clinical data

The clinical data required to populate the model consisted of early
treatment discontinuations because of toxicity, achievement of
clinical benefit (CR + PR + SD), duration of clinical benefit, risk
of cancer-related death during active treatment and number of
chemotherapy cycles administered. These data were obtained
through a literature search of randomized trials evaluating
FOLFOX (=*bevacizumab) in the first line setting and second line
FOLFIRI in the treatment of mCRC. A literature search of
Medline, Embase and the Cochrane databases was performed from
2000 to 2010 for human clinical studies involving FOLFOX,
FOLFIRI and bevacizumab as first and second line therapy in

© 2010 Blackwell Publishing Ltd
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Figure 1 Decision analysis model for the treatment of metastatic colorectal cancer. ADR, adverse drug reaction costs; BSC, best supportive care; CR,
complete tumour response; D/C, discontinued; FOLFIRI, irinotecan in combination with infusional 5-fluorouracil; FOLFOX, oxaliplatin in combination
with infusional 5-fluorouracil; MCRC, metastatic colorectal cancer; PR, partial response; SD, stable disease.

mCRC. The primary objective of the review was to identify the
most up-to-date clinical data for populating the model. Care was
taken to avoid inclusion of duplicate publications.

Estimation of treatment costs

The analytic time period for this investigation was from the start of
first and second line sequential chemotherapy until disease pro-
gression and a Canadian health care system perspective was taken.
To estimate the direct overall cost of a cycle of FOLFOX and
FOLFIRI, a series of quantitative interviews were conducted with
oncology nurses and pharmacists who had experience in managing
colorectal cancer patients and in the preparation and administra-
tion of infusional 5-fluorouracil, oxaliplatin, irinotecan and beva-
cizumab in this patient population. Overall, 12 health care
professionals from three distinct cancer centres (four from each
centre) were interviewed to determine the direct resource require-
ments for FOLFOX, FOLFIRI and bevacizumab. For each chemo-
therapy protocol, a standardized data collection form was used to
collect such items as drug dosage, materials and pharmacy time
required for chemotherapy preparation, prophylactic medication,
laboratory and diagnostic tests, physician visits, nursing time to
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administer treatment and all other relevant hospital resource
requirements.

In addition to direct costs for drug acquisition, preparation,
administration and monitoring, ancillary health care resources
required by these patients were also quantified. These include
costs for interventions to manage grade III/IV side effects, pallia-
tive care costs such as radiation for bone pain, blood transfusions
and recombinant erythropoietin for severe anaemia (in some
patients), analgesics for pain control and physician costs. In addi-
tion, it was assumed that all patients would receive home health
care visits or hospice care. These additional data were obtained
from the three colorectal cancer oncologists through a standard-
ized data collection form.

Costs for drugs, materials and other related hospital resources
(e.g. laboratory and diagnostic tests) were obtained from the
University Health Network, 2010. Physician’s fees for service
were obtained from the Schedule of Benefits: Physician Services
under the Health Insurance Act, Ontario Ministry of Health,
2008. Costs from non-Canadian sources were converted and
updated into 2010 Canadian dollars using the consumer price
index for health care as reported by Statistics Canada
($CAD1 = $USI, as of June 2010).
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Treatment preferences and health state utilities

The health-related quality of life values measured in the analysis
were patient preferences for alternative health outcomes, as
depicted in the decision analytic model (Fig. 1). In the current
study, quality-adjusted life periods were measured as ‘healthy
months equivalent’ for the time spent in each outcome of the
decision model using the Time Trade-off technique [24,25].
Healthy month equivalence scores measure patient utilities for a
given health state. A lower healthy month equivalence for the total
time spent in a given health state suggests poorer quality of life
during that time period (e.g. a time period when a cancer progres-
sion occurs). The scores in months were then converted to utility
measures between 0 and 1, where O represented death and 1 was a
state of perfect health or optimal quality of life. Gains in healthy
month equivalence were also converted into QALY's by dividing
by 12 months and then entered into the associated branches of the
decision analysis model.

Intuitively, the ideal population for measuring health state utili-
ties and treatment preferences should be cancer patients with the
disease in question who are in a position to receive the new
treatment. However, it has been recommended in the Canadian
Guidelines for Economic Evaluations and by the Panel on Cost-
Effectiveness in Health and Medicine of the United States that
treatment preferences be measured from members of the general
public who are potential candidates of the new medical interven-
tion [11,26]. However based on our experience, members of the
general public have difficulty in understanding cancer-related
utility questionnaires. As a compromise, a patient surrogate group
was used that would provide insight from both the perspective of
the patient and members of the general public. There is also evi-
dence in the oncology literature to suggest that nurses are suitable
patient surrogates for objective outcomes, and that utility estimates
derived from such a sample do not substantially alter the findings
of cost utility studies [27,28]. Therefore, a patient surrogate
sample consisting of 24 oncology nurses provided utility values
for the model. With a sample of 24 respondents, healthy month
equivalence was measured with a precision of 1.0 month, with a
95% probability.

After informed consent was obtained, each participant was
interviewed for 30 to 45 minutes by trained local field investiga-
tors. Respondents were presented with information on FOLFOX,
bevacizumab and FOLFIRI consisting of the methods of adminis-
tration, efficacy and the side effects reported in the literature. The
interview was then continued with a description of the 16 health
states and the length of time a patient would live in each health
state (Fig. 1). The respondents were then asked how many months
of ‘optimal health’ they considered being equivalent to the time
spent in each of the less than optimal health states described in the
model. These measures were then used to weigh each branch of the
model by the quality of life experienced by a patient living through
that time period. An identical process was used for each of the 16
outcomes (Fig. 1).

A standardized questionnaire supported by printed interview
tools with graphical displays was used to facilitate the participant’s
understanding of the Time Trade-off technique. To minimize the
framing effect, all pathways were presented in a consistent manner
pictorially. Demographic data were also collected from each par-
ticipant, and consisted of years of oncology and colorectal cancer
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experience, involvement in the development of systemic treatment
guidelines for colorectal cancer, familiarity with the cost of anti-
cancer drugs and family history of colorectal cancer.

Value-based pricing using cost utility analysis

The clinical, economic and respondent utility data were then com-
bined into a cost—utility analysis to estimate a price per dose for the
‘new drug’ in the first line treatment of mCRC. The base case
analysis assumed that the addition of the bevacizumab to standard
chemotherapy would provide a survival benefit of 1.4 months (vide
infra). The primary objective of the analysis was to estimate a
price for the ‘new drug’ using a targeted incremental cost of
$US117 000 per QALY gained, which is three times the Canadian
per capita GDP [16]. Indirect costs were not included because
there was no data available on the association between bevaci-
zumab usage and indirect cost avoidance. Future costs and benefits
were not discounted because of the short time periods involved.
However, the stability of the baseline results was evaluated by a
one-way sensitivity analysis. This consisted of substituting the
95% confidence intervals (CI) for the health state utilities as well
as variations in the overall survival benefit and costs of care.
Overall survival was increased by approximately two and four
times to account for gains that are considered clinically relevant
for new drugs in mCRC. Costs of care were varied by *15% to
capture any potential differences across the country.

Results

Two randomized trials were identified that provided the required
data for the decision model (Table 1). The first trial evaluated
FOLFOX or a clinically similar regimen XELOX (capecitabine
plus oxaliplatin) *bevacizumab in the first line treatment of
mCRC [10]. A total of 1401 patients were randomized to
receive FOLFOX/XELOX + bevacizumab (n = 699) or FOLFOX/
XELOX + placebo (n=701). The interaction between FOLFOX
and XELOX on the primary clinical endpoint was not statistically
significant (P = 0.70) thereby justifying the combining of patients
who received FOLFOX and XELOX [10]. Median progression
free survival was 9.4 months in the bevacizumab group compared
to 8.0 months with placebo (Hazard = 0.83; P = 0.023) resulting in
a survival gain of 1.4 months (P = 0.077). Overall, 30% of patients
in the bevacizumab group required a permanent treatment discon-
tinuation because of adverse events compared to 20% in the
control (Table 1). Approximately 2% and 1% of patients died
during treatment with bevacizumab and placebo (Table 1).

Data on the safety and efficacy of second line FOLFIRI follow-
ing first line FOLFOX was obtained from a randomized sequential
trial reported by Tournigand et al. [22]. Patients were randomized
to receive sequential FOLFOX followed by FOLFIRI upon pro-
gression or the reverse sequence (Table 1). There was no
significant difference in progression free and overall survival
(FOLFOX-FOLFIRI=21.5 vs. FOLFIRI-FOLFOX =20.6
months; P =0.99) between the two sequences [22]. With second
line FOLFIRI, 51% of patients experienced disease progression
for an overall progression free survival of 2.5 months, respectively
[22]. Approximately 3% of patients died within the first 60 days of
second line FOLFIRI (Table 1).

© 2010 Blackwell Publishing Ltd
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Table 1 Published randomized trials providing

o . Reference
clinical data to populate the economic model

Treatment arms Clinical outcomes

Saltz et al.,
(2008) [10]

Tournigand et al.,
(2004) [23]

FOLFOX/XELOX +
bevacizumab

Disease progression = 29%

Median PFS = 9.4 months

Median duration of response = 8.45 months
Overall survival =21.3 months
Treatment discontinuations = 30%
Death during treatment =2%

Serious side effects (grade Ill/IV) = 16%
Specific grade I1l/IV side effects

Deep vein thrombosis = 8%

Diarrhea = 18%

Bleeding =2%

Neutropenia = 50%

Disease progression = 47%

Median PFS = 8.0 months

Median duration of response = 7.4 months
Overall survival = 19.9 months
Treatment discontinuations = 20%
Death during treatment=1%

Serious side effects (grade [ll/IV) = 8%
Specific grade I1l/IV side effects

Deep vein thrombosis = 5%
Diarrhea=11%

Bleeding = 1%

Neutropenia = 44%

Disease progression =51%

Death during treatment = 3%

Median PFS = 10.9 months

Median number of cycles =6

FOLFOX/XELOX +
placebo

Second Line
FOLFIRI

PFS, progression free survival; FOLFOX, oxaliplatin in combination with infusional 5-fluorouracil;
FOLFIRI, irinotecan in combination with infusional 5-fluorouracil; XELOX, capecitabine plus

oxaliplatin.

Estimation of treatment costs

A'total of 12 respondents with experience in chemotherapy admin-
istration in patients with mCRC were interviewed to estimate the
resource utilization. Among the 12 respondents, the median dura-
tion of chemotherapy experience in mCRC was 14.6 years
(range =35 to 33 years). Respondents for the interviews were
selected from three different cancer centres to ensure a wide range
of treatment settings. All 12 respondents had direct experience
with FOLFOX, FOLFIRI and bevacizumab.

The resource requirement data for each protocol collected
through the case report forms were then combined with the unit
cost estimates to determine the cost per cycle. FOLFOX at
$CAD2121 had the lowest cost per cycle followed by FOLFIRI at
$CAD684 (Table 2). Additional costs required to populate the
model which included costs for the management of severe toxicity,
administration of the bevacizumab and best supportive care are
presented in Table 3. These estimates were then incorporated into
the decision model for the subsequent pricing analysis.

Health state utility assessments

The second component required for the cost—utility analysis was
health state utilities for the time period spent in each of the 16
health states (Fig. 1). Utilities for each outcome were estimated
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Table 2 Mean cost per cycle of FOLFOX and FOLFIRI

Resource item* FOLFOX ($CAD) FOLFIRI ($CAD)
Drug acquisition* 1530.00 179.00
Ancillary drugs’ 163.10 89.13
Preparation and 339.19 331.36
administration®

Patient monitoring® 88.70 84.42

Protocol start up costs' 199.07 213.63

Total cost per cycle (95%Cl) 2121 (1919-2326) 684 (601-768)

*Assuming a 60-kg patient.

"Includes standard premedication and antimetics.

Includes materials, supplies, personnel, chemotherapy unit stays and
physician visits.

Standard laboratory and diagnostic tests.

TThese costs are a one-time cost in order to prepare the patient for the
associated chemotherapy protocol. In the case of FOLFOX and FOLFIRI,
preparations and materials for infusional 5-fluorouracil made up the bulk
of the costs. For the economic analysis, the start-up costs were only
applied once over the estimated median number of cycles delivered.
Thus avoiding double counting.

FOLFOX, oxaliplatin in combination with infusional 5-fluorouracil;
FOLFIRI, irinotecan in combination with infusional 5-fluorouracil.
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Table 3 Hospital costs for the treatment of metastatic colorectal cancer
in Canada

Recourse item Public hospitals

FOLFOX chemotherapy* $CAD2121/cycle

FOLFIRI chemotherapy’ $CAD684/cycle

Cost for a permanent chemotherapy $CAD2312
discontinuation because of toxicity*

Cost to administer the ‘new drug’ after $CAD60.50
FOLFOX chemotherapy

Cost of best supportive care® $CAD1233/month

*Oxaliplatin in combination with infusional 5-fluorouracul. Cost per cycle
includes resources for drug administration and routine patient
monitoring.

Irinotecan in combination with infusional 5-fluorouracil.

*Patients would be admitted for 3 days for the management of side
effects and for reassessment. The main toxicities leading to a discon-
tinuation were assumed to be either febrile neutropenia of grade I1/IV or
diarrhoea.

SAfter failing two lines of chemotherapy, patients would receive best
supportive care on an outpatient basis until death. These resources
were obtained from a survey of three medical oncologists and consisted
of monthly patient needs such as radiation therapy, blood transfusions,
analgesics and home care.

FOLFOX, oxaliplatin in combination with infusional 5-fluorouracil;
FOLFIRI, irinotecan in combination with infusional 5-fluorouracil.

from a sample of 24 respondents, consisting of oncology nurses
(n=12) and pharmacists (n = 12). The sample had a mean age of
41.3 years and an average of 11.1 years of direct oncology expe-
rience (range 0-23 years) and all but one had experience in the
treatment of colorectal cancer patients. In addition, 20 of 24
(83.3%) respondents had direct clinical experience in the admin-
istration and follow-up care associated with FOLFOX (mean
years = 4.9) and FOLFIRI (mean years = 4.8) chemotherapy. Fur-
thermore, 83.3% and 58.3% had experience with the newer tar-
geted therapies bevacizumab and cetuximab. Lack of drug cost
knowledge could affect treatment preferences. Respondents were
asked to state their knowledge of costs for modern oncology drugs.
The findings revealed that 91.7% were ‘very familiar’ or ‘some-
what familiar’ with the cost of drugs used to treat cancer. The final
series of demographic questions focused on respondent’s family
history of colorectal cancer. The findings revealed that 3 of 24
(12.5%) subjects had a positive family history for colorectal
cancer. Therefore, the above data suggests that the respondent
sample was well informed about mCRC and able to provide mean-
ingful health state utility estimates.

The health state utilities from the oncology nurses are presented
in Table 4. The results suggested that patient utilities were most
influenced by the severity of side effects, the speed of disease
progression and the risk of rapid cancer death. The health states
with the lowest utilities (i.e. branches 4, 8, 12 and 16 of the model
— Fig. 1) were those where first line therapy had to be stopped
because of severe toxicity, and the patient then had an early pro-
gression during second line treatment followed by rapid cancer
death. It was also interesting to note that in all of the related
scenarios, branches that included treatment with the ‘new drug’
had comparable health state utilities to those where chemotherapy
alone was given (Table 4). The interpretation is that respondents
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were more concerned with achieving a disease response than the
inconvenience and the added risk of toxicity with the ‘new drug’.
Therefore, they were willing to endure added toxicity from the
addition of the ‘new drug’.

Value-based pricing analysis

The outcomes data from the clinical trial, the estimated costs
associated with each treatment and the health state utility estimates
were combined for a value-based pricing analysis. The price for
one dose of the ‘new drug’ was then varied until the incremental
cost-effectiveness ratio reached a threshold of $CAD117 000 per
QALY gained. Using this approach from the public health care
system perspective, the base case analysis suggested that a price
per dose of $CAD830 would be considered cost-effective for
Canada according to the WHO criteria [13-15].

A series of one-way sensitivity analyses were then conducted
using the upper 95% CI for the health state utilities, variations in
treatment costs and overall survival benefit. When the costs of
chemotherapy, best supportive care and side effects management
were varied by *15%, the impact on the base case finding was
negligible (Table 5). The two biggest factors to impact the base
case findings were the health state utilities associated with the
‘new drug’ and the overall survival gain. The price rose to
$CAD1560 per dose when the upper 95% CI of the health state
utilities for the new drug were applied to the model. Increasing the
overall survival benefit from 1 to 3 and then 6 months allowed the
drug price to increase to $CAD2180 and $CAD3430 while pro-
viding the same cost per QALY.

Bevacizumab is available in Canada and the price is approxi-
mately $CAD2250 per dose (7.5 mg kg™ for a 60 kg patient at a
price of $CAD5.00 mg kg™') for an average mCRC patient. A
sensitivity analysis was conducted where the current price of beva-
cizumab was applied to the model. The results revealed that the
incremental cost per QALY gained would be $CAD224 000, well
above the $CADI117 000 WHO recommended threshold. In
summary, the sensitivity analyses suggested that a price of
approximately $CAD830 per dose for a ‘new drug’ that would
prolong patient survival by 1.4 months would be considered cost-
effective in Canada using the WHO criteria for value. This price
could be adjusted upwards if a new drug was able to enhance
patient quality of life or extend survival to 3 or 6 months.

Discussion

In many countries around the world, health care costs have been
rising beyond the rate of inflation [29,30]. The main components
of health care expenditures are costs for physicians, hospital ser-
vices and pharmaceuticals. Among these three, the latter is an
identifiable and easy source for initial cost containment initiatives.
This has certainly been the case in many European countries, as
they struggle to contain rising health care costs. In Spain and
Greece, the respective governments recently legislated price cuts
of up to 23% of branded products [31,32]. Annual drug expendi-
tures in Spain were approximately 12.5 billion euros in 2009, a
4.4% increase from the previous year [32]. Therefore, it was pro-
jected that these price cuts would save the national health care
system 1.3 billion euros [32]. France has also announced price cuts
for both branded and generic products [33]. However, more con-
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Sixteen health outcomes evaluated in the decision model

Time in health
state* (months)

Utility estimate’
[mean (95% CIl)]

FOLFOX + ‘new drug’ — Folfiri — BSC until death

Branch #1: Stopped FOLFOX + the ‘new drug’ after 2 cycles due to side effects and was then treated
with FOLFIRI for 4 cycles. There was disease progression. The patient received BSC and died 6
months later.

Branch #2: Stopped FOLFOX + the ‘new drug’ after 2 cycles due to side effects and was then treated
with FOLFIRI. There was a response to FOLFIRI and the patient went on to receive 8 cycles. Upon
progression, the patient received BSC and died 22 months later.

Branch #3: Stopped FOLFOX + the ‘new drug’ after 2 cycles due to side effects and was then treated
with FOLFIRI. There was a response to FOLFIRI and the patient went on to receive 8 cycles. Upon
progression, the patient received BSC and died 2 months later.

Branch #4: Stopped FOLFOX + the ‘new drug’ after 2 cycles due to side effects and was then treated
with FOLFIRI for 2 cycles. However, the patient died due to cancer progression within the first 2
months.

Branch #5: Tolerated side effects but had disease progression after 4 cycles of FOLFOX + the ‘new
drug’. The patient was then treated with FOLFIRI for 4 cycles but the disease did not respond. The
patient received BSC and died 2 months later.

Branch #6: Tolerated side effects and responded FOLFOX + the 'new drug’. The patient went on to
receive a total of 17 cycles of first line therapy. Upon progression, the patient went on to receive 6
cycles of FOLFIRI. Upon progression, the patient received BSC and died 21 months later.

Branch #7: Tolerated side effects and responded FOLFOX + the 'new drug’. The patient went on to
receive a total of 17 cycles of first line therapy. Upon progression, the patient went on to receive 2
cycles of FOLFIRI but died 2 months later.

Branch #8: Tolerated side effects and but had disease progression after 2 cycles of FOLFOX + the ‘new
drug’. The patient died due to the cancer one month later.

FOLFOX — FOLFIRI — BSC until death

Branch #9: Stopped FOLFOX after 2 cycles due to side effects and was then treated with FOLFIRI for 4
cycles. There was disease progression. The patient received BSC and died 6 months later.

Branch #10: Stopped FOLFOX after 2 cycles due to side effects and was then treated with FOLFIRI.
There was a response to FOLFIRI and the patient went on to receive 8 cycles. Upon progression, the
patient received BSC and died 22 months later.

Branch #11: Stopped FOLFOX after 2 cycles due to side effects and was then treated with FOLFIRI.
There was a response to FOLFIRI and the patient went on to receive 8 cycles. Upon progression, the
patient received BSC and died 2 months later.

Branch #12: Stopped FOLFOX after 2 cycles due to side effects and was then treated with FOLFIRI for
2 cycles. However, the patient died due to cancer progression within the first 2 months.

Branch #13: Tolerated side effects but had disease progression after 4 cycles of FOLFOX. The patient
was then treated with FOLFIRI for 4 cycles but the disease did not respond. The patient received
BSC and died 2 months later.

Branch #14: Tolerated side effects and responded FOLFOX. The patient went on to receive a total of 15
cycles of first line therapy. Upon progression, the patient went on to receive 6 cycles of FOLFIRI.
Upon progression, the patient was offered BSC and died 21 months later.

Branch #15: Tolerated side effects and responded FOLFOX. The patient went on to receive a total of 15
cycles of first line therapy. Upon progression, the patient went on to receive 2 cycles of FOLFIRI but
died 2 months later.

Branch #16: Tolerated side effects and but had disease progression after 2 cycles of FOLFOX. The
patient died due to cancer progression one month later.

10 0.671 (0.54-0.68)
28 0.63 (0.55-0.72)
8 0.65 (0.57-0.73)
4 0.47 (0.37-0.88)
6 0.61 (0.51-0.72)
29 0.72 (0.63-0.81)
11 0.69 (0.62-0.76)
2 0.44 (0.32-0.56)
10 0.64 (0.57-0.70)
28 0.63 (0.55-0.72)
8 0.69 (0.62-0.76)
4 0.49 (0.38-0.60)
6 0.62 (0.51-0.72)
32 0.68 (0.56-0.80)
11 0.71 (0.64-0.78)
2 0.44 (0.32-0.56)

*As presented in each branch of the decision analysis model.
A quality of life score for a health state between 0 and 1, with 0 = death and 1 = optimal health.

FOLFOX, oxaliplatin in combination with infusional 5-fluorouracil; FOLFIRI, irinotecan in combination with infusional 5-fluorouracil; BSC, best

supportive care.

cerning to the pharmaceutical industry is that Germany and the UK
plan to introduce a value-based drug pricing scheme where the
final price will be linked to the clinical and economic value that the
drug offers to society [34,35].

In the UK for instance, there is legislation that regulates profit but
not prices. Itis not clear what the new scheme will look like, but new
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product pricing will likely be based on the therapeutic value that it
brings to patients and the National Health Service because part of
the proposal was to reform NICE and move to a system of value-
based pricing [35]. If administered by NICE, itis likely that this new
pricing scheme will revolve around the incremental cost per QALY
where the current value-based threshold is £30 000 per QALY
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Table 5 Sensitivity analysis on the unit price for the ‘new drug’

Price per

Sensitivity manoeuvre* dose ($CAD)
Base case 830
Upper 95% CI of health state utilities for 1560

chemotherapy + the 'new drug’
Changing cost of FOLFOX chemotherapy by +15% 785-875
Changing cost of FOLFIRI chemotherapy by +15% 825-835
Changing cost of BSC cost by +15% 783-877
Changing cost of ADR cost by +15% 784-877
Changing survival benefit of the 'new drug’ from 1.4 to 2180

3 months
Changing survival benefit of the ‘'new drug’ from 1.4 to 3430

6 months

*For a target threshold of $CAD117 000 per QALY when the new drug
is added to FOLFOX chemotherapy.

FOLFOX, oxaliplatin in combination with infusional 5-fluorouracul;
FOLFIRI, irinotecan in combination with infusional 5-fluorouracul; BSC,
best supportive care; ADR, adverse drug reaction costs.

gained, which is equivalent to approximately $US50 000 [36]. This
latter threshold for value, which was based on a 1982 valuation, is
now equivalent to approximately $US197 000 per QALY in 2007
US dollars (after a 5.5% annual adjustment in health care inflation)
[13]. However, the $US50 000 threshold continues to be used and
quoted in the PE literature. If the new value-based pricing scheme
proposed by the UK government will revolve around the use of PE
modelling and a cost per QALY gained, a more up to date value
threshold will need to be identified.

To provide insight on alternative value thresholds, we used the
criteria for value recommended by the WHO. The advantage of
using the proposed WHO threshold is that the wealth of an indi-
vidual country is taken into consideration. Therefore, the price for
the same drug would be proportionally less in lower income coun-
tries compared to wealthier nations. In this study, we assessed the
feasibility of our proposed value-based pricing scheme to estimate
a price for bevacizumab, a drug that provides a 1.4-month survival
benefit when added to chemotherapy in the first line treatment of
mCRC.

The primary analysis was conducted from the Canadian public
health care system perspective using the WHO criteria for cost-
effectiveness. In the base case analysis and in most of the scenarios
evaluated, a price of approximately SCAD830 per dose was sug-
gested by the data as being cost-effective. If the drug were able to
improve patient quality of life above the standard of care or sur-
vival from 1.4 to 3 months, the drug price could increase to
$CAD1560 and $CAD2180 and still be considered cost-effective.
These findings indicate that the two most important factors driving
the cost-effectiveness of any new cancer drug is its ability to
significantly improve quality and quantity of life. Therefore, these
should be the primary and secondary end points of randomized
trials of new cancer agents because they are the two main drivers
for optimizing drug price.

What is interesting to note is that the outcomes generated in this
study are approximately 60% lower than the current price of beva-
cizumab in Canada (i.e. $CAD2250 per dose). Had a value-based
pricing scheme using the WHO value thresholds been applied to this
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agent, a substantially lower price would have been proposed by
government payers. Such a price would have at least been the
starting point for negotiations between public payers and the manu-
facturer. This would be preferable to government mandated price
cuts that are currently ongoing in many European countries. Not-
withstanding, a price less than SCAD1000 per dose may be unten-
able for newer anticancer drugs currently under investigation
because research and development (R&D) costs for bringing a
product to market now exceed $CAD800 million [37]. Therefore, it
is unlikely that a value-based pricing scheme will be able to
mandate such large price reductions without affecting investment
into R&D.

There are a number of limitations in the application of this
technique that have to be discussed. Our modelling exercise was
theoretical using simple decision analysis and applied to a drug that
is already comerically available. For the proposed methodology to
be viable, complete data from randomized trials on a drug by drug
basis is required to conduct more robust economic modelling such
as Markov processes. mCRC patients who have KRAS wild-type
tumours would be offered EGFR inhibitors (e.g. cetuximab) fol-
lowing first line chemotherapy [38]. However, the inclusion of these
agents would have unnecessarily complicated the model and would
not have altered the final results. Many of the newer cancer drugs
such as bevacizumab, cetuximab and panitumumab that have been
introduced into clinical practice for mCRC have not demonstrated
asignificantimprovement in patient quality of life and their survival
benefit has been less than 3 months [20,39,40]. For our modelling
strategy to provide drug prices that are commercially viable for the
manufacturer, a new drug must demonstrate either an improvement
in quality of life over the standard of care or a survival of sufficient
magnitude (i.e. at least 3 months).

Conclusions

The intent of our analysis was to provide a systematic process that
would make important cancer drugs available at prices that are
considered to be cost-effective. This does not necessarily mean
that annual drug expenditures will be contained. True therapeutic
innovation requires an investment by society. Therefore, increased
spending for innovative drugs should be expected and planned for
by formulary committees. The use of the WHO criteria for setting
value thresholds is feasible, but it does not necessarily ensure the
commercial viability of the product in the reference country.
Therefore, the final threshold used for value-based pricing should
have input from all of the key stakeholders.
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ABSTRACT

Background: Decision analysis (DA) is commonly used to perform economic
evaluations of new pharmaceuticals. Using multiples of Malaysia’s per capita 2010
GDP as the threshold for economic value as suggested by the World Health
Organization (WHO), DA was used to estimate a price per dose for bevacizumab in
Malaysia, a drug that provides a 1.4 month survival benefit in metastatic colorectal
cancer (MCRC).

Methods: A decision model was developed to simulate progression free and overall
survival in mCRC patients receiving chemotherapy with and without bevacizumab.
Costs for chemotherapy and side effects management were obtained from both public
and private hospitals in Malaysia. Utility estimates measured as QALYs were
determined by interviewing 24 oncology nurses using the Time Trade-Off technique.
The price per dose was then estimated using a target threshold of $44,400 per quality-
adjusted life year gained, which is three times the Malaysian per capita GDP.

Results: A cost effective price for bevacizumab could not be reached because of the
short survival benefit provided. If the drug were able to improve survival from 1.4 to 3 or
6 months, then the price per dose could be $U.S.567 and $U.S.1,258 and be
considered cost effective according to the WHO criteria.

Conclusions: The use of decision modelling for estimating drug price is a powerful
technique to ensure value for money. Such information can be of value to both drug
manufacturers and formulary committees because it would facilitate negotiations for

value-based pricing in a given jurisdiction.

Key Words: drug pricing, cost analysis, chemotherapy, value
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INTRODUCTION

The rapid growth of healthcare expenditures has led to increased interest in
economic evaluations of healthcare programmes." This is particularly true for
pharmaceuticals, which constitute a substantial portion of the healthcare budget.? The
basic premise of pharmacoeconomic evaluations is to compare the costs and
consequences of alternative pharmaceutical interventions and determine which
treatment offers the best value for money.> There are several methods available to
evaluate economic efficiency of health care interventions.>* All of the approaches
measure costs in monetary terms, but differ in the way that consequences are
evaluated.

Decision analysis modelling is a systematic process to assess appropriate courses
of action in the presence of multiple uncertainties.® It is one of the most commonly used
methods for conducting pharmacoeconomic evaluations (PE) and the outcomes are
typically presented as the incremental cost per quality-adjusted life year (QALY) gained.
This is then compared against the value threshold set by national formulary committees.
As an illustration, the National Institute of Clinical Excellence (NICE) of the United
Kingdom has established the threshold for drug coverage at £30,000 per QALY gained.®
In the Netherlands, the unofficial threshold is €18,000 per QALY.” However, these
thresholds for economic value do not reflect the wealth of the nation.

To address this, the World Health Organization (WHO) has proposed to use
multiples of a country’s per capita gross domestic product (GDP).2° Based on the WHO

criteria, products more than three times the GDP would be cost ineffective.®® Using
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Malaysia as an illustration (i.e. per capita GDP for 2010 = $U.S.14,800), the threshold
for cost effectiveness of new drugs would be $U.S.44,400 per QALY.™

Most PE are conducted with an established product price to estimate the cost per
QALY gained. However, PE analyses can also be very informative to determine a drug
price given recommended thresholds for economic value. To illustrate one application
of PE for this purpose, we used decision analysis modeling to estimate a price for a
cancer drug in Malaysia using the WHO criteria for cost effectiveness. The drug
selected as the case study was bevacizumab, an agent that provides a 1.4 month
survival gain when added to first line chemotherapy in patients with metastatic
colorectal cancer (mCRC)." Bevacizumab was chosen because it has a high

acquisition cost and its economic value has been questioned in recent PE studies.'®'
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METHODS
Economic Model

mCRC was chosen for this analysis because the sequential use of specific
chemotherapy regimens is well established. In patients with mCRC, randomized trials
have demonstrated that irinotecan (FOLFIRI) or oxaliplatin (FOLFOX) in combination
with infusional 5-fluorouracul (5-FU) and leucovorin are highly active and superior to the
previous standard of 5-FU/leucovorin alone." ' Data from a large randomized trial also
verified that sequential schedules of FOLFOX and FOLFIRI (or the reverse order) are
equally effective and have thus emerged as the first and second line standard of care
for patients with mCRC."® Clinical practice guidelines also recommend the addition of
an antivascular endothelial growth factor (VEGF) such as bevacizumab at some point
during chemotherapy for mCRC."”” FOLFOX, FOLFIRI and bevacizumab are all
available in Malaysia.

The two most commonly used methods to model the clinical and economic
consequences of cancer therapy are decision trees and Markov modelling. The former
method is most commonly used in situations where uncertainly arises once over a
period of time. However in cases where events occur repeatedly, Markov processes
are better able to capture the uncertainties that are faced iteratively.'® However, one of
the disadvantages of Markov modelling is their need for a high level of detailed data. To
construct a Markov model of multiple cycles of FOLFOX and FOLFIRI, disease
progression and toxicity data would be required for each cycle of chemotherapy.

Unfortunately, such data was not available from the published clinical trials. Since only
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aggregate data were available (i.e. median number of cycle of chemotherapy), a
decision tree approach was used for the current study.

A decision model for the sequential treatment of mMCRC with FOLFOX (+ an anti-
VEGF) followed by FOLFIRI upon disease progression was developed with the DATA
software (Treeage Software Inc.) (Figure 1). The analytic timeframe was from the first
cycle of FOLFOX chemotherapy until death and a Malaysian health care system
perspective (both public and private) was taken. The primary outcome for measuring
successful initial therapy was clinical benefit, defined as complete tumour response
(CR), partial response (PR) or stable disease (SD) based on the Response Evaluation
Criteria in Solid Tumors [RECIST]). Three clinical oncologists, each with experience in
treating colorectal cancer, evaluated the face and content validity of the model.

The model began at the decision node (square) where the first line treatment choice
would be either FOLFOX + “the new drug (bevacizumab)” or FOLFOX alone (Figure 1).
During the first two cycles of chemotherapy, patients would be assessed for intolerable
toxicity. For those patients with severe toxicity, first line therapy would be discontinued
in its entirety and second line FOLFIRI would be offered until disease progression. Upon
progression, all patients would receive best supportive care until death. In contrast,
patients who did not experience severe toxicity from first line FOLFOX (+ “the new
drug”) would continue receiving treatment until disease progression. They would then
be offered second line FOLFIRI alone and bevacizumab would be discontinued. Upon
progression, all patients would receive best supportive care until death (Figure 1).
Epidermal growth factor receptor (EGFR) inhibitors such as cetuximab in mCRC

patients with KRAS wild type tumours were not considered because we did not want to
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over complicate the modeling. Furthermore, such agents would be available to both

treatments options in the model, so their inclusion would not impact on the final results.

Clinical Data

The clinical data required to populate the model consisted of early treatment
discontinuations because of toxicity, achievement of clinical benefit (CR+PR+SD),
duration of clinical benefit, risk of cancer related death during active treatment and
number of chemotherapy cycles administered. These data were obtained through a
literature search of randomized trials evaluating FOLFOX (+ bevacizumab) in the first
line setting and second line FOLFIRI in the treatment of MCRC. Two randomized trials
were identified that provided the required data for the decision model (Table 1). The
first trial evaluated FOLFOX or a clinically similar regimen XELOX (capecitabine plus
oxaliplatin) £ bevacizumab in the first line treatment of mCRC."" A total of 1,401
patients were randomized to receive FOLFOX/XELOX + bevacizumab (n=699) or
FOLFOX/XELOX + placebo (n=701). The interaction between FOLFOX and XELOX on
the primary clinical endpoint was not statistically significant (p=0.70) thereby justifying
the decision to combine patients who received FOLFOX and XELOX. Median
progression free survival was 9.4 months in the bevacizumab group compared to 8.0
months with placebo (HR=0.83; p=0.023) resulting in a 1.4 month survival benefit."
Overall, 30% of patients in the bevacizumab group required a permanent treatment
discontinuation because of adverse events compared to 20% in the control (Table 1).
Approximately 2% and 1% of patients died during treatment with bevacizumab and

placebo (Table 1).
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Data on the safety and efficacy of second line FOLFIRI following first line FOLFOX
was obtained from a randomized sequential trial reported by Tournigand et al., (2004),
Patients were randomized to receive sequential FOLFOX followed by FOLFIRI upon
progression or the reverse sequence (Table 1). There was no significant difference in
progression free and overall survival (FOLFOX - FOLFIRI = 21.5 vs. FOLFIRI —
FOLFOX = 20.6 mon; p=0.99) between the two sequences.'® With second line FOLFIRI,
51% of patients experienced disease progression for an overall progression free
survival of 2.5 months respectively.16 Approximately 3% of patients died within the first

60 days of second line FOLFIRI (Table 1).

Estimation of Treatment Costs

Malaysia's healthcare system is composed of a public and private sector.
Physicians are required to complete three years of service in public hospitals throughout
the nation, ensuring there is adequate coverage for the general population. With
respect to drug access, patients treated under the private system typically have access
to a greater selection of therapies than those managed under the public system.
However, drug prices and costs for hospital resources tend to be higher in private than
in public hospitals. As results, an analysis was performed for patients treated under the
public and private systems.

The duration of investigation ran from the start of first and second line sequential
chemotherapy therapy until death. Health care resources and costs for anticancer
drugs, materials, patient monitoring and other related hospital resources (e.g.

laboratory, diagnostic tests and best supportive care) were obtained from two private
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and two public health care institutions using a standardized data collection form. The
costs collected in the study were in Malaysian Ringgit (MYR) and then converted to $US
as per the currency conversion prevailing in 2010 (conversion factor 1$US = 3.2 MYR,

as of September, 2010).

Patient Preferences for Alternative Health States

Quality adjusted life years or QALYs are a way of measuring the impact of disease
on a patient. They include both the quality and the quantity of life lived and are
calculated by multiplying the survival gain by the overall utility benefit of one therapy
over another. The health-related quality of life (QOL) values measured in the analysis
were patient preferences for alternative health outcomes, as depicted in the decision
analysis model. In the current study, quality-adjusted progression free periods were
measured as "healthy months equivalent" for the time spent in each outcome of the
decision model using the Time Trade-Off (TTO) technique.”® The scores in months
were then converted to utility measures between 0 and 1, where O represented death
and 1 was a state of perfect health or optimal quality of life.

The TTO technique is a preference based approach designed to measure
respondent’s preferences and QOL for alternative health states.'® After background
information is presented on a particular health state (e.g. a cancer that is not responding
to treatment) and the time period within that state, respondents are asked to trade
length of life in the poorer health state for a lesser period of time in a state of optimal
health and QOL. As an illustration, a respondent may prefer to live 4 months of optimal

health rather than the 12 months confined to a wheel chair. Under this scenario, the
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utility associated with being in a wheel chair for 12 months would be 0.33 (i.e. 4/ 12) on
a scale between 0 and 1, where 0 represents death and 1 is a state of optimal quality of
life. In the economic model, all of the possible outcomes were valued in this way and
then used to weigh the time spent in each health state in terms of QOL.

Intuitively, the ideal population for measuring health state utilities and treatment
preferences should be cancer patients with the disease in question who are in a position
to receive the new treatment. However, it has been recommended in the Canadian
Guidelines for Economic Evaluations and by the Panel on Cost-Effectiveness in Health
and Medicine of the United States that treatment preferences be measured from
members of the general public who are potential candidates of the new medical
intervention.>?® As a compromise in this study, a patient surrogate group was used that
would provide insight from both the perspective of the patient and members of the
general public because the latter sample often has difficulty in understanding utility
questionnaires. There is also evidence in the oncology literature suggesting that nurses
are suitable patient surrogates for objective outcomes, and that utility estimates derived
from such a sample do not substantially alter the findings of cost utility studies.?"%?
Therefore, a convenience sample consisting of 24 oncology nurses provided utility
values for the model. With a sample of 24 respondents, healthy month equivalence was
measured with a precision of £ 1.0 month, with a 95% probability.

After informed consent was obtained, each participant was interviewed for 30 to 45
minutes by trained local field investigators. Respondents were presented with
information on FOLFOX, bevacizumab and FOLFIRI consisting of the methods of

administration, efficacy and the side effects reported in the literature. Bevacizumab was
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not identified by name but simply referred to as the “new drug”. The interview was then
continued with a description of the 16 health states and the length of time a patient
would live in each health state (Figure 1). The respondents were then asked how many
months of "optimal health" they considered being equivalent to the time spent in each of
the less than optimal health states described in the model. These measures were then
used to weigh each branch of the model by the QOL experienced by a patient living
through that time period. An identical process was used for each of the 16 outcomes
(Figure 1). The mean “healthy month equivalence” score for each outcome was then
divided by 12 months to estimate the number of QALYs associated with that health
state.

A standardized questionnaire supported by printed interview tools with graphical
displays was used to facilitate the participant’s understanding of the Time Trade-off
technique. To minimize the framing effect, all pathways were presented in a consistent
manner pictorially. Demographic data were also collected from each participant, and
consisted of years of oncology and colorectal cancer experience, involvement in the
development of systemic treatment guidelines for colorectal cancer, familiarity with the

cost of anticancer drugs and family history of colorectal cancer.

Cost Utility Analysis
The clinical, economic and respondent preference data were then combined into a
cost-utility analysis of bevacizumab to identify a price per dose that would be

9

considered cost effective according to the WHO criteria.>® The base case analysis

assumed that the addition of the bevacizumab to standard chemotherapy would provide
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a survival benefit of 1.4 months. The primary objective of the analysis was to estimate
an appropriate price for the bevacizumab by using the target benchmark cost of
$U.S.44,400 per QALY gained, which is three times the 2010 Malaysian per capita
GDP. Indirect costs were not included because there was no data available on the
association between bevacizumab usage and indirect cost avoidance. Future costs and
benefits were not discounted because of the short time periods involved. However, the
stability of the baseline results was evaluated by a comprehensive sensitivity analysis.
This consisted of substituting the 95% confidence intervals (Cl) for the health-state
utilities as well as variations in the overall survival benefit, costs of care and the target
threshold for economic value in Malaysia. Costs of care were varied by £+ 15% to
capture any potential differences across the country. Individual analyses were

conducted for patients treated in public and private hospitals.

RESULTS

Clinical outcomes data and costs used to populate the model are presented in
Tables 1 and 2. The economic data revealed that expenses for chemotherapy, side
effect management and best supportive care are lower in the public than the private
health care system in Malaysia. This may be a reflection of a slightly lower level of care
offered to patients in public hospitals and of the ability of the private sector to mark up
the cost of goods and health services.

The second component required for the cost-utility analysis was health state utilities
for the time period spent in each of the 16 health states (Figure 1). Utilities for each

outcome were estimated from a sample of 24 oncology nurses who consented to
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participate in the study. There were 14 respondents from public hospitals and the
remainder were from private institutions. The sample had an average of 3.4 years of
direct oncology experience (range 2 — 8 years) and all had experience in the treatment
of colorectal cancer patients. In addition, all respondents had direct clinical experience
in the administration and follow up care associated with FOLFOX (mean years = 2.2)
and 92% had experience with FOLFIRI (mean years = 1.9) chemotherapy. Furthermore,
22 of 24 (92%) had experience with the newer targeted therapies bevacizumab and
cetuximab. Lack of knowledge about the cost of drugs could affect treatment
preferences. Respondents were asked to state their knowledge of costs for modern
oncology drugs. The findings revealed that 100% were “very familiar’ or “somewhat
familiar” with the cost of drugs used to treat cancer. The final series of demographic
questions focused on respondent’s family history of colorectal cancer. The data
revealed that only one of the 24 subjects had a positive family history for colorectal
cancer.

The health state utilities from the oncology nurses are presented in Table 3. The
results suggested that patient utilities were influenced by the severity of drug toxicity,
the likelihood of achieving a response to chemotherapy and the risk of rapid cancer
death. The health states with the lowest utilities (i.e. branches 11 and 16 of the model —
Figure 1) were those where first line therapy had to be stopped because of severe
toxicity, the patient then had an early progression during second line treatment followed
by a rapid cancer death. It was also interesting to note that in all of the related
scenarios, comparative branches that included treatment with the “new drug” tended to

have lower health state utilities (Table 3). This is likely related to the additional side
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effects that would occur with the addition of an anti-VEGF agent like bevacizumab to

chemotherapy (Table 1).

Cost Utility Analysis for the Public and Private Hospital Systems

The outcomes data from the clinical trial, the estimated costs associated with each
treatment and the health state utility estimates were combined into the cost-utility
analysis. The price for one dose of bevacizumab was then varied until the incremental
cost-effectiveness ratio reached a threshold of $U.S.44,400 per QALY gained. Using
this approach from the public health care system perspective, the base case analysis
suggested that a cost per dose that would achieve cost effectiveness according to the
WHO criteria could not be reached because bevacizumab simply did not provide
enough of a survival benefit in mCRC patients (Table 4). Similar results were also
identified when the analysis was undertaken from the perspective of private hospitals.

A series of one-way sensitivity analyses were then conducted using the upper
95%CI for the health state utilities, variations in treatment costs and the targeted cost
per QALY threshold. Identical results as in the base case analysis for both public and
private hospitals were achieved. A price per dose that would make bevacizumab cost
effective could not be realized. This was primarily driven by the modest survival benefit
offered by bevacizumab in mCRC patients.

The only situation where a cost effective price per dose was identified occurred when
the survival gain was increased to 3 and 6 months. When the survival benefit of
bevacizumab was increased from 1.4 to 3 months, the cost per dose for public and

private hospitals was estimated to be $U.S.567 and $U.S.490 respectively. When the
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survival gain was increased to 6 months, the price per dose of bevacizumab could
increase further to $U.S.1,258 and $U.S.1,182 in both public and private institutions and

be considered cost effective according to the WHO criteria.®®

Therefore, the single
biggest factor controlling the cost effectiveness of bevacizumab is the drug’s ability to
increase overall survival.

Bevacizumab is available in Malaysia and its purchase price is approximately
$U.S.1,800 per dose (5 mg/kg) for an average 60 kg mCRC patient. A sensitivity
analysis was conducted where the current price of bevacizumab was applied to the
model. The results revealed that the incremental cost per QALY gained would be
greater than $U.S.200,000 for both public and private institutions. When a $U.S.50,000
cost per QALY threshold was used instead of the WHO criteria, a cost effective price
per dose could also not be achieved. In summary, the sensitivity analyses suggested
that bevacizumab is not a cost effective drug in Malaysia according to the WHO criteria.
In order to achieve cost effectiveness, drug performance in terms of survival gain in

mCRC patient will need to improve and the price would have to be reduced to between

$U.S.500 to $U.S.1,300.
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DISCUSSION

Decision analysis modeling is a powerful simulation technique widely used to
perform cost-effectiveness evaluations of new drugs. In such studies, the health
services researcher develops a decision model comparing the new therapy to the
current standard, incorporates into the analysis the costs and consequences of the two
alternatives and then estimates the incremental cost per QALY gained with the new
intervention. If the cost per QALY is below a predetermined threshold, the conclusion is
that the new treatment is cost effective and should be added to a hospital or national
formulary.

Decision analysis is a useful tool that can also be used to estimate any unknown in
the analysis. The unknown in most published studies has been the incremental cost per
QALY gained. However, decision analysis can also be applied in the context of pricing
a new drug before it is introduced to the market. In this study, the latter process was
used to estimate the cost of bevacizumab, a drug that provides a 1.4 month survival
benefit when added to chemotherapy in the first line treatment of mCRC."’

The analysis was conducted from both the Malaysian public and private health care
system perspective using the WHO criteria for cost effectiveness. In the base case
analysis and in most of the scenarios evaluated, a cost per dose resulting in cost
effectiveness could not be identified because a 1.4 months survival gain was
inadequate. A final price was only realized when the survival gain from bevacizumab
was artificially increased to at least three months. When the current Malaysian price per
dose (i.e. $U.S.2,622) for bevacizumab was evaluated, the drug was not considered to

be cost effective according to the WHO criteria.
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The findings of this study suggest that the WHO criteria for cost effectiveness can be
applied to a country like Malaysia for estimating an appropriate price which may be
more affordable to the national health care system and patients. Furthermore, our
results suggest that bevacizumab has been priced excessively high in Malaysia for the
1.4 month survival benefit that it provides to mCRC patients. For the drug to become
cost effective, the price would have to be reduced and a new treatment algorithm would
need to be identified that would increase survival to at least 3 months.

There are a number of limitations in the application of this technique that need to be
addressed. Given the lack of data by cycle of chemotherapy, we constructed a decision
tree instead of a Markov model to simulate the clinical and economic consequences of
chemotherapy for mCRC. The latter would have been preferable given its ability to
incorporate the element of time. For the proposed methodology to be viable, complete
data from randomized trials on a drug by drug basis is required. This is not always the
case. One of the limitations of using the per capita GDP for value based pricing is that it
represents a national average and does not consider income dispersion. Our study
measured health state utilities from a sample of oncology nurses. However, the
external validity of our findings would have been enhanced if we had also included
patients, family members and members of the general public. For our modeling
strategy to be applied, a new drug must demonstrate either an improvement in QOL
over the standard of care or a survival of sufficient magnitude to identify a final price
point for cost effectiveness. In the case of bevacizumab, the drug simply did not
provide enough of a survival benefit to identify a price that would be considered cost

effective. Lastly, indirect costs such as time off work secondary may be relevant in this
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setting, but were not considered in this analysis because there was a lack of such data
in the metastatic colorectal cancer literature. Future modelling should consider their

inclusion.

CONCLUSIONS

The current paper presents a systematic process to estimate drug cost based on pre-
determined thresholds for societal value. The advantages of this technique are that it is
relatively straightforward to perform, transparent and the decision model can be easily
applied to other jurisdictions using local cost data. Such information can be of value to
both drug manufacturers and formulary committees because it would facilitate

negotiations for optimal pricing in a given jurisdiction.
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Table 1. Published randomized trials providing clinical data to populate the economic

model.

Reference Treatment Arms Clinical Outcomes

Saltz et al., (2008) FOLFOX/XELOX + Disease progression = 29%
bevacizumab Median PFS = 9.4 mon
Median duration of response =8.45 mon
Overall survival = 21.3 mon

Treatment discontinuations = 30%
Death during treatment = 2%
Serious side effects (grade IlI/IV) = 16%

Specific Grade llI/IV Side Effects
Deep vein thrombosis = 8%
Diarrhea = 18%

Bleeding = 2%

Neutropenia = 50%

FOLFOX/XELOX + Disease progression = 47%

placebo Median PFS = 8.0 mon
Median duration of response =7.4 mon
Overall survival = 19.9 mon

Treatment discontinuations = 20%
Death during treatment = 1%
Serious side effects (grade IlI/IV) = 8%

Specific Grade llI/IV Side Effects
Deep vein thrombosis = 5%
Diarrhea = 11%

Bleeding = 1%

Neutropenia = 44%

Tournigand et al., Second Line FOLFIRI

(2004) Disease progression = 51%

Death during treatment = 3%
Median PFS = 10.9 mon
Median number of cycles= 6

Abbreviations: PFS = progression free survival, OS = overall survival, FOLFOX = oxaliplatin in
combination with infusional 5-fluorouracul, FOLFIRI = irinotecan in combination with infusional

5-fluorouracul.
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Table 2. Hospital costs for the treatment of metastatic colorectal cancer in Malaysia.

Recourse Item Public Hospitals Private Hospitals
FOLFOX chemotherapy® $U.S.998 / cycle $U.S.1047 / cycle
FOLFIRI chemotherapy® $ U.S.1395/ cycle $ U.S.1489 / cycle
Cost for a permanent chemotherapy $U.S.111.60 $ U.S.241.80
discontinuation because of toxicity®

Cost to administer the “new drug” after $ U.S.18.60 $ U.S.40.30
FOLFOX chemotherapy

Cost of best supportive care® $ U.S.156/month $ U.S.338/month

®Oxaliplatin in combination with infusional 5-fluorouracul. Cost per cycle includes resources for
drug administration and routine patient monitoring. In the hospitals that provided data for this
study, patients are admitted for two days to receive the chemotherapy.

®Irinotecan in combination with infusional 5-fluorouracul.

‘Patients would be admitted for 3 days for the management of side effects and for
reassessment.

dAfter failing two lines of chemotherapy, patients would receive best supportive care on an

outpatient basis until death.

117



Table 3. Health state utilities derived using the Time Trade-Off technique.

Sixteen Health Outcomes Evaluated
in the Decision Model

Time in
Health State?®

Utility Estimate®
[mean (95%CI)]

FOLFOX + “new drug” — Folfiri — BSC until death
Branch #1: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI for 4 cycles. There was disease progression.
The patient received BSC and died 6 months later.

Branch #2: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI. There was a response to FOLFIRI and the
patient went on to receive 8 cycles. Upon progression,
the patient received BSC and died 22 months later.

Branch #3: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI. There was a response to FOLFIRI and the
patient went on to receive 8 cycles. Upon progression,
the patient received BSC and died 2 months later.

Branch #4: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI for 2 cycles. However, the patient died due to
cancer progression within the first 2 months.

Branch #5: Tolerated side effects but had disease
progression after 4 cycles of FOLFOX + the “new drug”.
The patient was then treated with FOLFIRI for 4 cycles
but the disease did not respond. The patient received
BSC and died 2 months later.

Branch #6: Tolerated side effects and responded
FOLFOX + the “new drug”. The patient went on to
receive a total of 17 cycles of first line therapy. Upon
progression, the patient went on to receive 6 cycles of
FOLFIRI. Upon progression, the patient received BSC
and died 21 months later.

Branch #7: Tolerated side effects and responded
FOLFOX + the “new drug”. The patient went on to
receive a total of 17 cycles of first line therapy. Upon
progression, the patient went on to receive 2 cycles of
FOLFIRI but died 2 months later.

Branch #8: Tolerated side effects and but had disease
progression after 2 cycles of FOLFOX + the “new drug”.
The patient died due to the cancerone month later.

10 months

28 months

8 months

4 months

6 months

29 months

11 months

2 months

0.74 (0.65 - 0.83)

0.80 (0.73-0.87)

0.67 (0.61 - 0.73)

0.74 (0.65 - 0.84)

0.82 (0.76 - 0.89)

0.81 (0.77 - 0.86)

0.83 (0.79 - 0.87)

0.75 (0.63 - 0.86)
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Table 3. Continued...

FOLFOX — Folfiri — BSC until death

Branch #9: Stopped FOLFOX after 2 cycles due to side 10 months 0.82 (0.75-0.82)
effects and was then treated with FOLFIRI for 4 cycles.

There was disease progression. The patient received

BSC and died 6 months later.

Branch #10: Stopped FOLFOX after 2 cycles due to 28 months 0.81 (0.76 - 0.86)
side effects and was then treated with FOLFIRI. There

was a response to FOLFIRI and the patient went on to

receive 8 cycles. Upon progression, the patient

received BSC and died 22 months later.

Branch #11: Stopped FOLFOX after 2 cycles due to 8 months 0.72 (0.66 - 0.79)
side effects and was then treated with FOLFIRI. There

was a response to FOLFIRI and the patient went on to

receive 8 cycles. Upon progression, the patient

received BSC and died 2 months later.

Branch #12: Stopped FOLFOX after 2 cycles due to 4 months 0.75 (0.66 - 0.84)
side effects and was then treated with FOLFIRI for 2

cycles. However, the patient died due to cancer

progression within the first 2 months.

Branch #13: Tolerated side effects but had disease 6 months 0.84 (0.76 - 0.92)
progression after 4 cycles of FOLFOX. The patient was

then treated with FOLFIRI for 4 cycles but the disease

did not respond. The patient received BSC and died 2

months later.

Branch #14: Tolerated side effects and responded 32 months 0.91 (0.88 - 0.94)
FOLFOX. The patient went on to receive a total of 15

cycles of first line therapy. Upon progression, the

patient went on to receive 6 cycles of FOLFIRI. Upon

progression, the patient was offered BSC and died 21

months later.

Branch #15: Tolerated side effects and responded 11 months 0.84 (0.79 - 0.90)
FOLFOX. The patient went on to receive a total of 15

cycles of first line therapy. Upon progression, the

patient went on to receive 2 cycles of FOLFIRI but died

2 months later.

Branch #16: Tolerated side effects and but had disease 2 months 0.75(0.63 - 0.86)
progression after 2 cycles of FOLFOX. The patient died
due to cancer progression one month later.

As presented in each branch of the decision model. "A quality of life score for a health state
between 0 and 1, with 0 = death and 1 = optimal health. Abbreviations: FOLFOX = Oxaliplatin

+ infusional 5-FU. FOLFIRI = Irinotecan + infusional 5-FU, BSC = best supportive care.
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Table 4. Sensitivity analysis on the cost per dose of the “new drug”.

Sensitivity Analysis®

Public Hospitals

Private Hospitals

Base case

Upper 95%CI of health state utilities for
chemotherapy + the “new drug”

Changing cost of FOLFOX chemotherapy
by £ 15%

Changing cost of FOLFIRI chemotherapy
by £ 15%

Changing cost of BSC cost by + 15%
Changing cost of ADR cost by + 15%

Changing survival benefit of the “new drug”
from 1.4 to 3 months

Changing survival benefit of the “new drug”
from 1.4 to 6 month

Using the current cost of bevacizumab
($U.S.1,800 per dose) in Malaysia

Setting the threshold for cost effectiveness
at $U.S.50,000 per QALY gained

Not reached

Not reached

Not reached

Not reached

Not reached
Not reached

$U.S.567

$U.S.1,258

Not cost effective

Not reached

Not reached

Not reached

Not reached

Not reached

Not reached
Not reached

$U.S.490

$U.S.1,182

Not cost effective

Not reached

Abbreviations: FOLFOX = Oxaliplatin in combination with infusional 5-fluorouracul. FOLFIRI =

Irinotecan in combination with infusional 5-fluorouracul.

adverse drug reaction costs.

BSC = best supportive care, ADR =

'For a target threshold of $U.S.44,400 per QALY when the new drug is added to FOLFOX

chemotherapy.
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Figure 1. Decision analysis model for the treatment of metastatic colorectal cancer.
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ABSTRACT

Background: One of the major barriers against patient access to new cancer drugs
has been price. We present a novel approach to estimate a value based price for new
cancer drugs that considers the clinical benefits of the product and the wealth of a
nation. To demonstrate its application, pharmacoeconomic (PE) modeling was used to
estimate a value based South African price for bevacizumab, a drug that improves
survival in metastatic colorectal cancer (MCRC) patients by 1.4 months. The threshold
used for economic value used was 3 times the South African per capita gross domestic
product (GDP), as recommended by the World Health Organization (WHO).

Methods: A PE model was developed to simulate the outcomes in mCRC patients
receiving chemotherapy * bevacizumab.  Utility estimates were determined by
interviewing 16 oncology nurses involved in the care of mCRC patients. A price per
dose of bevacizumab was then estimated using a target threshold of R219,000 per
quality adjusted life year (QALY) gained, which is 3 times the South African per capita
GDP.

Results: A cost effective price for bevacizumab could not be reached because of the
short survival benefit provided by the drug. If the drug were able to improve survival
from 1.4 to 3 or 6 months, then the price per dose could be R400 and R1,780 and be
considered cost effective in South Africa according to the WHO criteria.

Conclusions: A value based pricing approach using PE modelling and the WHO

criteria for economic value is feasible for South Africa.

Key Words: drug pricing, South Africa, cost analysis, chemotherapy, value
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INTRODUCTION

Cancer is a global problem with 7.4 million deaths per year, which is approximately
13% of all cause mortality." The populations of many countries around the world are
ageing and cancer is more prevalent in older people. Therefore, cancer clinics can also
expect an increase in the number of patients seeking treatment. In one study, Wilking
and Jonsson estimated a 10% increase in the number of new diagnoses in 25 European
countries from 2002 to 2006.%3 Encouragingly, these same investigators also reported
stability in the number of deaths over the same time period.>* Similar findings have
also been reported by the Surveillance Epidemiology and End Results (SEER) of the
United States.”

For many years, the backbone of cancer treatment has been the use of cytotoxic
agents such as anthracyclines, alkylating agents, taxanes and platinum analogues.6
One characteristic of traditional chemotherapy is its non-specificity to the target. As a
result, side effects such as neutropenia, anemia, thrombocytopenia, alopecia and
decreased renal function are common.® Over the past decade, there has been an
emergence of new anticancer agents that are more specific to the target. These new
compounds which include agents such as imatinib, rituximab, cetuximab and
trastuzumab are collectively known as “targeted therapies”.”'® In contrast to traditional
chemotherapy which affects both healthy and malignant cells, targeted agents are
specific to the latter. Therefore, they tend to be better tolerated than chemotherapy and
the side effects described above are less common. In addition, at least part of the
stabilization in overall cancer mortality has been attributed to the availability of these

newer targeted drugs.**
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The new targeted drugs have taken patient care forward towards more personalized
care. However, despite their effectiveness and improved safety profile, not all cancer
patients in South Africa have access to them. One of the single biggest barriers to drug
access is the high cost of these new agents. In one editorial published in the Journal of
the National Cancer Institute of the United States, the annual cost for an average 60 kg
patient for the targeted therapies erlotinib, sorafenib, bevacizumab and cetuximab was
estimated to be $U.S.15,752 (R109,400), $U.S.34,373 (R238,700), $U.S.80,352
(R558,000) and $U.S.90,816 (R630,600) respectively.’® These costs would be
prohibitively high for most non-insured patients in South Africa. Even in wealthier
countries with socialized health care systems, such drugs have either been rejected for
reimbursement by national health care agencies or patient access has been delayed or

limited following initial regulatory approval.'"'?

Therefore, both public and private
payers need to make decisions about which drugs provide the greatest economic value.

Pharmacoeconomics (PE) is an analytical technique that compares the costs and
benefits of alternative pharmaceutical interventions to determine which treatment offers
the best value for limited resources. There are several methods available to evaluate
economic efficiency and these include cost minimization, cost benefit and cost
effectiveness analysis.”>  With respect to oncology drugs, cost utility analysis is the
preferred method because it considers cost, overall survival and quality of life
differences between two competing therapies.”® Quality adjusted life years or QALYs

are a way of measuring the impact of new treatments for cancer. They include both the

quantity and quality of life experienced by patients during treatment with alternative
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options. Therefore, the outcomes of cost utility studies are reported as an incremental
cost per QALY gained when a new drug is used over a lower cost alternative.

PE evaluations of new drugs provide an important component to the overall process
of formulary decision making. However, they may have an additional and perhaps more
valuable role in estimating or negotiating a drug price based on societal value
thresholds. PE has been used in this role for a few cancer drugs assessed by the
National Institute of Clinical Excellence (NICE) of the United Kingdom, which is a
national body that assesses the cost effectiveness of new drugs. NICE was able to
secure price reductions from manufacturers for erlotinib, lenalidomide and sunitinib
based on cost effectiveness.’ However, what has not been extensively examined was
the estimation of drug price before a drug receives regulatory approval.

One of the outstanding issues in estimating a value based price for new cancer
drugs is in establishing the value cut off. The World Health Organization (WHO) has
proposed to use multiples of a country’s per capita gross domestic product (GDP) to
establish thresholds for economic value.'>''® Products less than or equal to the per
capita GDP would be considered very cost effective, one to three times would be cost
effective and more than three times would be cost ineffective.’® Using South Africa as
an illustration (i.e. per capita GDP = $US 10,000 or R73,000) the three time threshold
for cost effectiveness of new anticancer drugs would be approximately $U.S.30,000
(R210,000) per QALY gained."

The use of thresholds based on per capita GDP in combination with PE modeling to
establish a value-based price for cancer drugs is novel because it incorporates product

attributes such as disease response, survival, quality of life improvements and impact
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on health care resource use. To illustrate its application, PE modelling was used to
estimate a value-based price for bevacizumab, a commercially available drug that
provides a survival benefit to patients with metastatic colorectal cancer (mCRC) when
added to first line chemotherapy.'® Bevacizumab was chosen because its economic
value questioned in recent PE studies.’®?® The analysis was conducted from a South
African public health care scheme perspective because our objective was to identify a
pricing strategy for the country that would potentially improve drug access by making

them more affordable to patients and government payers.

METHODS
Modeling the Pharmacoeconomic Outcomes of mCRC

A decision model for the management of mCRC was developed with the DATA
software (Treeage Software Inc., Williamstown, MA, USA). The timeframe was from the
first cycle of first line chemotherapy until death. In many countries including South
Africa, the addition of oxaliplatin to infusional 5-fluorouracil (FOLFOX) is considered a
standard of care for the first line treatment of mCRC.?" If disease progression or
treatment related toxicity develops, then irinotecan with infusional S5-fluorouracil
(FOLFIRI) is a recommended second line treatment.??> There is also data from a large
randomized trial to suggest that safety and efficacy with sequential schedules of
FOLFOX and FOLFIRI (or the reverse order) are equally effective for the first and
second line treatment of mCRC.?? Lastly, clinical practice guidelines recommend the

addition of bevacizumab at some point during chemotherapy for mCRC.%*
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Using these recommended standards of care, a PE model was developed to
simulate the management of mCRC with FOLFOX (+ bevacizumab) followed by
FOLFIRI upon disease progression or the discontinuation of first line therapy because of
intolerable toxicity (Figure 1). The primary endpoint of the model was the achievement
of successful therapy defined as complete tumour response (CR), partial response (PR)
or stable disease (SD). However, all outcomes of the PE model resulted in eventual
death, which is the unfortunate reality for patients with mCRC. The face and content
validity of the model was verified by three clinical oncologists who had experience in the
treatment of mCRC.

The PE model began at the choice node where a first line therapeutic decision
between FOLFOX + “the new drug (bevacizumab)” or FOLFOX alone would have to be
made (Figure 1). At the completion of the first two cycles of chemotherapy, patients
would be evaluated for intolerable toxicity. In situations of severe toxicity, the initial first
line regimen would be permanently stopped and second line FOLFIRI would be offered
until disease progression or treatment related death. Upon disease progression, best
supportive care would be offered to all patients until eventual death. In patients who
tolerate first line FOLFOX (+ “the new drug”), treatment would be continued until
disease progression. Second line FOLFIRI would then be offered but the new drug
would be discontinued. Upon progression following second line FOLFIRI, best
supportive care would be available to all patients until death (Figure 1). Epidermal
growth factor receptor (EGFR) inhibitors such as cetuximab in mCRC patients with
KRAS wild type tumours were not considered in the model because we did not want to

unnecessarily complicate the analysis. Notwithstanding, such agents would be available
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to both treatment options following a first line progression, so their inclusion would not

affect the final results.

Clinical Data

The clinical data to populate the economic model were obtained from a literature
search. A search of Medline, Embase and the Cochrane databases was performed
from 2000 through 2010 for human clinical studies involving FOLFOX, FOLFIRI and
bevacizumab as first and second line therapy in mCRC. The objective of the review was
to identify the most up-to-date clinical data which included tumour response, treatment

discontinuations because of severe side effects, progression free and overall survival.

Estimation of Treatment Costs

The economic model began from the first cycle of FOLFOX chemotherapy (+ the
‘new drug (bevacizumab)’, followed by second line sequential chemotherapy until
disease progression and eventual death. Costs for anticancer drugs, materials for drug
delivery, patient monitoring and other related hospital resources (e.g. laboratory and
diagnostic tests) were obtained from Wilgers Oncology Center in Pretoria. Palliative
care costs for terminally ill cancer patients were obtained from the South African
palliative care literature.?® All costs in the current study were reported in 2010 South
African Rand. Costs from previous years were converted into 2010 estimates using the

South African consumer price index.
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Health State Utilities

Health state utilities are scores between 0 and 1, where 0 represents death and 1 is
a state of perfect health or optimal quality of life. In economic evaluations, they are
used to adjust the survival benefit of a new drug by the quality of life experienced by a
patient during that time period. So a cancer drug that improves survival but is
associated with severe toxicity would have a reduced quality adjusted survival period.
In the current study, the Time Trade-off technique was used to measure the utility for
each of the health states described in the PE model (Figure 1).2® The quality adjusted
life periods were measured as "healthy months equivalent" for the time spent in each
outcome of the decision model (Figure 1).2” The scores in months were then converted
to utility measures and applied to each of the respective branches of the economic
model.

There is currently some debate in the health economic literature as to which
population should provide health state utility estimates. The Canadian Guidelines for
Economic Evaluations and the Panel on Cost-Effectiveness in Health and Medicine of
the United States recommend that treatment preferences be measured from members
of the general public who are potential candidates of the new medical intervention.'>?
However it has been our experience that members of the general public have difficulty
understanding cancer related utility questionnaires. As an alternative, we used
oncology nurses as a patient surrogate sample to provide estimates for the health state
utilities required by the model. Such a sample is reasonable because they are
members of the general public and have a good understanding of the treatments and

their side effects that are under investigation. There is also evidence in the oncology
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literature to suggest that nurses are suitable patient surrogates for objective outcomes,
and that utility estimates derived from such a sample do not substantially alter the
findings of cost utility studies.”**® Therefore, a patient surrogate sample consisting of
16 oncology nurses provided utility values for the model. With a sample of 16
respondents, healthy month equivalence was measured with a precision of + 1.5 month,
with a 95% probability.

After informed consent was obtained, a local investigator interviewed each
participant. The interviewer presented each respondent with information on FOLFOX,
bevacizumab and FOLFIRI. This included method of administration, treatment efficacy
in terms of tumour response, progression free and overall survival as well as the major
toxicities reported in the literature. The interviewer then presented a detailed
description of the 16 health state as depicted in the model and the length of time a
patient would live in each of the health states (Figure 1). To apply the Time Trade-off
technique, respondents were then asked how many lesser months of "optimal health"
they considered being equivalent to the time spent in each of the less than optimal
health states described in the model. Hence, they are trading length of life in a poorer
health state for a lesser period of time in a state of optimal quality of life. This is the
“trade off” component of the health state utility assessment. The final health state
utilities were then used to weigh each branch of the model by the quality of life
experienced by a patient living through that time period. An identical process was used
for each of the 16 outcomes (Figure 1). A standardized questionnaire supported by

printed interview tools with graphical displays was used to facilitate the participant’s
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understanding of the Time Trade-off technique. To minimize the framing effect, all

pathways were presented in a consistent manner pictorially.

Estimating a Value Based Price for new Cancer Drugs in South Africa

A cost utility analysis was undertaken to estimate a value based price for the “new
drug” in the first line treatment of MCRC in South Africa. The base case analysis
assumed that the addition of the “new drug (bevacizumab)” to first line oxaliplatin-based
chemotherapy would provide a survival benefit of 1.4 months as reported in the
literature.®" The main outcome of the analysis was to estimate a price per dose for the
‘new drug” using an incremental cost of R219,000 per QALY gained, which is three
times the South Africa per capita GDP."” Secondary to the short time periods involved,
future costs and benefits were not discounted. However, the base case results were
evaluated for uncertainty by a series of one-way sensitivity analyses. This consisted of
applying variations in the survival benefit, costs of care and substituting the 95%
confidence intervals (Cls) for the health-state utilities. Specifically, the survival gain was
increased to 3 and 6 months from the base case of 1.4 months. Costs were changed
by +15% to account for possible variations across South Africa for both private and

public health care schemes.
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RESULTS

Upon review of the oncology trial literature, two key studies were identified and
provided the clinical data to populate the model.?*' Data on the sequential use of first
line FOLFOX followed by second line FOLFIRI were provided in a randomized trial
reported by Tournigand et al.?® In that study, patients were randomized to receive
sequential FOLFOX followed by FOLFIRI upon progression or the reverse sequence.
There was no significant difference in progression free and overall survival (FOLFOX —
FOLFIRI = 21.5 vs. FOLFIRI — FOLFOX = 20.6 months; p=0.99) between the two
sequences.?®  With second line FOLFIRI, 51% of patients experienced disease
progression for an overall progression free survival of 2.5 months respectively.28
Approximately 3% of patients died within the first 60 days of second line FOLFIRI.

The clinical data for the addition of bevacizumab to first line FOLFOX were provided

from a randomized trial reported by Saltz et al.*’

In that study, patients were
randomized to receive FOLFOX or a clinically similar regimen XELOX (capecitabine
plus oxaliplatin) + bevacizumab (every two weeks with FOLFOX and every 3 weeks with
XELOX) in the first line treatment of mCRC.*' A total of 1,401 patients were
randomized to receive FOLFOX/XELOX + bevacizumab (n=699) or FOLFOX/XELOX +
placebo (n=701). A 9.4 month median progression free survival was reported in the
bevacizumab group compared to 8.0 months with placebo (HR=0.83; p=0.023).
Patients in the bevacizumab group also experienced a 1.4 month improvement in
survival (HR = 0.89, p = 0.077). Overall, 30% of patients in the bevacizumab group

required a permanent treatment discontinuation because of adverse events compared

to 20% in the control.
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Estimation of Treatment Costs

Using unit cost estimates obtained from the Wilgers Oncology Center in Pretoria, the
cost per cycle of FOLFOX was estimated to be R12,040. However before the first cycle
of FOLFOX, the protocol start up costs were estimated to be approximately R1,227
(Table 1). The costs per cycle for FOLFIRI were slightly less at R9,985 with the
associated start up costs being R1,398. Additional costs required to populate the model
which included costs for the management of severe toxicity, administration of the “new
drug” and best supportive care are presented in Table 2. These estimates were then

incorporated into the PE model for the subsequent pricing analysis.

Health State Utility Assessments

To fully populate the model, health state utilities for the time period spent in each of
the 16 health outcomes were required for the analysis (Figure 1). The utility estimates
were measured in a sample of 16 oncology nurses. The sample had a mean age of
47.3 years, an average of 14.8 years of direct oncology experience (range 2.5 — 27
years) and all had experience in the treatment of colorectal cancer patients. In addition,
all respondents had direct clinical experience in the preparation/administration and

follow up care associated with FOLFOX (mean = 6.6 years), FOLFIRI (mean = 6.5

years) chemotherapy and the newer targeted therapies bevacizumab (mean = 5.5
years) and cetuximab (mean = 4.2 years) which are used in mCRC. In addition, 13 of
16 (81.2%) respondents had been involved in the development of systemic treatment

guidelines for mCRC within the last two years. Respondents were then asked to state

their knowledge of costs for modern oncology drugs because this could affect their
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health state utilities. The findings revealed that 100% were “very familiar” with the high
cost of the newer drugs used to treat cancer. Therefore, the oncology nurses who
provided information for the assessment of health state utilities associated with mCRC
were a well informed sample.

The health state utilities from the respondents are presented in Table 3.
Considering that utilities are anchored between 0 and 1, where 0 represents death and
1 is a state of perfect health or optimal quality of life, all of the health states depicted in
the model had estimates below 0.5 suggesting that patients with mCRC who are
receiving chemotherapy have a poor quality of life during treatment. The branches with
the highest utilities (i.e. branches 8 and 16) were those where the patient initially
tolerated the treatment, but had a rapid cancer death with 2 months of starting therapy.
The interpretation of this finding is that in cases of terminal disease, respondents may

not be averse to a rapid death that would avoid prolonged pain and suffering.

Value Based Pricing Analysis

The clinical, health state utility and cost data were then applied to the model to
derive a value based price for South Africa using R219,000 per QALY gained as the
threshold for cost effectiveness. For a 1.4 month survival benefit when added to
FOLFOX chemotherapy, a final price for bevacizumab that would be considered cost
effective in South Africa could not be identified. The major factor behind this finding
was that the 1.4 month survival gain was too small to overcome the value threshold.

The investigation was continued with a one way sensitivity evaluation on the key

value drivers. These consisted of using the upper 95% CI of the health state utilities,

135



variations (x 15%) in the cost of chemotherapy, best supportive care and the
management of side effects from anticancer therapy. The results indicated that despite
reasonable variations in the above parameters, a final price that would be considered
cost effective could not be identified. The sensitivity analysis was continued with
variations in the overall survival gain offered by the “new drug”. When the overall
survival gain was changed to 3 and 6 months respectively, a price per dose considered
to be cost effective by the WHO criteria was identified. If the “new drug” were able to
provide a 3 or 6 month benefit in survival, it could be priced at R400 and R1,780 and be
considered cost effective in South Africa. The current price per dose of bevacizumab in
South Africa is approximately R10,216 (5 mg/mg for a 60 kg patient). At this price, our
analysis indicated that bevacizumab is not cost effective using the WHO value criteria
and is well beyond the R219,000 value threshold (Table 4). To summarize, the only
major factor that would affect the economic value of a “new drug” for mCRC would be

its ability to improve overall survival by at least 3 months.
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DISCUSSION

With a per capita GDP of only R73,000, the South African government faces the
challenge of making modern cancer drugs available to its citizens. To address this
important issue, strategies need to be identified that will increase patient access, but at
the same time, ensure a reasonable return on research and development cost to the
innovating company. Without such a return, new drug discovery may be compromised
or the pharmaceutical industry will simply not launch new products in South Africa. To
reduce drug costs, several European governments such as Greece, Spain and France
have recently mandated price cuts of up to 23% for branded products.®>*** We
believe that this is not a correct policy because it is not based on cost effectiveness
analysis nor does it consider the value that a new drug brings to society. There are
many examples in the medical literature where new drugs have saved lives and
reduced overall health care costs.*® Therefore, a scientifically sound and systematic
process for estimating a value based drug price is recommended over draconian
measures such as government mandated price cuts.

In the current study, we provide such an approach. Using principles of
pharmacoeconomic analysis and value thresholds recommended by the WHO that
consider the wealth of a nation, we were able to demonstrate its application in
estimating a value based price for bevacizumab in mCRC. The findings suggested that
any new drug in mCRC would need to provide at least a 3 month survival benefit for a
value based price to be derived. Taking bevacizumab, which provides only a 1.4 month
survival gain as an example, a value based price could not be identified. This finding

suggests that at its current price and with the modest 1.4 month survival benefit,
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bevacizumab is not cost effective in South Africa and is in fact excessively priced.
Therefore our approach is sound and can be applied to all future cancer drugs to
estimate a value based price prior to launch in South Africa. Even though the estimated
price should not be seen as final, it can be the starting point for committed negotiations
between the manufacturer and public/private payers.

Value-based drug pricing will likely have a major role to play in Europe over the next
few years. The new government of the UK recently announced its intent to revise the
current drug pricing scheme and move towards a value based approach that will be
delivered by NICE on behalf of the National Health Service.*® Specifics of this new
system have yet to be announced, however previous initiatives by NICE would suggest
that value estimations involving cost per QALY gained coupled with comprehensive PE
models would drive new product pricing. The UK has established a threshold for drug
coverage at £30,000 per QALY gained (equivalence to approximately $U.S.50,000).37 In
many other jurisdictions, a $U.S.50,000 cost per QALY threshold has been used; which
was based on a 1982 valuation and is now equivalent to approximately $U.S.197,000
per QALY in 2007 U.S. dollars (after a 5.5% annual adjustment in health care
inflation).”® However, the $U.S.50,000 threshold continues to be used and quoted in the
pharmacoeconomic literature. Therefore, it is possible that the new value based pricing
scheme proposed by the UK government will revolve around the use of PE modeling
and current value thresholds even though they are outdated.

There are several limitations in our study and in our proposed approach that need to
be addressed. For the proposed methodology to be viable, complete data from

randomized trials on a drug by drug basis is required. One of the limitations of using the
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per capita GDP for value based pricing is that it represents a national average and does
not consider income dispersion. Moving forward, it would be relevant to identify a
threshold for value based pricing that incorporates both income dispersion and the per
capita GDP. Many of the newer cancer drugs have not demonstrated a significant
improvement in patient quality of life (QOL) and their survival benefit has been less than
3 months.?"*#* For our modeling strategy to be applied, a new drug must demonstrate
either an improvement in QOL over the standard of care or a survival of sufficient
magnitude to identify a final price point for cost effectiveness. Oncology nurses and
pharmacists were used as patient surrogates in the utility assessments. Even though
respondents had an average of 14.8 years cancer experience and 100% also had
experience with FOLFOX and FOLFIRI chemotherapy as well as the the newer targeted
therapies, patients would have been preferable to surrogates. Lastly, indirect costs
such as time off work secondary may be relevant in this setting, but were not

considered in this analysis. Future modeling should consider their inclusion.
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CONCLUSIONS

Improving patient access to new cancer drugs is an important objective of the South
African government. In this study, we present a novel approach to estimating a value
based drug price that can be the starting point for negotiations. The ultimate outcome
of these discussions between the key stakeholders is to identify a final drug price that
would simultaneously reflect what the South African government can pay and provide a

reasonable return on investment by the innovating company.
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Table 1. Mean cost per cycle of FOLFOX and FOLFIRI.

Resource Item? FOLFOX FOLFIRI
Drug acquisition® R9,129 R7,572
Ancillary drugs® R961 R483
Preparation and R1,572 R859
administration®

Patient monitoring®  R378 R771
Protocol start up R1,227 R1,398
costs®

Total cost per cycle R12,040 R9,685

2Assuming a 60 kg patient with a body surface area of 1.6 mZ.

®Includes standard premedication such as loperamide and antiemetics such as ondansetron
and dexamethasone.

‘Includes materials, supplies, personnel, chemotherapy unit stays and physician visits.
dStandard laboratory and diagnostic tests.

°These costs are a one-time cost in order to prepare the patient for the associated
chemotherapy protocol. In the case of FOLFOX and FOLFIRI, preparations and materials for
infusional 5-fluorouracil made up the bulk of the costs. For the economic analysis, the start up
costs were only applied once over the estimated median number of cycles delivered. Thus

avoiding double counting.
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Table 2. Hospital costs for the treatment of metastatic colorectal cancer in South Africa.

Recourse Item Hospital Cost
FOLFOX chemotherapy® R12,040 / cycle
FOLFIRI chemotherapy® R9,685 / cycle
Cost for a permanent chemotherapy R19,800

discontinuation because of toxicity®

Cost to administer the “new drug” after R440
FOLFOX chemotherapy
Cost of best supportive care® R869 / month

®Oxaliplatin in combination with infusional 5-fluorouracul. Cost per cycle includes resources for
drug administration and routine patient monitoring.

®Irinotecan in combination with infusional 5-fluorouracil.

‘Patients would be admitted for 3 days for the management of side effects and for
reassessment. The principle side effects that would lead to the discontinuation of therapy would
be febrile neutropenia and grade IlI/IV diarrhea.

9From Uys and Hensher (2002)®. The 2002 estimate was converted in 2010 South Africa Rand

using the consumer price index.
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Table 3. Health state utilities derived using the Time Trade-Off technique.

Utility Estimate®
[mean (SD)]

Time in
Health State?®

Sixteen Health Outcomes Evaluated
in the Decision Model

FOLFOX + “new druq” — Folfiri — BSC until death
Branch #1: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI for 4 cycles. There was disease progression.
The patient received BSC and died 6 months later.

Branch #2: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI. There was a response to FOLFIRI and the
patient went on to receive 8 cycles. Upon progression,
the patient received BSC and died 22 months later.

Branch #3: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI. There was a response to FOLFIRI and the
patient went on to receive 8 cycles. Upon progression,
the patient received BSC and died 2 months later.

Branch #4: Stopped FOLFOX + the “new drug” after 2
cycles due to side effects and was then treated with
FOLFIRI for 2 cycles. However, the patient died due to
cancer progression within the first 2 months.

Branch #5: Tolerated side effects but had disease
progression after 4 cycles of FOLFOX + the “new drug”.
The patient was then treated with FOLFIRI for 4 cycles
but the disease did not respond. The patient received
BSC and died 2 months later.

Branch #6: Tolerated side effects and responded
FOLFOX + the “new drug”. The patient went on to
receive a total of 17 cycles of first line therapy. Upon
progression, the patient went on to receive 6 cycles of
FOLFIRI. Upon progression, the patient received BSC
and died 21 months later.

Branch #7: Tolerated side effects and responded
FOLFOX + the “new drug”. The patient went on to
receive a total of 17 cycles of first line therapy. Upon
progression, the patient went on to receive 2 cycles of
FOLFIRI but died 2 months later.

Branch #8: Tolerated side effects and but had disease
progression after 2 cycles of FOLFOX + the “new drug”.
The patient died due to the cancer one month later.

10 months

28 months

8 months

4 months

6 months

29 months

11 months

2 months

0.29 (0.14)

0.21 (0.16)

0.28 (0.11)

0.34 (0.21)

0.26 (0.13)

0.19 (0.21)

0.28 (0.17)

0.39 (0.20)
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Table 3. Continued...

FOLFOX — FOLFIRI — BSC until death

Branch #9: Stopped FOLFOX after 2 cycles due to side 10 months 0.26 (0.11)
effects and was then treated with FOLFIRI for 4 cycles.

There was disease progression. The patient received

BSC and died 6 months later.

Branch #10: Stopped FOLFOX after 2 cycles due to 28 months 0.20 (0.16)
side effects and was then treated with FOLFIRI. There

was a response to FOLFIRI and the patient went on to

receive 8 cycles. Upon progression, the patient

received BSC and died 22 months later.

Branch #11: Stopped FOLFOX after 2 cycles due to 8 months 0.24 (0.06)
side effects and was then treated with FOLFIRI. There

was a response to FOLFIRI and the patient went on to

receive 8 cycles. Upon progression, the patient

received BSC and died 2 months later.

Branch #12: Stopped FOLFOX after 2 cycles due to 4 months 0.34 (0.22)
side effects and was then treated with FOLFIRI for 2

cycles. However, the patient died due to cancer

progression within the first 2 months.

Branch #13: Tolerated side effects but had disease 6 months 0.20 (0.09)
progression after 4 cycles of FOLFOX. The patient was

then treated with FOLFIRI for 4 cycles but the disease

did not respond. The patient received BSC and died 2

months later.

Branch #14: Tolerated side effects and responded 32 months 0.19 (0.19)
FOLFOX. The patient went on to receive a total of 15

cycles of first line therapy. Upon progression, the

patient went on to receive 6 cycles of FOLFIRI. Upon

progression, the patient was offered BSC and died 21

months later.

Branch #15: Tolerated side effects and responded 11 months 0.21 (0.11)
FOLFOX. The patient went on to receive a total of 15

cycles of first line therapy. Upon progression, the

patient went on to receive 2 cycles of FOLFIRI but died

2 months later.

Branch #16: Tolerated side effects and but had disease 2 months 0.38 (0.20)
progression after 2 cycles of FOLFOX. The patient died
due to cancer progression one month later.

?As presented in each branch of the decision analysis model. °A quality of life score for a health
state between 0 and 1, with 0 = death and 1 = optimal health. Abbreviations: FOLFOX =

oxaliplatin+ infusional 5-FU. FOLFIRI = irinotecan + infusional 5-FU, BSC = best supportive care
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Table 4. Sensitivity analysis on the unit price for the “new drug”

Sensitivity Manoeuvre’ Price per Dose

Base case Not reached

Upper 95% CI of health state utilities for Not reached
chemotherapy + the “new drug”

Changing cost of FOLFOX chemotherapy Not reached

by £ 15%
Changing cost of FOLFIRI chemotherapy Not reached
by £ 15%
Changing cost of BSC cost by + 15% Not reached
Changing cost of ADR cost by + 15% Not reached

Changing survival benefit of the “new drug” R400
from 1.4 to 3 months

Changing survival benefit of the “new drug” R1,780
from 1.4 to 6 months

Using the current price of bevacizumab Not cost effective
(R10,216) in South Africa

Abbreviations: FOLFOX = Oxaliplatin in combination with infusional 5-fluorouracul. FOLFIRI =
Irinotecan in combination with infusional 5-fluorouracul. BSC = best supportive care, ADR =
adverse drug reaction.

'For a target threshold of R219,000 per QALY when the new drug is added to FOLFOX

chemotherapy.
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1. Decision analysis model for the treatment of metastatic colorectal cancer.
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Figure 1. Decision analysis model for the treatment of metastatic colorectal cancer.

153



6.9 Dranitsaris G, Truter I, Lubbe M. The development of a value based pricing
index for new drugs in metastatic colorectal cancer. European Journal of
Cancer 2011;47:1299-304.

Provided for non-commercial research and education use.
Not for reproduction, distribution or commercial use.

ELSEVIER

CUROMEAM OUIRMAL DF CARMCTR

This article appeared in a journal published by Elsevier. The attached

copy is furnished to the author for internal non-commercial research

and education use, including for instruction at the authors institution
and sharing with colleagues.

Other uses, including reproduction and distribution, or selling or
licensing copies, or posting to personal, institutional or third party
websites are prohibited.

In most cases authors are permitted to post their version of the
article (e.g. in Word or Tex form) to their personal website or
institutional repository. Authors requiring further information

regarding Elsevier's archiving and manuscript policies are
encouraged to visit:

http:/'www.elsevier.com/copyright

154



EURQFEAM JOURMAL OF CANCER 47 [2011] 1249-1 304

ELSEVIER

available at www.sciencedirect.com

journal home page: www.ejconline. com

* EIC

-z7” :
=.° ScienceDirect

The development of a value based pricing index for new drugs
in metastatic colorectal cancer

George Dranitsaris °°, llse Truter °, Martie S. Lubbe "

* Faculty of Health Sciences, Neleon Mandela Metrapolitam Uiversity, Port Elizabeth, South Africs
B Sehoal of Phammacy, North- West University, Potdhefatroom, South Africa

ARTICLE INFO

ABESTRACT

Article histary:

Received 71 February 2011
Accepted 14 March 2011
Available online 13 April 2011

Eeyuands:
Cancer

Drug price
Walue

Cost
Chematherapy

EBackground: Worldwide, prices for cancer druge have been under dowrowand pressure where
several governments have mandated price cuts of branded products_ A better altarnative to
povernment mandated price cuts would be to estimate a final price based on drug perfior-
mance, cost effectiveness and a countryk abdity to pay. We developed a global pricing
index for new cancer druge in patients with metastatic colorectal cancer [mCRC) that
encompasses all of these atriltes.
Methods: A pharmmacoeconomic mode was developed to simulate mCRC patients receiving
chemothermpy plus a ‘new drug’ that improves survival by 1.4, 3 and & months, res pectively.
Oost and udlity data were obtained from cancer centres and oncology nurses (r=1132) in
anada, Spain, India, South Africa and Malaysia. Multivariable analysis was then used to
develop the pricing index, which considers survival benefit, per capita GDP and income dis-
permion [as measured by the Gini coefficdent) as predictor variables,
Results: Higher survival benefits were associated with eevated drug prices, especially in
higher income coumiries such as Canada. For Argentina with a per capita GDP of $15,000
and a Gind coefident of 51, the index estimated that for a drug which provides a 4maonth
survival benefit in mCRC the value based price would be $115 630 per dose. In contrast, the
zame drug ina wealthier coumtry like Norway (per capita GOP=$50,000) could command a
price of 15 2,775 per dose.
Conclhisions: The application of this index to estimate a price based on cost effectiveness
and the wealth of a nation would be impartant for apening dialogue between thekey stake
holders and a better altemative to goverrmment mandated price cuts,

2011 Elevier Ltd. All rights reserved.

1. Introdu ction

oosts has been pharmeaceuticala. Using onoology drugs &s an
illustration, it was reported from 19493 to 3004, total seles for

The cost of heslth care has been growing repidly over the past
decade.! There are several contributing factors such as an
Bgeing populztion, B more eggressive tregtment culture and
the availability of more effective drugs that have replaced
medical procedures previously requiring hospitslisstion *
Ome of the most identfiable parts of increased health care

oncology drugs in Europe glone increased seven times from
€840 to €6170 million.* Similer trends have also been reported
in the United States where cancer drug expenditures in-
ressed from $3 billion in 1997 to $11 hillion in 2004.%

Rising drug costs heve now become a global concern &s
instimtionalised health care aystems atruggle to offer modern

* Corresponding author: Address: 283 Danforth Ave., Suite 448, Toronto, Ontario, Canada MAK 1MZ. Tel: +1 416 461 2720; fax: +1 416 461

4735.
E-mail address: gdranit@eainter net [G. Drardtsaris).

0959-B049/% - ses front matter 2011 Elsevier Ltd. All rights ressrved.

doi:10.1016/ 2jea. 2011 .03.015
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treatments within limited budgets. Combined with the global
emNOMic recession, many governments have responded by
mandating cuts in branded pharmaceuticals of up to 30%.™*
However, government mandated price cuts may not serve the
patient in the long term because they would deter innovetive
pharmaceutical companies from making large investments
into research and dewelopment. Without such investment,
newdrug discovery would be compromised. In the end, manu-
fecturers should be rewarded for innovation becsuse new
drugs havebeen & major contributor towards im proved patient
outcomes end reduced health care costs **

A better and more systematic alternative to government
mandated price cuts is the establishment of & drug price based
on perform ance during randomised trizk and the total value
that it brings to sodety. Such value based pricing schemes
have been proposed in seversl countries. ™" As &n llustra-
Homn, the new governmentof the United Kin gdom (UK) recently
ennounced its intent to revise the current free drug pricing
scheme and move towands & value based sppmach.” Specifics
of this new syatem have yet to be announced nor is it knowmn
who will edminister it. However, previous drug pricing initia-
tves by the Mationel Institute of Clinicel Excellence [MICE)
would suggest that value thresholds involving the cost per
quality adjusted life year {QALY) gained coupled with com pre-
hensive pharmacoeconomic (PE} models would likely play a
central molein the new produc pricing system.

The application of value based drug price estimation re-
quires the estsblishment of & threshold for societal value
where drugs at or below this levd would be reimbursed by
publicly funded hezlth care systems. As an illustration, the
Mationel Heslth Service (MHS) of the UK has estshlished a
threshaold for drug coverage at £30,000 per QALY gained. ™ In
the Netherlands, the unofficial threshald is €18,000 per QaLY.®
Ome of the challenges in the use of such thresholds is that the
wealth of an ndividual country is not considered. To address
this, the World Health Organization (WHO) has proposed to
wse multiples of 2 country’s per capita gross domestic product
[GDF) to establish thresholds for economicvalue ™ Based on
the WHO criteria, products less than or equal three times the
per capita GOF would be considered cost effective ™

What would be of interestto all the key stekehalders would
bethedevelopment of edrugpridng index thatis linked toboth
product performance and value thresholds that also consider
the wealth of & nation. In this study, we describe the develop-
ment of such an index that can be applied to new therapies
indicated for the treatment of metastatic colorectal cancer
fmCRC).

2 Methods

21. Modelng the pharmacoeconomic outcomes of mCRC

mCRC wes chosen becsise sevemrl new anticancer agents
have been approved in this disesse site but their high ocost
has led to their outright refussl for reimbursement by govern-
ment payers.*® The development of & pricing index for new
drugs in mCRC began with the construction of a FE model.
The model was designed to simulate the dinical and eco-
nomic outcomes in patients receiving standard chemaother-
egpy with the addidon of & 'new drug that provides a

survival increment between 14 and & months. Detsils of the
model's development, validation and its populsation are de-
acribed elsewhere " Briefly, the timeframe was from the fimst
cycle of firstline chemothe mpy untl death. The current stan-
dard of care for the firatline trestrent of mCRC is oxaliplatin
in combination with infusional 5-fluorouracil (FOLFOX).'"In
patients who have disease progression or intolerable toxicity,
second line irinotecan in combination with infusional 5-fluo-
rouracil (FOLFIRI) is & ecommended mrestment.” Therefore,
the model began with FOLFOX (+ the ‘new drug’) followed
by FOLFIRI upon disesse progression or the discontinuation
offirst line therapy because of intolerable toxicity. The clinical
data required to populate the model were obtzined from the
oncology literature ™ The drug that provided the point esti-
mates for the incremental benefits quantified by the pricing
index was bevacizumasab, an agent that targets the vascular
endothelial growth factor (VEGF) and is sssociated with a
1.4 month survivel benefit in mCRC.™

2.2 Multinational data collection

The intent of this study was to develop & pricing index that
could be used scross many countries to estimate & walue
based price for new drugs in patients with mCRC. The FE
model had to be populated with cost and utility dats in order
to generate the cost effectiveness pricing outputs required to
develop the pridng index. The required data were collected in
cancer centres from Canada, Spain, South Africa, Malaysia
and India. The selection of these countries provided & per ca-
pita GDF ranging from $3100 to $39,000 (Table 1).

2.3.  Estimation of tremtment costs

For esch country, costs for anticancer drugs, materizls for
drug delivery, patient monitoring, other related hospital Te-
aources (e.g. laboratory and disgnostic tests) as well s pallia-
tive care costs for terminally ill cancer patients were collected
from locsl cancer centres and from the international oncol-
ogy litereture "% Al msts and outputs in the current
study were reported in 2010 US dollars.

2.4 Health state utilities

Health state utilities are scores between 0 and 1, where 0 repre-
sentsdeath and 1is a state of perfect heslth or optimal quality
oflife. In economicevaluations, they are used to adjustthe sur-
vivalbenefit of anew drug by the qualityoflife experiencedbya
patient during that time period. In the current study, quality-
adjusted life periods were measured as "healthy months equiv-
zlent forthe ime spentineach outcomeof the PE, modelusing
the Time Trade-off technigue™ = Utilities for the various out-
comes in the PE model (16in total) wereobtained froma sample
of oncology nurses and pharmacists (total n= 113} involved in
the reatment of mCRC patients in eech of the respective coun-
T_.rjE.'l?:ﬂ-ﬂ'i-

2.5. Estimating a value based price for each country

Using the country specific cost and utility dates, & cost utlity
analysis was performed to estimate & value based price for
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able 1 - Description of reference countries,

Country Population GDF per r_n'Fn'tn“-*' [$U15) Gini coefficent” Health care system
Canada 33 million $39,000 326 Fublic only

Spain 45 milion $35,000 347 Public-private mix
Malayaiz 2B million $14.800 49.2 Public-private mix
South Africa 449 million $10,000 L8 FPublic-private mix
Indiz 1.1 hillion $3100 36.8 Public-private mix

* The World Fact BEook OCentral Imteligence Agency 2000,  hittpsffwwwecia gowlibmrny) publica tons/th e-word d-fa cthook/mnkoonde !

X mnk html. Acceseed Moyvember 18 2010,

B The cost per QALY valuee threshold was thres times the per capita GDP for that country.
© The Gini cosfficient iz a measure of income dispersion. A vahieof 0 pepresents absohste equality, and a vahee of 100 is absalute inegualitg™™

the ‘new drug' in the first line reatment of MCRC. The base
crae nalysis essumed that the eddidon of the ‘new drug' to
fimtline oxaliplatin-besed cheamoth ers py would provide & sur-
wvivel benefit of 1.4 months a3 reported in the literature for bew-
acizumab.™ The main outcome of the analysis wes to estimate
aprice perdoseforthe ' new drug wingenincrementel costper
QALY grined threshold, which was three imes the respective
countries’ per capite GDP (Table 1). The survivel gein wma then
increased to approximately 3 and & months from the base case
of 1.4 months to determine how the price points would change
for each country. Such & procedure provided 15 data points for
the subsequent multivarieble analysis.

25, Statistical considemtions

After application of the PE model towards & cost utility enal-
waia, the ewvaluastion n esch country provided thres price
points for the ‘new drug’ that were linked to the associated
grins in survival. & multivarieble regression analysis, which
wes edjusted for clustering on the warisble ‘country’, weas
then conducted with ‘drug price’ ss the dependent verizble
end survivel gein, per capita GDF and the Gini coefficient,
which is 8 messure of income dispersion (& value of O repre-
sents abaolute equelity, and 100 iz absclute inequeality) &s
independent variables. ™~ Given our smazll sample size con-
sisting of only 1% price points in totel from the five countries,
non-paremettic bootstrepping weas appled. Resampled data
(1000 iterations) were used to generate bootstrap estimates
of the regression coefficients of the multivariable model. All
of the atatiatice] enelyses were performed using Stata, release
11.0 [Stete Corp., College Station, Texwsa, LISA).

3. Results

Ecomomic and heslth state utility data were oollected in five
countries with populationa ranging from 28 milion to 1.1
billion (Teble 1). All countries with the exception of Caneda
hed heslth care systems consisting of 8 mix of public and
private. In Canads, the heslth care aystemn is entirely public
end there are no privete hospitels. Among the five countries,
the per capite GDP renged from $3100 to $35,000. Such & range
would encompass spproximately 140 countries worldwide ™

The value based price paoints for 2 ‘new drug’ providing =
14, 3 and 6 month survival benefit in mCRC determined in
the cost utility analyses are described in Teble 2. A clear rela-
tonship was seen where countries with & higher per capita

GDF were pssodated with & higher velue based drug price
for erch of the three survivel periods. It was interesting to
note that in the lower income countries fl.e. Melaysia, South
Africe end Indig), & drug price considered cost effectve by
the WH O criteria could not be echieved with only & 1.4 month
survival benefit For & price point to be reached in these coun-
tries, et least & 3 month survivael increment would be needed
by & new onoology product indicated for mCRC. The other
rElationship noted in the dats was that the inoemental sur-
wvivel benefit waa the major driver for 8 premium drug price.
If @ new drug for mCRC was able to noesse survival by
&maontha, then & price per dose exceeding $25%00 could be
chamged in high income countries such gs Canade and Spain.
This price point can be extended to gll countries of the Euro-
pean Union where the overall per capite GDP is approxdmately
$32 000" Therefore, new drug products with the sbility toim-
prove survivel by & months should be able to commend & pre-
mium price in wealthier countries and still be conaidered oost
effective eocording to the WHO criteria.

31.  Development of a value based pricing ndex for mCRC

Using the price points for the three levelas of survival de-
scribed in Teble 2, @ mein effecs multivarieble analysis was
undertaken to develop & pricing index for new drugs in mCRC.
The three independent variebles pdded to the model were
survival geina in months, per capite GOF end the Gini coeffi-
dent for the respective country. The results of the analysis

Table 2 = Value baged price points for shealute survival
benefits in the fve countries.

Countmy** 14 month 3 months & months
survival survival survivel
Canads $830 $2180 $3430
Spain $465 $1145 2905
Malaysia® 00 567 $1258
South Africa™ [iLd] $57.00 $354
India® [iLd] $9E.00 $2353

* All currencies ars in 2000 75 dallars.

B Paint estimates for sach of the fve countriss wen reported in
P PR-34

“ In these countries, a cost effective price could not be foond
becawse a 1.4 month survival was simply too short.

2 The survival bensfit reported for bevacizumab fom the Sali
et al trial ™
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are presented in Teble 3. Ovem, the three independent vari-
ghles socoumted for B3% of the warishility in the dependent
verishle ‘price’ as indicated by the adjusted E stetistic. As
sugpested before, the single bigpest contributor to drug price
wra the incramente] gain in overal survivel. For every month
of survivel benefit, our pridng index indicated that an eddi-
tonzl $296 could be added to the fingl lsunch price.

A stepwise pricing index was then developed from the
point estimates of the regression coefficients and the inter-
cept generated from the analysia. Each of the final regression
ooefficients evelhieted in the model provided 2 statistical
weight for that fector's contribution to the oversll price point
The scoring systemn was then sdjusted by sdding & constant
sgcross &ll scores to ensure that none of the final scores were
below zero. The final product wes & pricing elgorithm where
higher survivel benefits are associated with & price premium.
The starting point and score easigned to esch of the pricing
fectars is as follows:

* Start athase score of $11,000.

» Multiply the Gini coefficient for that country by $300 and
edd to base scare.

= Subtrect the country specific per capita GDP.

» Multiply the drug's survival bensfit in months by $5,000 and
subtract

= idd the sbove scores end then multiply by —5%.

The above pridng index is e asy to epply and best illustrs ted
with an example. Suppose there is 8 new drug for mCRC thet
has demonstrated a four month survival benefitin arecent ran-
domised trial. What would be s valuebesed price for the drugin
& country like Argentina, with & percapite GDP of $15,000 and &
Gini coe fident of% 1.37 Going through the pricingindex, & value
baaed launch price in Argentine for & drug that provides a 4
manthsurvival benefitwould be $530 perdose. If the samedrug
wra to be lrunched in Morwey, whose per cepite GDF and Gini
coefficient iz $50,000 and 2% respectively, the price per dose
for the same drug would be $2,775. Through the applicetion
of our price index, we enaure that the final leunch price of &

Table 3 -~ Multivarisble regression analysis on the value
based price estimates.

Vaerieble® Peremeter SE 95% CI
eatimete

Intercept —5432 1583

Survival gein (in months) 296 95 110483

Per capitz GOP 0051 0.020 0.012-0 085

Gini coefficient™ —151 .6 —67-37

Adjusted B 0E3

Abbreviations: GDF, groes dome=stic product; SE standand ermn CT,
oonfidence interval.

Adjusted B = proportion of variability in the dependent vardable
that iz accounted for by the regr=<ion analysic. Dependent vari-
able: Drug price in 2010 $IS.

* Point estimates and 95% Os determined by non-parametric
boot=tm pping.

B The Gini coeficient i a messures of incomes dispersion. A whisof
0 represents abeolute equality, and a vahse of 100 & absohite
inmqualitg™

new drugis linked to B country's ghility to pay. Therefore, gov-
ernme nt payers in countries like Argenting & nd Moraray would
heves better indication of what s cost effective price should be
relative to the survivel benefit offered by the drug.

4, Discussion

Government mandated cuts of branded drugs donotserve pa-
tients in the long term because such sctions will only serve as
& disincentive for pharmeceutical companies to invest in new
drug discovery. & better alternative to such ections would be
to set produc price based on several factors such as perfor-
mance under & contrmolled dinical trisl setting, 8 neton's ghil-
ity to pay & price premium for exceptionsl products, how
uniformly income is distributed within & given country, and
the owerell cost effectiveness of the product messured agrinat
aome reasonable societal value threshaold. In the oncology set-
ting, drug performance is best measured by the incremental
aurvivel benefit that is offered over the standerd of care Eat-
mating an overrll product velue threshold i3 more challeng-
ing, but 8 reesoneble staring point is three times the per
capita GDP as recommended by the WHO. ™

In this study, we used a8 PE model for a2 hypothetical "new
drug’ in mCRC that was populated with cost and utlity dats
from five different countries to develop Bn index to estimate
& velue based price. ™" From the PE model, price points
were estimated for aurvival increments of 1.4, 3 and & months
using three times the per capite GDP as the terget value
threshold from each country. Multivariable analysis was then
applied on the price points to measure the contribution of
survivel benefit, per capite GDF and income dispersion on
the finel price estimate. The coeffidenta from the multivari-
ahle model were then used to develop the fingl pricing index,
which can be used to estimate & value based price for 2 new
drug in mCRE. The index is ersy to apply using inform eton
thet iz resdily swaileble to netionel drug formulany
commithess.

A major edvantege of our pricing index is its trens parency
and the ehility to spply it to spproximaeately 140 countries
whaose per capite GDP falla within the range evaluated in this
atudy. In eddition, the index is able to rapidly estimate & value
besed price using international recommendations for eom-
nomic welue. ™ Such an index would also be velushle to
manufecturers who sre considering leunching their producsa
in lower income countries. If they were to launch a critically
importent product &t &8 high price that is simply out of resch
for that country's heslth cere budget, the national gowvern-
mentmay izssue & compulsory licence, which would enable lo-
cal production of the patented drug. This ia possible under the
Trede Related Intellectusl Property Rights agreement of the
World Trede Orgenisstion end hes slreedy ocourred with
some HIV drugs™ alternstively, a velue based price esti-
mated with our index could be the starting point for negotia-
tions betwesn government payers and the meanufacurer,
which ocould lesd to 8 more affordeble leunch price for that
country.

There are & number of imitations in our stdy that need to
be eclmowledged. The intent of our initia tive waa to develop a

tool that can be applied to mCRC drugs for estimating a value
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baszed price that would potentizlly incresse patient access. For
the proposed methodology to be zpplied to other disesse
gites, complete data from randomizsed trisk on & drug by drug
bazis will be required to develop disesse specific pricing in-
dexes. Our index can only be applied towards new drugs in
mCRC and for countries that fall within our range of per capi-
te GDF Our sample size was smeall (only five countries) and
this may imit the generalissbility of ouwr index. In additdon,
external validation in other countries outside of our GDP
range is wamanted.

5. Conclusions

The present study describes the development of & global pric-
ing index that can be used to estimate & value based price in
different countries for new dmgs in mCRC. The spplication of
this index to estimate & cost effective drug price would be &
good starting point for opening dislogue bebtaeen the key
stekeholders and & better alternative to governments’ marn-
dated price cuts. However, this does not necessarily mean
that ennuzsl drug expenditures will be contained. True thera-
peutic innovation requires an investrnent by society. Ult-
mately, the fmal price that is negotiated must create &
balance thatwill reward innovation and maximise patient ac-
cess to new drugs.
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The IARC estimates that 27 milion new cancer cases will
be disgnoszed in 2030." This will place massive strain on insti-
tutonalised health systems already pressured under the cur-
rent economic climate. During the decade leading up to 2004
spending on cancer drugs in the EU has increased from 840 to
e170 million eurss” and i the United States during a similar
period [1997-2004) this fgure within Medicare rose from
43 hillion to $11 billion* The stark and wel known fact facing
healthcare providers remains that this spending will become
unsustainable, and probably already 8. The ability to balance,
on one hand the rising costs of drugs with short and long
term constriction of budgets will define the accessibility of
rew and «ffective treatments to patents reliant on publicly
funded healtheare.

The resction thus far to the current economic situation
ha s been mixed. In Spain and France for example gpovanment
mmandated cuts of branded pharmaceutical prices of up to 30%
have been implemerted In the United Kingdomn, howerer,
pharmacsutical companies are cumently free to set their
owm pricing, although a move to a vahie based pridng index
has been sugpested by 3014 that will take nto account ‘drug
efficacy and the potental benefit to sodety’ though measure-
ment of thiz will be controversial®

Although in the short termn the measares briefly described
above would decrease budgetary expenditure, in the long

* Corregranding auther: Tel : +484 203 311 8295; faw: +44 209 311 1433,

E-mail address: |5 tebbing@impenalac.uk (I Stebbing).

term one may argue that the risk is a knodk on decrease in
inwestment in the very expensive arena of cancer drug dewvel-
opment and innovaton. In this issue of the Journal, Dranits-
aris and colleagues propose a simple to understand and
usgeful alteamative to arbitmry government interventon in
caneer drug pricing. Simply put, they propose a systemn of va-
lue based pridng based on the performance of the product
and the wealth of the nation purchasing the drug® The parm-
digm they have used to llustrate this is that of metastatic
colorectal cancer. The Gross Domestic Product (GDF) in the
five countries they have studied to evaluate this index ranges
from $3100 to $39000, and as such if applied more broadly
this mnge would include 140 countries. As an example if a
new drug in colorectal cancer has dernonstrated a 4 month
srvivigl benefit in a recent study, wing GOP and Gind coeffi-
cients (a measure of distribution of wealth within a nation)
the valie based laumch price in Argentina (per capita GDP
$15,000) would be $630 per dose, whereas in Morway (per ca-
pita GDP $50,000) this would be $3775.

This proposiion is not entirely new and the idea of value
baszed pridng has been suggested in various forms previ-
ously® Indeed the demand for such a system, not anly within
Europe but globally has arsen from the awareness of the
need of healtheare systems to annotate vahie o costly inter-
ventions. Last year the debate around ‘walue' permeated the
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United States healthcare system” and cost-effectivensss in
healthcare is a pillar of cumrent reforms there. The debate oc-
curred with greater intensity following the FO approval of
Sipulencel-T (Provenge), a treatment for metastatic prostate
cancer that costs $93000, with thempy deriving a median
4 month increment n overall survival ® It iz in this context
that we should evahiate the value based pridng index pro-
posed by Dmanitsaris which incorporates not only eficacy
measires, but affordability measures too.

What are the potential pitfalls with these variables? There
are problems if we are using survival as the sole efficacy mea-
sure in cancer patients. In many metastatic cancers, for
example breast cancer and colorectal cancer, multiple lines
of treatment may be given before a new putative agent and
overall survival benefits may be lost or diluted by cross-over,
and instead outcormne measures that becomes significant
may simply be tme to progression or even quality of life
The implicatdons here are commplex for an outcome measuTe
for pricing. In cases where the effect of single agents on the
ocourse of a patients survival is difficult to assess, is it walid
to consider other measures such as quality of life as a reason-
ahle outcome for a value based pridng index? This is perhaps
one question tobe addressed in the debate tha twill followr he
tween stakeholders. As far as an intrinsic affordability factor
is coneerned, this will be viewsed by many physicians as fair
and long overdue. Certainly the ahility of a third party to
negotiate drug prices is credited with part of the estimated
37% savings in 1 year seen in one in the Medicare Part D Pro-
gramme? Any ahility to negotiate prices is an improvement
compared to the systemn that exists in countries such as the
United Kingdom curmently. Importantly ‘negotiation’ in cone
text here is a nebulous tarm, open to interpretation and lob-
bying in ways that a de facto costing based on the fixed
measires of affordability coutlined abowve, is not.

What are the implicatdons of walue based pridng for
rationing systems already in place? Although the United
Kingdom Matonal Institute of Clinical and health Excellence
(MICE) has been widely praized for its attermpis to address cost
effectiveness of interventions, there have been criidsms in
its handling of cancer drugrationing. Itis a view held by many
that the Quality Adjusted Life Year (QALY) iz a flawed measure
of assigning cost effectvensss,” and its use in defining a
threshold below which a publidy funded healthcare systemn
will pay for a drug has been critidsed. Furthermore with this
rationing comes debate and the various consultations and
processes that are in themselves costly in terms of tme,
infrastructhire and expenditure*® Although this infrastruc-
ture iz changing in the United Kingdom, it follows that if a

cancer drug is already costed at launch to allow for efficacy
and affordahbility, then much effort and tme would poten-
tially be saved in having to assign these vahies within organ-
igations in individual natons. This presumably implies
patents would have acoess o drugs quicker than is the case
cwrrently, and with less reliance on other measures of cost-
effertiveness.

The palatahility of this to the pharmaceutical industy,
povernments, and what this will mean for patients is evalv-
ing. It i8 dear an alternative to the status quo is needed,
and stakeholders need to consider the long term sustainabi-
ity of new innovatdons. Pharmacentical companies should
have some incentive to spending resources on research and
developrment of new drugs to treat cancer ‘betier’, as opposed
to efforts dewoted to marketing or prolonging patent lives of
exsting products with ‘me too’ formulations. Value based
pricing with the integration of affordability as desoaibed by
Dranitzariz and colleagues would seem to be an excellent
and necessary starting paint for this debate.
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6.10 Chapter Summary

The intent of this study was to develop a pricing index that could be used across many
countries to estimate a value based price for new drugs in patients with mCRC. The PE
model had to be populated with cost and utility data in order to generate the cost
effectiveness pricing outputs required to develop the pricing index. The required data
were collected in cancer centers from Canada, Spain, South Africa, Malaysia and India.
The selection of these countries provided a per capita GDP ranging from $3,100 to
$39,000 (Table 5.1). Notwithstanding, the inclusion of more countries in the model
development phase would have added precision to the final predictive index.

Using the country specific cost and utility data, a cost utility analysis was performed
to estimate a value based price for the “new drug” in the first line treatment of mCRC.
The base case analysis assumed that the addition of the “new drug” to first line
oxaliplatin-based chemotherapy would provide a survival benefit of 1.4 months as
reported in the literature for bevacizumab (Saltz et al., 2008). The main outcome of the
analysis was to estimate a price per dose for the “new drug” using an incremental cost
per QALY gained threshold, which was three times the respective countries’ per capita
GDP (Table 5.1). The survival gain was then increased to approximately 3 and 6
months from the base case of 1.4 months to determine how the price points would
change for each country. Such a procedure provided 15 data points for the subsequent

multivariable analysis.

163



Table 6.1. Value based price points for absolute survival benefits in the five countries.

Country?! 1.4 mon survival® 3 mon survival 6 mon survival
Canada $830 $2,180 $3,430

Spain $465 $1,145 $2,905
Malaysia? 0.0 $567 $1,258

South Africa® 0.0 $57.00 $254

India® 0.0 $98.00 $253

'All currencies are in 2010 U.S. dollars. ?In these countries, a cost effective price could
not be found because a 1.4 month survival was simply too short. *The survival benefit

reported for bevacizumab from the Saltz et al. trial (2008).%°

After application of the PE model towards a cost utility analysis, the evaluation in
each country provided three price points for the “new drug” that were linked to the
associated gains in survival. A multivariable regression analysis, which was adjusted
for clustering on the variable “country”, was then conducted with “drug price” as the
dependent variable and survival gain, per capita GDP and the Gini coefficient, which is
a measure of income dispersion (a value of 0 represents absolute equality, and 100 is
absolute inequality) as independent variables (De Maio, 2007). The unit of analysis was
“country”. Therefore, country level variables that are associated with a country’s ability
to pay for high cost cancer drugs were evaluated in the model. Since the level of
income dispersion is a relevant factor, it was considered in the model. The Gini
coefficient was used for several reasons. It is presented on a standardized linear scale
from 0 to 100, there is the availability of data for most countries around the world and
lastly, it has been accepted by the WHO as a measure of income dispersion globally

(The World Fact Book, 2010).
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6.11 Statistical Issues

Given the small sample size consisting of only 15 price points in total from the five
countries, nonparametric bootstrapping was applied. Resampled data (1000 iterations)
were used to generate bootstrap estimates of the regression coefficients within the
multivariable model. The final regression coefficients were of primary importance
because their relative magnitude was used to estimate the weighting for each predictor
variable in the final pricing algorithm. Standard errors and confidence intervals were of
secondary importance because the intent was not to measure the statistical significance
between the dependent variable, drug price and the three predictor variables (i.e.
survival gain, per capita GDP and the Gini coefficient). To simplify calculations with the
pricing algorithm, the regression coefficients were transformed by multiplying each by a
constant (in this case -5%, derived by trial and error) and then rounding to the nearest
unit value. This would allow the estimation of a drug pricing estimate as guided by a

country’s per capita GDP, Gini coefficient and survival benefit offered by the new drug.

A simple main effects multivariable linear regression was used to determine the
relative magnitude of the final regression coefficients. Interaction effects were not
evaluated in the model because the objective was not to perform a subgroup analysis
between countries. The linearity assumption was also evaluated in the model through
the application of polynomials. The findings suggested that the associations between
the dependent variable (i.e. drug price) and the predictor variables (i.e. survival gain,

per capita GDP and the Gini coefficient) were indeed linear.
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6.12 Conclusions

This chapter described the seven scientific papers that were generated from this
research. There is a section on introduction, methods, results and discussion within
each paper. Therefore, the intent of this thesis was to conduct high quality research

that can be published in peer reviewed journals. This objective has been met.
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CHAPTER 7
CONCLUSIONS

7.1 Introduction

Chapter seven summarizes the major findings from the five countries in terms of
price points for different gains in overall survival. The chapter describes a multivariate
regression model that was built around these price points. The chapter also illustrates
how relative weight of the multivariate coefficients were used to develop the final value
based pricing index. Lastly, the chapter demonstrates how the index can be applied to
estimate a value based price for any new drug in mCRC. The chapter closes by
providing recommendations on how the pricing index can be used by formulary
committees and the pharmaceutical industry in estimate a launch price for a new drug in

a given country.

7.2 The value based pricing index for new drugs in metastatic colorectal cancer
Government mandated cuts of branded drugs do not serve patients in the long term
because such actions will only serve as a disincentive for pharmaceutical companies to
invest in new drug discovery. A better alternative to such actions would be to set
product price based on several factors such as performance under a controlled clinical
trial setting, a nation’s ability to pay a price premium for exceptional products, how
uniformly income is distributed within a given country, and the overall cost effectiveness
of the product measured against some reasonable societal value threshold. In the
oncology setting, drug performance is best measured by the incremental survival benefit

that is offered over the standard of care. Estimating an overall product value threshold
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is more challenging, but a reasonable starting point is three times the per capita GDP as
recommended by the WHO (Murray et al., 2000; Hillner and Smith, 2009).

In this study, a PE model for a hypothetical “new drug” in mCRC that was populated
with cost and utility data from five different countries was used to develop an index to
estimate a value based price. From the PE model, price points were estimated for
survival increments of 1.4, 3 and 6 months using three times the per capita GDP as the
target value threshold from each country. Multivariable analysis was then applied to the
price points to measure the contribution of survival benefit, per capita GDP and income
dispersion on the final price estimate. The coefficients from the multivariable model
were then used to develop the final pricing index, which can be used to estimate a value
based price for a new drug in mCRC. The final product was a pricing algorithm where
higher survival benefits are associated with a price premium. The starting point and
score assigned to each of the pricing factors is as follows:

e Start at base score of $11,000

e Multiply the Gini coefficient for that country by $300 and add to base score
e Subtract the country specific per capita GDP

e Multiply the drug’s survival benefit in months by $6,000 and subtract

e Add the above scores and then multiply by - 5%

The above pricing index is easy to apply and best illustrated with an example.
Suppose there is a new drug for mCRC that has demonstrated a four month survival
benefit in a recent randomized trial. What would be a value based price for the drug in
a country like Argentina, with a per capita GDP of $15,000 and a Gini coefficient of
51.3? Going through the pricing index, a value based launch price in Argentina for a

drug that provides a 4 month survival benefit would be $630 per dose. If the same drug
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were to be launched in Norway, whose per capita GDP and Gini coefficient is $50,000
and 25 respectively, the price per dose for the same drug would be $2,775 per dose.
Through the application of our price index, it is ensured that the final launch price of a
new drug is linked to a country’s ability to pay as well as income dispersion. Therefore,
government payers in countries like Argentina and Norway would then have a better
indication of what a cost effective price should be relative to the survival benefit offered

by the drug.

7.3 Limitations

There are a number of limitations in pricing index that need to be acknowledged.
The intent of our initiative was to develop a tool that can be applied to mCRC drugs for
estimating a value based price that would potentially increase patient access. For the
proposed methodology to be applied to other disease sites, complete data from
randomized trials on a drug by drug basis will be required to develop disease specific
pricing indexes. Our index can only be applied towards new drugs in mCRC and for
countries that fall within our range of per capita GDP. Our sample size was small (only
five countries) and this may limit the generalizability of our index. In addition, external
validation in other countries outside of our GDP range is warranted. The original WHO
threshold for cost effectiveness (i.e. < 3 times the per capita GDP) was initially
developed for global health care programmes (e.g. the use of malaria nets) as opposed
to specific treatment interventions. As a result, it has not been fully validated for
application to pharmaceuticals. Therefore, additional empirical work is needed to
evaluate its appropriateness for evaluating individual treatments. The equal application

of a per capita GDP threshold may not be applicable to both rich and poor countries. It
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may have been more appropriate to use threshold beyond three times the per capita
GDP for less resource rich countries. Future work is needed to test various thresholds

based on a countries wealth.

7.4 Summary of major findings

The first key finding in this study was that the WHO criteria for estimating a value
based price is feasible and can be applied to a wide variety to countries with unique
health care systems. This was demonstrated through the successful PE modeling
analyses conducted in the five reference countries. With the pricing information
generated from each country specific analysis, an index to estimate a value based price
for new drugs in mCRC was developed. The index is easy to apply using data that is
readily available to drug formulary committees. With a scientifically based estimate on
what a cost effective price for a new drug should be for their country, public payers
would be in a more informed position as they enter price negotiations with the
manufacturer. Therefore, the second key finding in this study is that the methodological
approach used in this thesis can be applied to other cancer sites such as breast and
lung cancer in order to develop similar value based pricing indexes. The development
of pricing indexes across the major tumour types can empower public payers with better
information which could lead to reduced prices for new cancer drugs. Reduced costs
for new drugs would mean better patient access, particularly in lower income countries.

A major advantage of the pricing index is its transparency and the ability to apply it
to approximately 140 countries whose per capita GDP falls within the range evaluated in
this study. In addition, the index is able to rapidly estimate a value based price using

international recommendations for economic value (Hillner and Smith, 2009). Such an
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index would also be important to manufacturers who are considering launching their
products in lower income countries. If they were to launch a critically important product
at a high price that is simply out of reach for that country’s health care budget, the
national government may issue a compulsory license, which would enable local
production of the patented drug. This is possible under the Trade Related Intellectual
Property Rights agreement of the World Trade Organisation and has already occurred
with some HIV drugs (Shashikant, 2005). Alternatively, a value based price estimated
with this index could be the starting point for negotiations between government payers
and the manufacturer, which could lead to a more affordable launch price for that

country.

7.5 Implementation of the Pricing: Practical Considerations

A pricing index has been developed to allow the estimation of drug price based on what
a country can afford to pay, national income dispersion and the survival benefit offered
by the new treatment over the standard of care. The strength of this index is its
transparency and ease of administration. However, there are some practical challenges
that would need to be overcome before widespread implementation. As a first step, a
partnership between the drug manufacturer and the respective national government
would need to be established. The primary objective of the partnership should be to
ensure patient access to effective cancer therapies. This partnership should be initiated
with a binding agreement where both parties would accept the initial price point
estimated by the pricing index. This estimate would then be the starting point for
negotiations. If the manufacturer would like to launch the drug at a price beyond the
estimated price point, they would need to provide evidence to government negotiators
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that a higher price is warranted. Alternatively, the manufacturer may offer a risk sharing
program where the higher price would be reimbursed by the government only in cases
where the drug meets its primary clinical endpoint. For patients who do not derive
clinical benefit from the drug, the manufacturer would reimburse the health care system
for the cost of the drug. These are but a few practical suggestions on how the pricing
index can be used to initiate a discussion between the manufacturer and all of the key
stakeholders. A key factor for making a drug affordable in a given county would be
transparency, good will and the willingness for both parties to make price concessions

in sufficient supporting evidence is available.

7.6 Conclusions

The present study describes the development of a global pricing index that can be
used to estimate a value based price in different countries for new drugs in mCRC. The
application of this index to estimate a cost effective drug price would be a good starting
point for opening dialogue between the key stakeholders and a better alternative to
government mandated price cuts. However, this does not necessarily mean that annual
drug expenditures will be contained. True therapeutic innovation requires an
investment by society. Ultimately, the final price that is negotiated must create a

balance that will reward innovation and maximize patient access to new drugs.

7.7 Recommendations

PE analyses are typically undertaken once a new product receives regulatory approval
and the price has been set by the manufacturer. This may not be the optimal use of PE
evaluations.
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Recommendation # 1
e A potentially more powerful use of PE analysis would be in estimating a drug price
using predetermined thresholds of economic value. This would allow a more

transparent drug price to be determined.

Before initiating pricing negotiations, drug formulary committees typically do not
undertake their own PE studies to determine a final price that would make a new

product cost effective for their patient populations.

Recommendation # 2

e In preparation for their pricing negotiations with manufacturers, drug formulary
committees should undertake PE modeling analyses using the WHO criteria for
economic value to estimate value based prices for all new cancer drugs, particularly
the ones where the manufacture will likely request a premium price. With such
information, public payers will be in a stronger position to negotiate a better price for

their health care system.

There are multiple factors such as overall survival, the cost per QALY gained over the
standard of care, income dispersion and a country’s ability to pay that can influence the

final drug price.

Recommendation # 3
e The pricing index that was developed in the current study can be used to estimate a

price for new drugs in mCRC. Formulary committees can use this index to
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determine a value based price for new products in mCRC, which will be critical in

their price negotiations with manufacturers.

It has been demonstrated in this study that a value based pricing index for new drugs in
mCRC can be developed using standard cost utility methodology and internationally
recommended thresholds for economic value. However, the index should not be

applied to other disease sites.

Recommendation # 4

The methodology used in this study should be applied to develop pricing indexes for

new drugs in other important disease sites such as breast, lung and prostate cancer.

174



BIBLIOGRAPHY
Alvarez RH. Present and future evolution of advanced breast cancer. Breast Cancer

Research and Treatment 2010;12(suppl 2)1-18.

Arfwedson J. Reimportantion in Pharmaceuticals. Institute of Policy Innovation, July
2004 .(http://www.ipi.org/ipi/IPIPublications.nsf/0/4A9821E11C0B539086256ED60072A
B13/$File/PR182-ParallelTrade.pdf?OpenElement) Accessed February

18, 2012.

Bach PB. Limits on Medicare's Ability to Control Rising Spending on Cancer Drugs.

New England Journal of Medicine 2009;360:626-633.

Barugel ME, Vargas C, Krygier D, Waltier G. Metastatic colorectal cancer: recent
advances in its clinical management. Expert Review in Anticancer Therapy

2009;9;1829-1847.

Best JH, Hornberger J, Proctor SJ, Stuart J. Cost-effectiveness analysis of rituximab
combined with chop for treatment of diffuse large B-cell lymphoma. Value in Health

2005;8:462-70.

Biesalski HK, Bueno de Mesquita B, Chesson A. European Consensus Statement on

Lung Cancer: risk factors and prevention. Lung Cancer Panel. Ca Cancer Journal for

Clinicians 1998;48:167-176.

175


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Biesalski%20HK%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Bueno%20de%20Mesquita%20B%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Chesson%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�

Blanke CD, Rankin C, Demetri GD, Ryan CW, von Mehren M, Benjamin RS, Raymond
AK, Bramwell VH, Baker LH, Maki RG, Tanaka M, Hecht JR, Heinrich MC, Fletcher CD,
Crowley JJ, Borden EC. Phase Ill randomized, intergroup trial assessing imatinib
mesylate at two dose levels in patients with unresectable or metastatic gastrointestinal
stromal tumors expressing the kit receptor tyrosine kinase: S0033. Journal of Clinical

Oncology 2008;26:626-632.

Brown B, Diamantopoulos A, Bernier J, Schoffski P, Hieke K, Mantovani L, Launois R,
Griebsch |, Robinson P. An economic evaluation of cetuximab combined with
radiotherapy for patients with locally advanced head and neck cancer in Belgium,

France, ltaly, Switzerland, and the United Kingdom. Value in Health 2008;11:791-799.

Canadian Agency for Drugs and Technology in Health. Guidelines for the Economic
Evaluation of Health Technologies. Ottawa, Canada, 3™ Edition, 2006
(http://www.cadth.ca/media/pdf/186_EconomicGuidelines_e.pdf). Accessed November

18, 2010.

Cancer Trends Progress Report — 2007 Update. National Cancer Institute 2007.
Washington, USA, 2007 (http://progressreport.cancer.gov). Accessed January 18,

2011.

Cancer: the  problem. World Health  Organization, June  2008.
(http://lwww.who.int/nmh/publications/fact_sheet_cancers_en.pdf.). Accessed January
18, 2011.

176


javascript:__doLinkPostBack('','ss%7E%7EAU%20%22Blanke%20CD%22%7C%7Csl%7E%7Erl','');�
javascript:__doLinkPostBack('','ss%7E%7EAU%20%22Rankin%20C%22%7C%7Csl%7E%7Erl','');�
javascript:__doLinkPostBack('','ss%7E%7EAU%20%22Demetri%20GD%22%7C%7Csl%7E%7Erl','');�
http://www.cadth.ca/media/pdf/186_EconomicGuidelines_e.pdf�
http://www.who.int/nmh/publications/fact_sheet_cancers_en.pdf�

Cardoso F, Senkus-Konefka E, Fallowfield L, Costa A, Castiglione M. Locally recurrent
or metastatic breast cancer: ESMO clinical practice guidelines for diagnosis, treatment

and follow up. Annal of Oncology 2010; 21 (suppl 5):15-19.

Census of India. Govt. of India - Ministry of Home Affairs. Rural-Urban Distribution.
Office of the Registrar General and Census Commissioner, India.

(http://www.censusindia.net/). Accessed April 22, 2010.

Chan AL, Leung HW, Lu CL, Lin SJ. Cost-effectiveness of trastuzumab as adjuvant
therapy for early breast cancer: a systematic review. Annals of Pharmacotherapy

2009;43:296-303.

Chase JL. Clinical use of anti-vascular endothelial growth factor monoclonal antibodies

in metastatic colorectal cancer. Pharmacotherapy 2008;28:23S-30S.

CheManager Europe. May 27, 2010. Germany Cuts Drug Industry's Pricing Power.

(http://www.chemanager-online.com/en/news-opinions/headlines/germany-cuts-drug-

industrys-pricing-power). Accessed May 18, 2010.

Church, S. UK's NICE backs Pfizer's Sutent and Celgene's Revlimid. February 04,

2009 (http://www.pharmastrategyblog.com/2009/02). Accessed January 18, 2010.

177


http://www.censusindia.net/�
http://www.censusindia.net/�
http://www.censusindia.net/�
http://www.ncbi.nlm.nih.gov/pubmed/18980549?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=9�
http://www.ncbi.nlm.nih.gov/pubmed/18980549?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=9�
http://www.chemanager-online.com/en/news-opinions/headlines/germany-cuts-drug-industrys-pricing-power�
http://www.chemanager-online.com/en/news-opinions/headlines/germany-cuts-drug-industrys-pricing-power�

Cohen MH, Dagher R, Griebel DJ, Ibrahim A, Martin A, Scher NS, Sokol GH, Williams
GA, Pazdur R. U.S. Food and Drug Administration drug approval summaries: imatinib

mesylate, mesna tablets, and zoledronic acid. Oncologist 2002;7:393-400.

Coiffier B, Lepage E, Briere J, Herbrecht R. CHOP chemotherapy plus rituximab
compared with CHOP alone in elderly patients with diffuse large-B-cell lymphoma. New

England Journal of Medicine 2002;346:235-242.

Cooke T, Reeves J, Lannigan A, Stanton P. The value of human epidermal growth

factor receptor-2 as a prognostic marker. European Journal of Cancer 2001;37:S3-10.

Crémieux PY, Ouellette P, Petit P. Do drugs reduce utilisation of other healthcare

resources? Pharmacoeconomics 2007;25:209-221.

Cunningham D, Humblet Y, Siena S, Khayat D, Bleiberg H, Santoro A, Bets D, Mueser
M, Harstrick A, Verslype C, Chau |, Van Cutsem E. Cetuximab monotherapy and
cetuximab plus irinotecan in irinotecan-refractory metastatic colorectal cancer. New

England Journal of Medicine 2004;351:337-345.

Cvetkovi¢ RS, Perry CM. Rituximab: a review of its use in non-Hodgkin's lymphoma and

chronic lymphocytic leukaemia. Drugs 2006;66:791-820.

178


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Coiffier%20B%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Lepage%20E%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Briere%20J%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Herbrecht%20R%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed/16706552?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=7�
http://www.ncbi.nlm.nih.gov/pubmed/16706552?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=7�

Dalziel K, Round A, Stein K. Effectiveness and cost-effectiveness of imatinib for first-line
treatment of chronic myeloid leukaemia in chronic phase: a systematic review and

economic analysis. Health Technology Assessment 2004;8:1-120.

Dancey JE. Targeting epidermal growth factor receptor: Are we missing the mark?

Lancet 2003;362:9377-9386.

Dane L. Italy to cut price of select oncology drugs. July 6, 2010.
(http://www firstwordplus.com/Fws.do?articleid=AEES577EE242444D4AD669A5E8A49F

935). Accessed June 7, 2010.

De Maio FG. Income inequality measures. Journal of Epidemiology and Community

Health 2007;61:849-52.

de Pouvourville G. Risk-sharing agreements for innovative drugs: a new solution to old

problems? European Journal of Health Economics 2006;7:155-157.

Deconinck E, Miadi-Fargier H, Pen CL, Brice P. Cost effectiveness of rituximab

maintenance therapy in follicular lymphoma: long-term economic evaluation.

Pharmacoeconomics 2010;28:35-46.

179


http://www.firstwordplus.com/Fws.do?articleid=AEE577EE242444D4AD669A5E8A49F935�
http://www.firstwordplus.com/Fws.do?articleid=AEE577EE242444D4AD669A5E8A49F935�

Dedes KJ, Matter-Walstra K, Schwenkglenks M, Pestalozzi BC, Fink D, Brauchli P,
Szucs TD. Bevacizumab in combination with paclitaxel for HER-2 negative metastatic
breast cancer. an economic evaluation. European Journal of Cancer 2009;45:1397-

1406.

Devita VT, Hellman S, Rosenberg SA. Cancer: Principles and Practice of Oncology.

Lippincott Williams and Wilkins 6™ ed, Philadelphia, 2001.

Dranitsaris G, Truter |, Lubbe MS, Amir E, Evans W. Advances in cancer therapeutics

and patient access to new drugs. Pharmacoeconomics 2011;29:213-224.

Dranitsaris G, Cottrell W, Evans WK. The cost effectiveness of chemotherapy for non-

small cell lung cancer. Current Opinion in Oncology 2002;14:375-383.

Dranitsaris G, Cottrell W, Spirovski B, Hopkins S. Economic analysis of albumin-bound
paclitaxel for the treatment of metastatic breast cancer. Journal of Oncology Pharmacy

Practice 2009;15:67-78.

Dranitsaris G, Leung PP. Using decision analysis modelling to determine pricing of new
pharmaceuticals: The case of neurokinin-1 receptor antagonist antiemetics for cancer
chemotherapy. International Journal of Technology Assessment in Health Care

2004;20:289-295.

180



Dranitsaris G, Ortega A, Lubbe MS, Truter I. A pharmacoeconomic modeling approach
to estimate a value based price for new oncology drugs in Europe. Journal of Oncology

Pharmacy Practice 2011;March 7.

Dranitsaris G, Vincent M, Crowther M. Dalteparin vs. warfarin for the prevention of
recurrent venous thromboembolic events in cancer patients: A pharmacoeconomic

analysis. Pharmacoeconomics 2006;24:593-607.

Drummond MF, Mason AR. European perspective on the cost and cost effectiveness of

cancer therapies. Journal of Clinical Oncology 2007;25:191-195.

Drummond MF, Stoddart GL, Torrance GW, Sculpher MJ, O”Brien B. Methods for the
economic evaluation of health care programs. Oxford, England: Oxford University.

Press, 2005.

Emerging Market Report: Health Care in India 2007. PricewaterhouseCoopers
(http://www.pwc.com/en_GX/gx/healthcare/pdf/emerging-market-report-hc-in india.pdf).

Accessed April 20, 2010.

Engstrom PF; National Comprehensive Cancer Network. Systemic therapy for
advanced or metastatic colorectal cancer: National Comprehensive Cancer Network
guidelines for combining anti-vascular endothelial growth factor and anti-epidermal
growth factor receptor monoclonal antibodies with chemotherapy. Pharmacotherapy.

2008;28(11 Pt 2):18S-22S.
181


http://www.pwc.com/en_GX/gx/healthcare/pdf/emerging-market-report-hc-in%20india.pdf�

Faden RR, Chalkidou K, Appleby J. Expensive Cancer Drugs: A Comparison between

the United States and the United Kingdom. Milbank Quarterly 2009:87:789-819.

Ferrara F, Ravasio R. Cost-effectiveness analysis of the addition of rituximab to CHOP
in young patients with good-prognosis diffuse large-B-cell lymphoma. Clinical Drug

Investigations 2008;28:55-65.

Feugier P, Van Hoof A, Sebban C, Solal-Celigny P, Bouabdallah R, Fermé C, Christian
B, Lepage E, Tilly H, Morschhauser F, Gaulard P, Salles G, Bosly A, Gisselbrecht C,
Reyes F, Coiffier B. Long-term results of the R-CHOP study in the treatment of elderly
patients with diffuse large B-cell ymphoma. Journal of Clinical Oncology 2005;23:4117-

4126.

FiercePharma. June 2, 2010. France joins European price cutting drive

(http://www.fiercepharma.com/story/france-joins-european-price-cutting-drive/2010-06-

02). Accessed June 11, 2010.

Fojo T, Grandy C. How much is a life worth: Cetuximab, non small cell lung cancer, and

the $440 billion question. Journal of the National Cancer Institute 2009;101:1044-1048.

Forbes JF: The control of breast cancer: The role of tamoxifen. Seminars in Oncology

1997;24:(suppl1):5-19.

182


http://www.fiercepharma.com/story/france-joins-european-price-cutting-drive/2010-06-02�
http://www.fiercepharma.com/story/france-joins-european-price-cutting-drive/2010-06-02�

The Fraser Report. Canadians’ Access to Insurance for Prescription Medicines. Applied

Management in association with Fraser Group Tristat Resources. March 2000.

Friedman HS, Prados MD, Wen PY, Mikkelsen T, Schiff D, Abrey LE, Yung WK,
Paleologos N, Nicholas MK, Jensen R, Vredenburgh J, Huang J, Zheng M, Cloughesy
T. Bevacizumab alone and in combination with irinotecan in recurrent glioblastoma.

Journal of Clinical Oncology 2009;27:4733-4740.

Gafni A. Alternatives to the QALY measure for economic evaluations. Supportive Care

in Cancer 1997;5:105-111.

Gafni A, Birch S; NICE; National Health Service. NICE methodological guidelines and
decision making in the National Health Service in England and Wales.

Pharmacoeconomics 2003;21:149-157.

Germany cuts drug industry’s pricing power. May 25, 2010. http://www.chemanager-
online.com/en/news-opinions/headlines/germany-cuts-drug-industrys-pricing-power.

Accessed May 24, 2010.

Giantonio BJ, Catalano PJ, Meropol NJ, O'Dwyer PJ, Mitchell EP, Alberts SR, Schwartz
MA, Benson AB. Bevacizumab in combination with oxaliplatin, fluorouracil, and
leucovorin (FOLFOX4) for previously treated metastatic colorectal cancer: results from
the Eastern Cooperative Oncology Group Study E3200. Journal of Clinical Oncology
2007;25:1539-1544.

183


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Friedman%20HS%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Prados%20MD%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Wen%20PY%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
javascript:AL_get(this,%20'jour',%20'J%20Clin%20Oncol.');�
http://www.chemanager-online.com/en/news-opinions/headlines/germany-cuts-drug-industrys-pricing-power�
http://www.chemanager-online.com/en/news-opinions/headlines/germany-cuts-drug-industrys-pricing-power�

Glennie JL, Torrance GW, Baladi JF, Berka C, Hubbard E, Menon D, Otten N, Riviére
M. The revised Canadian Guidelines for the Economic Evaluation of Pharmaceuticals.

Pharmacoeconomics 1999;15:459-468.

GM  Freeze. GM crops around the world: an accurate picture.
(http://www.gmfreeze.org/uploads/GM_crops_land_area_final.pdf). Accessed April 22, 2010.
Goodwin PJ and Shepherd FA. Economic issues in lung cancer: a review. Journal of

Clinical Oncology 1998;16:3900-3912.

Greece price cuts. May 14, 2010. http://www.nasdag.com. Accessed May 14, 2010.

Guo JJ, Jing Y, Nguyen K, Fan H, Li X, Kelton CM. Principal components analysis of
drug expenditure and utilization trends for major therapeutic classes in US Medicaid

programs. Journal of Medical Economics 2008;11:671-694.

Havelaar A. Methodological choices for calculating the disease burden and cost-of-
illness of foodborne zoonoses in European countries. August 2007
http://www.medvetnet.org/pdf/Reports/Report_07-002.pdf. Accessed November 18,

2010.
Hillner BE, Smith TJ. Efficacy does not necessarily translate to cost effectiveness. A
case study in the challenges associated with 21% century cancer drug pricing. Journal

of Clinical Oncology 2009;27:2111-2113.

184


http://www.nasdaq.com/�
http://www.medvetnet.org/pdf/Reports/Report_07-002.pdf�
http://www.medvetnet.org/pdf/Reports/Report_07-002.pdf�
http://www.medvetnet.org/pdf/Reports/Report_07-002.pdf�

Hoffman JM, Shah ND, Vermeulen LC, Shah ND, Matusiak L, Hunkler RJ, Schumock
GT. Projecting future drug expenditures--2009. American Journal of Health Systems

Pharmacy 2009;66:237-257.

Hurwitz H, Fehrenbacher L, Novotny W, Cartwright T, Hainsworth J, Heim W, Berlin J,
Baron A, Griffing S, Holmgren E, Ferrara N, Fyfe G, Rogers B, Ross R, Kabbinavar F.
Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic colorectal

cancer. New England Journal of Medicine 2004;350:2335-2342.

Huse DM, von Mehren M, Lenhart G, Joensuu H, Blanke C, Feng W, Finkelstein S,
Demetri G. Cost effectiveness of imatinib mesylate in the treatment of advanced

gastrointestinal stromal tumors. Clinical Drug Investigations 2007;27:85-93.

Jackevicius CA, Cox JL, Carreon D Long-term trends in use of and expenditures for
cardiovascular medications in Canada. Canadian Medical Association Journal

2009;181:E19-28.

Jonker DJ, O'Callaghan CJ, Karapetis CS, Zalcberg JR, Tu D, Au HJ, Berry SR, Krahn
M, Price T, Simes RJ, Tebbutt NC, van Hazel G, Wierzbicki R, Langer C, Moore MJ.
Cetuximab for the treatment of colorectal cancer. New England Journal of Medicine

2007;357:2040-2048.

185


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Jonker%20DJ%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22O%27Callaghan%20CJ%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Karapetis%20CS%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Zalcberg%20JR%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Tu%20D%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Au%20HJ%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Berry%20SR%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Krahn%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Krahn%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Price%20T%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Simes%20RJ%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Tebbutt%20NC%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22van%20Hazel%20G%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Wierzbicki%20R%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Langer%20C%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Moore%20MJ%22%5BAuthor%5D�

Kabbinavar FF, Hurwitz HI, Yi J, Sarkar S, Rosen O. Addition of bevacizumab to
fluorouracil-based first-line treatment of metastatic colorectal cancer: pooled analysis of
cohorts of older patients from two randomized clinical trials. Journal of Clinical Oncology

2009;27:199-205.

Kim KJ, Li B, Winer J. Inhibition of vascular endothelial growth factor-induced

angiogenesis suppresses tumour growth in vivo. Nature 1993;362:841-844.

Kinsella K, Phillips DR. Global Aging: The Challenge of Success, 2005. Population
Bulletin.(http://www.prb.org/Publications/PopulationBulletins/2005/GlobalAgingTheChall

engeofSuccessPDF575KB.aspx). Accessed December 22, 2010.

Kinzler, Kenneth W.; Vogelstein, Bert. The genetic basis of human cancer (2nd,

illustrated, revised ed.). New York: McGraw-Hill, Medical Publications, 2009.

Kéhne CH, Lenz HJ. Chemotherapy with targeted agents for the treatment of metastatic

colorectal cancer. Oncologist 2009;14:478-488.

Kolassa EM. The strategic pricing of pharmaceuticals. New York: The Pondhouse

Press, Oxford MS, 2009.

Laupacis A, Feeny D, Detsky AS, Tugwell PX. How attractive does a new technology
have to be to warrant adoption and utilization? Tentative guidelines for using clinical and
economic evaluations. Canadian Medical Association Journal 1992;146:473-481.

186


http://www.prb.org/Publications/PopulationBulletins/2005/GlobalAgingTheChallengeofSuccessPDF575KB.aspx�
http://www.prb.org/Publications/PopulationBulletins/2005/GlobalAgingTheChallengeofSuccessPDF575KB.aspx�
http://books.google.co.uk/books?id=pYG09OPbXp0C�

Lemonick M, Park A. New hope for cancer. Time Magazine. May 28, 2001
(http://www.time.com/time/magazine/article/0,9171,999978,00.html) Accessed January

18, 2009.

Leung P, Tanock IF, Oza AM, Puodziunas A, Dranitsaris G. Cost utility analysis of
chemotherapy using paclitaxel, docetaxel or vinorelbine for patients with anthracycline-

resistant breast cancer. Journal of Clinical Oncology 1999;17:3082-3090.

Mabasa VH, Taylor SC, Chu CC, Moravan V, Johnston K, Peacock S, Knowling M.
Verification of imatinib cost-effectiveness in advanced gastrointestinal stromal tumor in

British Columbia. Journal of Oncology Pharmacy Practice 2008;14:105-112.

Mahalingam D, Mita A, Mita MM, Nawrocki ST, Giles FJ. Targeted therapy for advanced

non-small cell lung cancers: historical perspective, current practices and future

development. Current Problems in Cancer 2009;33:73-111.

Marcus R, Hagenbeek A. The therapeutic use of rituximab in non-Hodgkin's lymphoma.

European Journal of Haematology 2007;67:5-14.

McKeage K, Lyseng-Williamson KA. Trastuzumab: a pharmacoeconomic review of its

use in early breast cancer. Pharmacoeconomics 2008;26:699-719.

187


http://www.time.com/time/magazine/article/0,9171,999978,00.html�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Moravan%20V%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Johnston%20K%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Peacock%20S%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Knowling%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed/17206982?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=6�

Miller K, Wang M, Gralow J, Dickler M, Dickler M, Cobleigh M, Perez EA, Shenkier T,
Cella D, Davidson NE. Paclitaxel plus bevacizumab versus paclitaxel alone for

metastatic breast cancer. New England Journal of Medicine 2007;357:2666-2676.

Mittmann N, Au HJ, Tu D, O'Callaghan CJ, Isogai PK, Karapetis CS, Zalcberg JR,
Evans WK, Moore MJ, Siddiqui J, Findlay B, Colwell B, Simes J, Gibbs P, Links M,
Tebbutt NC, Jonker DJ. Prospective cost-effectiveness analysis of cetuximab in
metastatic colorectal cancer: evaluation of National Cancer Institute of Canada Clinical

Trials Group CO.17 trial. Journal of the National Cancer Institute 2009;101:1182-1192.

Modjtahedi H, Essapen S. Epidermal growth factor receptor inhibitors in cancer
treatment: advances, challenges and opportunities. Anticancer Drugs 2009;20:851-855.
Moen MD, McKeage K, Plosker GL, Siddiqui MA. Imatinib: a review of its use in chronic

myeloid leukaemia. Drugs 2007;67:299-320.

Mok TS, Wu YL, Thongprasert S, Findlay B, Colwell B. Gefitinib or carboplatin-paclitaxel

in pulmonary adenocarcinoma. New England Journal of Medicine 2009;361:947-957.

Motzer RJ, Hutson TE, Tomczak P, Michaelson MD, Bukowski RM, Rixe O, Oudard S,
Negrier S, Szczylik C, Kim ST, Chen [, Bycott PW, Baum CM, Figlin RA. Sunitinib
versus interferon alfa in metastatic renal-cell carcinoma. New England Journal of

Medicine 2007;356:115-124.

188


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Miller%20K%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Wang%20M%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Gralow%20J%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Dickler%20M%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Modjtahedi%20H%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Essapen%20S%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed/17284091?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=5�
http://www.ncbi.nlm.nih.gov/pubmed/17284091?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=5�

Mukherjee S. Emperor of All Maladies: Biography of Cancer. Schribner, New York,
2010.

Murray CJ, Evans DB, Acharya A, Baltussen RM. Development of WHO guidelines in

generalized cost effectiveness analysis. Health Economics 2000;9:235-251.

Nagle TT, Hogan JE, Zale J. The strategy and tactics of pricing. 5" Ed, Prentice Hall,

Boston, 2011.

National Cancer Institute of Canada. Canadian Cancer Statistics 2010. Toronto,

Canada, 2010 (http://www.cancer.ca). Accessed January 21, 2011.

National Centre for Pharmacoeconomics. Dublin, Ireland (http://www.ncpe.ie/).

Accessed January 23, 2011.

NICE backs Iressa after Astra sets fixed cost. May 27, 2010
(http://uk.reuters.com/article/idUKTRE64P70K20100527?loomia_ow=t0:s0:a54:g12:r5:c

0.236844:b34316212:23). Accessed May 17, 2010.

Norton L, Slamon D, Leyland-Jones B. Overall survival advantage to simultaneous
chemotherapy plus humanized anti-HER2 monoclonal antibody Herceptin in HER2
overexpressing metastatic breast cancer. Proceedings of the American Society of

Clinical Oncology 1999; 18:127a.

189


http://www.cancer.ca/�
http://uk.reuters.com/article/idUKTRE64P70K20100527?loomia_ow=t0:s0:a54:g12:r5:c0.236844:b34316212:z3�
http://uk.reuters.com/article/idUKTRE64P70K20100527?loomia_ow=t0:s0:a54:g12:r5:c0.236844:b34316212:z3�

O'Dowd A. Watchdog set to reject four drugs for kidney cancer on the NHS. British

Medical Journal 2008;337:a1262.

Organisation for Economic Co-operation and Development. Health Data 2005.

(http://www.oecd.org/home). Accessed April 20, 2010.

Orszag PR, Ellis P. The challenge of rising health care costs--a view from the

Congressional Budget Office. New England Journal of Medicine 2007;357:1793-1795.

Ortega A, Dranitsaris G, Sturgeon J, Sutherland H, Oza A. Cost utility analysis of
paclitaxel in combination with cisplatin for patients with advanced ovarian cancer.

Gynecological Oncology 1997;66:454-463.

Ortega J, Vigil CE, Chodkiewicz C. Current progress in targeted therapy for colorectal

cancer. Cancer Control 2010;17:7-15.

Paik S, Bryant J, Park C, Fisher B. erbB-2 and response to doxorubicin in patients with
axillary lymph node-positive, hormone receptor-negative breast cancer. Journal of the

National Cancer Institute 1998;90:1361-1370.

Pandeya R. Outside the sick bay. Business Standard, June 28, 2007

(http://www.business-standard.com/india/news/outsidesick-bay/289269/). Accessed

April 20, 2010.

190


http://www.business-standard.com/india/news/outsidesick-bay/289269/�

Piccart-Gebhart MJ, Procter M, Leyland-Jones B, Clemons M. Trastuzumab after
adjuvant chemotherapy in HER2-positive breast cancer. New England Journal of

Medicine 2005;353:1659-1672.

PRESCRIBING CAUTION: From Wall Street, a Warning About Cancer-Drug Prices.
March 15, 2007 http://www.consumerwatchdog.org/patients/articles/?storyld=16076

Accessed January 18, 2010.

Press MF, Lenz HJ. EGFR, HER2 and VEGF pathways: validated targets for cancer

treatment. Drugs 2007;67:2045-4075.

Price TJ, Tebbutt NC, Karapetis CS, Segelov E, Pavlakis N, Cunningham D, Sobrero
AF, Haller DG, Shapiro JD. Current opinion on optimal treatment choices in first-line
therapy for advanced or metastatic colorectal cancer. Clinical Colorectal Cancer

2010;9:8-14.

Rini Bl, Halabi S, Rosenberg JE, Stadler WM, Vaena DA, Archer L, Atkins JN, Picus J,
Czaykowski P, Dutcher J, Small EJ. Bevacizumab plus interferon alfa compared with
interferon alfa monotherapy in patients with metastatic renal cell carcinoma. Journal of

Clinical Oncology 2008;26:5422-5428.

191


http://www.consumerwatchdog.org/patients/articles/?storyId=16076�
http://www.ncbi.nlm.nih.gov/pubmed/17883287?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=6�
http://www.ncbi.nlm.nih.gov/pubmed/17883287?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=6�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Rini%20BI%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Halabi%20S%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Rosenberg%20JE%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�

Romond EH, Perez EA, Bryant J, Suman VJ, Geyer CE Jr, Davidson NE, Tan-Chiu E,
Martino S, Paik S, Kaufman PA, Swain SM, Pisansky TM, Fehrenbacher L, Kutteh LA,
Vogel VG, Visscher DW, Yothers G, Jenkins RB, Brown AM, Dakhil SR, Mamounas EP,
Lingle WL, Klein PM, Ingle JN, Wolmark N. Trastuzumab plus adjuvant chemotherapy
for operable HERZ2-positive breast cancer. New England Journal of Medicine 2005

20;353:1673-1684.

Russell LB, Gold MR, Siegel JE, Daniels N, Weinstein MC. The role of cost-
effectiveness analysis in health and medicine. Journal of the American Medical

Association 1996;276:1172-1177.

Saltz LB, Clarke S, Diaz-Rubio E, Scheithauer W, Figer A, Wong R, Koski S, Lichinitser
M, Yang TS, Rivera F, Couture F, Sirzén F, Cassidy J. Bevacizumab in combination
with oxaliplatin-based chemotherapy as first-line therapy in metastatic colorectal cancer:

a randomized phase Ill study. Journal of Clinical Oncology 2008;26:2013-2019.

Sandler A, Gray R, Perry MC, Brahmer J, Schiller JH, Dowlati A, Lilenbaum R, Johnson

DH. Paclitaxel-carboplatin alone or with bevacizumab for non small cell lung cancer.

New England Journal of Medicine 2006:355:2542-2550.

Sarin R. Criteria for deciding cost effectiveness for expensive new anticancer agents.

Journal of Cancer Therapeutics 2008;4:1-2.

192



Sasco AJ, Secretan MB, Straif K. Tobacco smoking and cancer: a brief review of recent

epidemiological evidence. Lung Cancer 2004;45 (Suppl 2):S3-9.

Scagliotti GV, Parikh P, von Pawel J, Biesma B, Vansteenkiste J, Manegold C,
Serwatowski P, Gatzemeier U, Digumarti R, Zukin M, Lee JS, Mellemgaard A, Park K,
Patil S, Rolski J, Goksel T, de Marinis F, Simms L, Sugarman KP, Gandara D. Phase Il
study comparing cisplatin plus gemcitabine with cisplatin plus pemetrexed in
chemotherapy-naive patients with advanced-stage non-small-cell lung cancer. Journal

of Clinical Oncology 2008;26:3543-3551.

Scherer FM. The pharmaceutical industry — Prices and progress. New England Journal

of Medicine 2004;351:927-932.

Schiller JH, Harrington D, Belani CP, Langer C, Sandler A, Krook J, Zhu J, Johnson DH.
Eastern Cooperative Oncology Group. Comparison of four chemotherapy regimens for
advanced non-small-cell lung cancer. New England Journal of Medicine 2002;346:92-98.

Schrag D. The price tag on progress-chemotherapy for colorectal cancer. New

England Journal of Medicine 2004;351:317-319.

Shashikant S. More countries use compulsory license, but new problems emerge.
TWN Info Service on Health Issues No. 4. May 19, 2005
(http://www.twnside.org.sg/title2/health.info/twninfohealth004.htm) Accessed April 27,

2010.

193


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Sasco%20AJ%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Secretan%20MB%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Straif%20K%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Schrag%20D%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.twnside.org.sg/title2/health.info/twninfohealth004.htm�

Shepherd FA, Rosell R. Weighing tumour biology in treatment decisions for patients

with non small cell lung cancer. Journal of Thoracic Oncology 2007;2(suppl 2):S68-76.

Shiroiwa T, Fukuda T, Tsutani K. Cost-effectiveness analysis of bevacizumab combined
with chemotherapy for the treatment of metastatic colorectal cancer in Japan. Clinical

Therapeutics 2007;29:2256-2267 .

Siddiqui MA, Scott LJ. Imatinib: a review of its use in the management of

gastrointestinal stromal tumours. Drugs 2007;67:805-820.

Siena S, Sartore-Bianchi A, Di Nicolantonio F, Vincent M. Biomarkers predicting clinical
outcome of epidermal growth factor receptor-targeted therapy in metastatic colorectal

cancer. Journal of the National Cancer Institute 2009;101:1308-1324.

Skedgel C, Rayson D, Younis T. The cost-utility of sequential adjuvant trastuzumab in
women with Her2/Neu-positive breast cancer: an analysis based on updated results

from the HERA trial. Value in Health 2009 Mar 10 (published on line).

Slamon D, Leyland-Jones B, Shak S, Fuchs H, Paton V, Bajamonde A, Fleming T,
Eiermann W, Wolter J, Pegram M, Baselga J, Norton L. Use of chemotherapy plus a
monoclonal antibody against HER2 for metastatic breast cancer that overexpresses

HERZ2. New England Journal of Medicine 2001; 344: 783-792.

194


http://www.ncbi.nlm.nih.gov/pubmed/17385949?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=4�
http://www.ncbi.nlm.nih.gov/pubmed/17385949?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=4�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Fuchs%20H%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Paton%20V%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Bajamonde%20A%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Fleming%20T%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Eiermann%20W%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Wolter%20J%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Pegram%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Baselga%20J%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Norton%20L%22%5BAuthor%5D�

Smith |, Procter M, Gelber RD, Guillaume S, Guillaume S, Feyereislova A, Dowsett M,
Goldhirsch A, Untch M, Mariani G, Baselga J, Kaufmann M, Cameron D, Bell R, Bergh
J, Coleman R, Wardley A, Harbeck N, Lopez RI, Mallmann P, Gelmon K, Wilcken N,
Wist E, Sanchez Rovira P, Piccart-Gebhart MJ. 2-year follow-up of trastuzumab after
adjuvant chemotherapy in HER2-positive breast cancer: a randomised controlled trial.

Lancet 2007;369:29-36.

Spain announces big drug price cuts, aiming for $1.6 million savings. May 17, 2010.
http://www.thepharmaletter.com/file/95032/spain-announces-big-drug-price-cuts-aiming-

for-16-billion-savings.html. Accessed May 17, 2010.

Stark CG. The burden of cancer in Europe and the availability of drugs. European

Journal of Hospital Pharmacy Practice 2009;15:20-24.

Stovall S. May 6, 2010. Greece's Drug Price Cuts May Spread, Hitting Pharma Co

Profits (http://www.nasdaq.com/aspx/company-news). Accessed May 18, 2010.

Surveillance Epidemiology and End Results (SEER). National Cancer Institute 2010.

Washington, USA, 2007 (http://seer.cancer.gov/). Accessed January 2, 2011.

Tappenden P, Jones R, Paisley S, Carroll C. Systematic review and economic
evaluation of bevacizumab and cetuximab for the treatment of metastatic colorectal

cancer. Health Technology Assessment 2007;11:1-128.

195


http://www.thepharmaletter.com/file/95032/spain-announces-big-drug-price-cuts-aiming-for-16-billion-savings.html�
http://www.thepharmaletter.com/file/95032/spain-announces-big-drug-price-cuts-aiming-for-16-billion-savings.html�
http://www.nasdaq.com/aspx/company-news�

The Pharma Letter. May 17, 2010. Spain announces big drug price cuts, aiming for
$1.6 billion savings. (http://www.thepharmaletter.com/file/95032/spain-announces-big-

drug-price-cuts-aiming-for-16-billion-savings.html). Accessed May 18, 2010.

The World Fact Book. Central Intelligence Agency 2010.
(https://www.cia.gov/library/publications/the-world-factbook/rankorder/2004rank.html).

Accessed November 18, 2010.

Therasse P, Arbuck SG, Eisenhauer EA, Wanders J, Kaplan RS, Rubinstein L, Verweij
J, Van Glabbeke M, van Oosterom AT, Christian MC, Gwyther SG. New guidelines to
evaluate the response to treatment in solid tumours: European Organization for
Research and Treatment of Cancer, National Cancer Institute of the United States,
National Cancer Institute of Canada. Journal of the National Cancer Institute

2000;92:205-216.

Torrance, GW. Utility approach to measuring health-related quality of life. Journal of

Chronic Diseases 1987;40:593-600.

Tournigand C, Andre T, Achille E, Lledo G, Flesh M, Mery-Mignard D, Quinaux E,
Couteau C, Buyse M, Ganem G, Landi B, Colin P, Louvet C, de Gramont A. FOLFIRI
followed by FOLFOX6 or the reverse sequence in advanced colorectal cancer: a

randomized GERCOR study. Journal of Clinical Oncology 2004;22:229-237.

196


http://www.thepharmaletter.com/file/95032/spain-announces-big-drug-price-cuts-aiming-for-16-billion-savings.html�
http://www.thepharmaletter.com/file/95032/spain-announces-big-drug-price-cuts-aiming-for-16-billion-savings.html�
https://www.cia.gov/library/publications/the-world-factbook/rankorder/2004rank.html�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Lledo%20G%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Flesh%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Mery-Mignard%20D%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Quinaux%20E%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Couteau%20C%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Buyse%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Ganem%20G%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Landi%20B%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Colin%20P%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Louvet%20C%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22de%20Gramont%20A%22%5BAuthor%5D�

Towse A, Garrison LP Jr. Can't get no satisfaction? Will pay for performance help?:
toward an economic framework for understanding performance-based risk-sharing

agreements for innovative medical products. Pharmacoeconomics 2010;28:93-102.

UK coalition government could end free drug pricing. May 25, 2010.
http://www.forexpros.com/news/general-news/update-1-uk-coalition-govt-could-end-

free-drug-pricing-139026. Accessed June 5, 2010.

UK’s NICE again rejects Roche top selling cancer drug Avastin for treating metastatic
colorectal cancer. November 15, 2010. http://www.thepharmaletter.com/file/99882/uks-
nice-again-rejects-roche-top-selling-cancer-drug-avastin-for-treating-metastatic-

colorectal-cancer.html. Accessed November 18, 2010.

Uys L, Hensher M. The cost of home-based terminal care for people with AIDS in South

Africa. South African Medical Journal 2002;92:624-628.

Van Cutsem E, Kang Y, Chung H. Efficacy results from the ToGA trial: A phase lll
study of trastuzumab added to standard chemotherapy in first-line human epidermal
growth factor receptor 2 (HER2)-positive advanced gastric cancer. Journal of Clinical

Oncology 27:18s;2009 (suppl; abstr 4509).

197


http://www.forexpros.com/news/general-news/update-1-uk-coalition-govt-could-end-free-drug-pricing-139026�
http://www.forexpros.com/news/general-news/update-1-uk-coalition-govt-could-end-free-drug-pricing-139026�
http://www.thepharmaletter.com/file/99882/uks-nice-again-rejects-roche-top-selling-cancer-drug-avastin-for-treating-metastatic-colorectal-cancer.html�
http://www.thepharmaletter.com/file/99882/uks-nice-again-rejects-roche-top-selling-cancer-drug-avastin-for-treating-metastatic-colorectal-cancer.html�
http://www.thepharmaletter.com/file/99882/uks-nice-again-rejects-roche-top-selling-cancer-drug-avastin-for-treating-metastatic-colorectal-cancer.html�

Van Cutsem E, Kéhne CH, Hitre E, Zaluski J, Chang Chien CR, Makhson A, D'Haens
G, Pintér T, Lim R, Bodoky G, Roh JK, Folprecht G, Ruff P, Stroh C, Tejpar S,
Schlichting M, Nippgen J, Rougier P. Cetuximab and chemotherapy as initial treatment
for metastatic colorectal cancer. New England Journal of Medicine 2009;360:1408-

1417.

Van Cutsem E, Peeters M, Siena S, Humblet Y, Hendlisz A, Neyns B, Canon JL, Van
Laethem JL, Maurel J, Richardson G, Wolf M, Amado RG. Open-label phase Il trial of
panitumumab plus best supportive care compared with best supportive care alone in
patients with chemotherapy-refractory metastatic colorectal cancer. Journal of Clinical

Oncology 2007;25:1658-1664.

Vincent MD. The animal within: carcinogenesis and the clonal evolution of cancer cells

are speciation events sensu stricto. Evolution 2010;64:1173-83.

Vincent MD. Optimizing the management of advanced non small cell lung cancer: a

personal view. Current Oncology 2009:219-231.

Vogel CL, Cobleigh MA, Tripathy D, Gutheil JC, Harris LN, Fehrenbacher L, Slamon DJ,
Murphy M, Novotny WF, Burchmore M, Shak S, Stewart SJ, Press M. Efficacy and
safety of trastuzumab as a single agent in first-line treatment of HER-2 overexpressing

metastatic breast cancer Journal of Clinical Oncology 2002;20:719-726.

198


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Gutheil%20JC%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Harris%20LN%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Fehrenbacher%20L%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Slamon%20DJ%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Murphy%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Novotny%20WF%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Burchmore%20M%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Shak%20S%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Stewart%20SJ%22%5BAuthor%5D�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Press%20M%22%5BAuthor%5D�

Warren JL, Yabroff KR, Meekins A, Topor M, Lamont EB, Brown ML. Evaluation of
trends in the cost of initial cancer treatment. Journal of the National Cancer Institute

2008;100:888-897.

Wilking B, Jonsson N. A global comparison regarding patient access to cancer drugs.

Annals of Oncology 2007;18(suppl 3):iii1-77.

Wilking B, Jonsson N. A pan European comparison regarding patient access to cancer

drugs, Karolinska Institute and Stockholm School of Economics, Stockholm, 2005.

World Health Organization. The TRIPS Agreement on Pharmaceuticals, 2000.

(http://apps.who.int/medicinedocs/en/d/Jh1459e/) Accessed February 18, 2012.

World Medical Association. World Medical Association Declaration of Helsinki. Ethical

principles for medical research involving human subjects. Nursing Ethics 2002;9:105-

109.

Zafar SY, Currow DC, Daugherty CK, Abernethy AP. Standards for palliative care

delivery in oncology settings. Cancer Journal 2010;16:436-43.

199



LIST OF APPENDICES

Appendix 1. Survey instrument used for the utility assessment

Appendix 2. Graphical displays was used to facilitate participant’s understanding of the

Time Trade-off technique

Appendix 3. Author guidelines for journals where the papers were accepted for

publication

200



Appendix 1. Survey instrument used for the utility assessment.

Utility Measurement for Targeted
Treatments of Metastatic
Colorectal

201



Introduction
Thank respondent for agreeing to participate in the interview. Review the material describing the two
treatment options for metastatic colorectal cancer.

Purpose and confidentiality
Explain that:
m  The purpose of this is to explore the trade off between length of life versus quality

of life whilst being on a new “hypothetical” targeted drug (when combined with the
standard of care chemotherapy), taking into account the efficacy and side effect
profile of the treatment.

m We are totally independent in this research and would like everybody to be
completely honest with their views.

= Anything said will be treated as confidential unless you have given your consent to
the contrary.

NOTE TO INTERVIEWER:

Throughout this interview the respondent will be required to imagine that they are a colorectal cancer
patient with metastatic disease, about to undergo treatment with chemotherapy, without or without a
new “targeted” drug. The purpose of this is to explore the trade off between length of life versus quality
of life whilst being on chemotherapy + a new “targeted” drug, taking into account the efficacy and side
effect profile of each treatment (see additional supportive material). There are 16 questions, for each of
the various health outcomes.

If the respondent appears to have difficulty understanding what they are being asked then you could use
the following example to help explain it to them.

Ask the respondent to imagine themselves being in a wheelchair for 12 months. Then tell them that they
have an option of being completely healthy but for a less amount of time. So the question is, how many
of these 12 months of being in a wheelchair would they give up in order to be completely healthy? Eg. If
9 months being completely healthy is equivalent to 12 months in a wheelchair, then they should answer
that they are willing to give up 3 months of their time.

NOTE TO INTERVIEWER:

Check that the respondent has understood the information regarding the cancer treatments before
proceeding. If not, take some time to review the information again. Before to review how the
chemotherapy is delivered and what the common grade Ill/IV side effects are.
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1. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks of intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #9 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 10 months where you received 2 cycles of FOLFOX + the New Drug, and then 4
cycles of FOLFIRI chemotherapy. Note the side effect rates associated with FOLFOX + the New Drug and FOLFIRI (refer to
the Tables 1 and 2 for the clinical and side effect information). Also, use the linear time scale to help their response. For a
10 month survival, only show the scale up to 10 months).

Outcome # 1 where survival = 10 months: Lesser Months in optimal health:

2. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #9 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 10 months where you received 2 cycles of FOLFOX alone, and then 4 cycles of
FOLFIRI? Be aware of the side effect rates associated with FOLFOX alone and FOLFIRI (refer to the Tables 1 and 2 for the
clinical and side effect information). Also, use the linear time scale to help their response. For a 10 month survival, only
show the scale up to 10 months).

Outcome # 2 where survival = 10 months: Lesser Months in optimal health:

3. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #10 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 28 months where you received 2 cycles of FOLFOX + the New Drug, and then
the 8 cycles of FOLFIRI? Be aware of the side effect rates associated with FOLFOX + the New Drug and with FOLFIRI
(refer to the Tables 1 and 2 for the clinical and side effect information). Also, use the linear time scale to help their response.
For a 28 month survival, only show the scale up to 28 months).

Outcome # 3 where survival = 28 months: Lesser Months in optimal health:

4. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #10 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 28 months where you received 2 cycles of FOLFOX alone, then the 8 cycles of
FOLFIRI? Be aware of the side effect rates associated with FOLFOX and with FOLFIRI (refer to the Tables 1 and 2 for the
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clinical and side effect information). Also, use the linear time scale to help their response. For a 28 month survival, only
show the scale up to 28 months).

Outcome # 4 where survival = 28 months: Lesser Months in optimal health:

5. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #12 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 8 months where you received 2 cycles of FOLFOX + the New Drug, and then the
8 cycles of FOLFIRI? Be aware of the side effect rates associated with FOLFOX + the New Drug and with FOLFIRI (refer to
the Tables 1 and 2 for the clinical and side effect information). Also, use the linear time scale to help their response. For an
8 month survival, only show the scale up to 8 months).

Outcome # 5 where survival = 8 months: Lesser Months in optimal health:

6. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #12 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 8 months where you received 2 cycles of FOLFOX alone, and then the 8 cycles
of FOLFIRI? Be aware of the side effect rates associated with FOLFOX and with FOLFIRI (refer to the Tables 1 and 2 for the
clinical and side effect information). Also, use the linear time scale to help their response. For an 8 month survival, only
show the scale up to 8 months).

Outcome # 6 where survival = 8 months: Lesser Months in optimal health:

7. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #12 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 4 months where you received 2 cycles of FOLFOX + the New Drug, and then 2
cycles of FOLFIRI? Be aware of the side effect rates associated with FOLFOX + the New Drug (refer to the Tables 1 and 2
for the clinical and side effect information). Also, use the linear time scale to help their response. For a 4 month survival,
only show the scale up to 4 months).

204



Outcome # 7 where survival = 4 months: Lesser Months in optimal health:

8. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #12 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 4 months where you received 2 cycles of FOLFOX alone, and then 2 cycles of
FOLFIRI? Be aware of the side effect rates associated with FOLFOX (refer to the Tables 1 and 2 for the clinical and side
effect information). Also, use the linear time scale to help their response. For a 4 month survival, only show the scale up to 4
months).

Outcome # 8 where survival =4 months: Lesser Months in optimal health:

9. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #13 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 6 months where you received 4 cycles of FOLFOX + the New Drug, then 4
cycles of FOLFIRI? Be aware of the side effect rates associated with FOLFOX + the New Drug and FOLFIRI (refer to the
Tables 1 and 2 for the clinical and side effect information). Also, use the linear time scale to help their response. For a 6
month survival, only show the scale up to 6 months).

Outcome # 9 where survival = 6 months: Lesser Months in optimal health:

10. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #13 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 6 months where you received 4 cycles of FOLFOX alone, then 4 cycles of
FOLFIRI? Be aware of the side effect rates associated with FOLFOX and FOLFIRI (refer to the Tables 1 and 2 for the
clinical and side effect information). Also, use the linear time scale to help their response. For a 6 month survival, only show
the scale up to 6 months).

Outcome # 10 where survival = 6 months: Lesser Months in optimal health:

11. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #14 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 33 months where you received 17 cycles of FOLFOX + the New Drug, then the 6
cycles of FOLFIRI? Be aware of the side effect rates associated with FOLFOX + the New Drug and FOLFIRI (refer to the
Tables 1 and 2 for the clinical and side effect information). Also, use the linear time scale to help their response. For a 33
month survival, only show the scale up to 33 months).
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Outcome # 11 where survival = 33 months: Lesser Months in optimal health:

What if Outcome # 11 survival = 39 months: Lesser Months in optimal health:

What if Outcome # 11 survival = 28 months: Lesser Months in optimal health:

12. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #14 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 8 months where you received 15 cycles of FOLFOX alone, then 6 cycles of
FOLFIRI? Be aware of the side effect rates associated with FOLFOX and FOLFIRI (refer to the Tables 1 and 2 for the
clinical and side effect information). Also, use the linear time scale to help their response. For a 32 month survival, only
show the scale up to 32 months).

Outcome # 12 where survival = 32 months: Lesser Months in optimal health:

13. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #15 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 11 months where you received 17 cycles of FOLFOX + the New Drug, and then
2 cycles of FOLFIRI? Be aware of the side effect rates associated with FOLFOX + the New Drug and FOLFIRI (refer to the
Tables 1 and 2 for the clinical and side effect information). Also, use the linear time scale to help their response. For an 11
month survival, only show the scale up to 11 months).

Outcome # 13 where survival = 11 months: Lesser Months in optimal health:

14. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #15 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 10 months where you received 15 cycles of FOLFOX alone, and then 2 cycles of
FOLFIRI? Be aware of the side effect rates associated with FOLFOX and FOLFIRI (refer to the Tables 1 and 2 for the
clinical and side effect information). Also, use the linear time scale to help their response. For a 10 month survival, only
show the scale up to 10 months).
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Outcome # 12 where survival = 10 months: Lesser Months in optimal health:

15. Treatment with FOLFOX chemotherapy + the New Drug

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy.
After the FOLFOX chemotherapy, you are also given the New Drug through a one hour infusion (see slide #16 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 2 months where you received 2 cycles of FOLFOX + the New Drug? Be aware
of the side effect rates associated with FOLFOX + the New Drug (refer to the Tables 1 and 2 for the clinical and side effect
information). Also, use the linear time scale to help their response. For a 2 month survival, only show the scale up to 2
months).

Outcome # 15 where survival = 2 months: Lesser Months in optimal health:

16. Treatment with FOLFOX chemotherapy alone

Imagine you are a colorectal cancer patient with metastatic disease and are about to undergo treatment with FOLFOX
chemotherapy (see slide #2). This would require coming to the chemotherapy suite every 2 weeks for intravenous therapy
(see slide #15 for pathway).

If you could trade length of life for a shorter time with much better quality of life, what lesser number of months in optimal
health would you consider equivalent to the 2 months where you received 2 cycles of FOLFOX alone? Be aware of the side
effect rates associated with FOLFOX (refer to the Tables 1 and 2 for the clinical and side effect information). Also, use the
linear time scale to help their response. For a 2 month survival, only show the scale up to 2 months).

Outcome # 16 where survival = 2 months: Lesser Months in optimal health:

DEMOGRAPHIC DATA

A. Specify health profession: Nurse [ Pharmacist [
B. How many years of oncology experience do you have?:
C. Do you have experience in treating colorectal cancer patients?: YES [0 NO [

D. Do you have experience in giving FOLFOX to patients? YES [UNO [J

E. If yes, how many years of experience do you have?:

F. Do you have experience in giving bevacizumab (Avastin) to patients? YES [ONO [J
G. If yes, how many years of experience do you have?:

H. Do you have experience in giving cetuximab (Erbitux) to patients? YES [INO [

I If yes, how many years of experience do you have?:

J. Do you have experience in giving FOLFIRI to patients? YES ONO O
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If yes, how many years of experience do you have?:
In the past 2 years, have you been directly involved in the development of systemic treatment
guidelines/criteria for the treatment of colorectal cancer patients? YES [ NO [J

How familiar would you consider yourself to be with the cost of new cancer drugs?

Very familiar [ Somewhat familiar [ Not familiar [J
Has anybody in your family ever developed a colorectal cancer? YES [ NO [

Respondent year of birth:
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Appendix 2. Graphical displays was used to facilitate participant’s understanding of the Time

Trade-off technique.

Decision Model for the Treatment of Colorectal Cancer

Severe ADRs, D/C regimen,
offer FOLFIRI alone

Disease progress, BSC until death - 5 mon later

50% -2 mon + 3 mon

30%

FOLFOX +
New Drug

Clinical benefit (CR + PR+ SD), Con't regimen o
O 45% -2 mon + 4 mon
Cancer death - 2 mon later 4

<]

5%
Disease progress, offer 2nd line FOLFIRI until death

CRC patien!

29% -2 mon + 4 mon <
No Severe ADRs, Con't regimen Clinical benefit (CR + PR+ SD), Con't regimen o
70% 69% - 8.5 mon
Cancer death within 2 mon 4
2%
Disease progress, BSC until death - 5 mon later q

Severe ADRs, D/C regimen,
offer FOLFIRI alone

50% -2 mon + 3 mon
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FOLFOX only

Clinical benefit (CR + PR+ SD), Con't regimen o
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Cancer death - 2 mon later
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47% -2 mon + 4 mon
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\Cancer death within 2 mon 4

1%
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Treatment of Metastatic Colorectal Cancer

Background Information

Colorectal cancer is the fourth most common type of cancer world wide.

The World Health Organization estimated that in 2008, there were 639,000 deaths from
colorectal cancer.

When the cancer spreads to distant sites, chemotherapy is given but the cancer remains
incurable.

The intent of chemotherapy is to prolong life and to enhance patient quality of life.

'I]'che chemotherapy drugs are referred to as a “regimen”. The first regimen given is called
“first line”.

For the regimen to be administered, patients need to visit the cancer clinic every 2 to 3
weeks.

If patients progresses after the initial chemotherapy, then a second regimen is give (called
second line chemotherapy).
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First Line Chemotherapy for Advanced Colorectal
Cancer

FOLFOX-4

Oxaliplatin 85 mg/m”2 on day 1

Leucovorin 200 mg/m#2, then 5-fluorouracil 4-00 mg/m”2 bolus and
then 600/m”"2 of 5- 5-fluorouracil by continuous infusion over 22
hours.

Cycle gets repeated every 2 weeks
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Second Line Chemotherapy for Advanced
Colorectal Cancer

FOLFIRI

Irinotecan 180 mg/m”2 on day 1
Leucovorin 200 mg/m”2, then 5FU 400 mg/m”2 bolus and then 2.4
g/m”2 of 5FU by continuous infusion over 46 hours.

Cycle gets repeated every 2 weeks
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CHEMOTHERAPY BEING GIVEN
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A new drug to treat colorectal and other tumours such as lung
and breast cancer

With the use of FOLFOX chemotherapy, which is then followed by FOLFIRI,
patients live for an average of 20 months.

Suppose there is a “hypothetical” new drug that is now available.

The new drug is not chemotherapy, but a “targeted” therapy that is more specific
to the cancer.

The new drug is given with first line FOLFOX, on the same day of
chemotherapy.

The new drug is administered as a one hour infusion after the chemotherapy is
completed. Before the new drug is given, patients receive a 10 mg injection of
dexamethasone to prevent infusion reactions.

Studies have shown that the new drug improves response rates, progression
free survival and overall survival when added to chemotherapy.
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Table 1. Clinical outcomes when the new drug is added to first
line FOLFOX

Outcome FOLFOX FOLFOX + New Drug
Cancer progression 47% 29%

Average progression free 8 months 10 months

survival

Average overall survival 20 months 21 to 26 months
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Table 2. Comparison of Side Effects

Toxicity FOLFOX FOLFOX
+ New Drug
Side effects leading to the 20% 30%

permanent stoppage of treatment
Serious side effects (grade IllI/IV)  go, 16%

Key Grade Ill/IV Side Effects

Deep vein thrombosis 5% 8%
Diarrhea 11% 18%
Bleeding 1% 2%
Neutropenia 44% 50%
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Grade IlII/IV Toxicity of FOLFIRI

Toxicity FOLFIRI
Diarrhea 14%
Nausea/vomiting 13%
Sensory neuropathy 0%
Neutropenia 25%
Febrile neutropenia 6%
Stomatitis 10%

Alopecia 24%
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Number of Health Months Equivalence
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Months*

*For each treatment regimen, only show the respective overall survival for that regimen.
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Appendix 3. Author guidelines for journals where the papers were accepted for publication.

Appendix 3A: PHARMACOECONOMICS
Manuscript Format and Style

PharmacoEconomics publishes several categories of review article, each with its own specific
focus/format (see Appendix B for types of reviews and their scope) plus original research (see
Appendix C for recommended guidelines) and letters to the editor. Authors should specify the article
type of their submission.

In general, manuscripts should be prepared and paginated in the following manner:

o A. Title page: include title, authors (please also provide forename[s]) and institutions for each
author where the work was done (indicating the city), and a condensed running title of not more
than 50 characters including spaces.

. B. Acknowledgments: See Appendix A, point 4.

. C. Name and address for correspondence: Mailing address plus telephone and fax number.
An e-mail address should also be supplied, but will not be published without your permission.

o D. Table of contents

E. Figure captions

. F. Abstract: The abstract should succinctly highlight, in an informative manner, the specific
important points addressed in the main body of the text; it should not just describe the general
areas covered in the manuscript. The aim is for the abstract to stand alone as a synopsis of the
article to accommodate those readers who do not have access to the full article. The journal style
is to not cite references in the abstract so as to provide a discrete synopsis of the article. The
length can be up to 400-500 words. Authors of original research articles should submit a structured
abstract as outlined in Appendix C.

. G. Text pages: Text pages must have numbered pages. All review articles must include an
introductory section that provides background on the topic and the aim should be clearly stated. If
applicable, review articles should include details of the literature search parameters used to locate
the material included in the review. The author should specify the databases searched, other

sources of articles/data used, search terms and date limits, as well as inclusion/exclusion criteria if

relevant. Review articles should finish with a conclusion section putting the area into perspective
and pointing the way for future research.

H. Footnotes

I. Reference list (in Vancouver style)

J. Tables (begin each table on a new page)

K. Figures (place each figure in a separate file)

L. Supplementary digital content (place each item in a separate file)

e Please put sections A-J into a single file.
e Abbreviations and Symbols

Use Sl symbols and recognised abbreviations for units of measurement. The first time an abbreviation
appears in the abstract and the text it should be preceded by the full name for which it stands,
followed by the abbreviation in parentheses. Generally, abbreviations should be avoided as much as
possible, and used only when the full term would make the text unduly cumbersome.
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Tables and Figures

Tables and figures help to convey information to the reader. Please make every effort to include such
items in your article. Tables can be used, for example, to summarise important points, to compare
agents or treatment regimens, or to list information that would otherwise impede the flow of the text.
Figures may be schematic diagrams, graphical representations of data, photographs or treatment
algorithms. Large numbers of tables and figures and lengthy tables can be problematic in print — these
can, however, be published online only as supplemental digital content.

Tables

Tables should be comprehensible without reference to the text, and data given in tables should in
general not be duplicated in the text or figures. Any necessary descriptions should appear in the table
heading, and abbreviations and footnotes should be placed immediately below the table. Each table
should be cited in the text. Please prepare tables in ‘table format', rather than using ‘tab' or ‘indent’
commands. Do not format tables using word spaces. Tables should be submit within the Microsoft
Word manuscript file; do not submit Excel files for publication.
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Appendix 3B: JOURNAL OF EVALUATION IN CLINICAL PRACTICE
Preparation of the Manuscript

Articles are accepted for publication only at the discretion of the Editor and are subject to referee by
two experts in the field. A manuscript may consist of a maximum of 5000 words. The first page must
display: article title; names of all authors, with job title / professional designation; professional and
academic qualifications; the name(s) and address(es) of the institution(s) at which the work was
carried out (the present addresses of the authors, if different from the above, should appear in a
footnote); the name, address, telephone and fax numbers of the author to whom all correspondence
and proofs should be sent; a suggested running title of not more than fifty characters, including
spaces; and six keywords to aid indexing.

The text should be preceded by a short summary (approximately 250 words and structured, if
applicable, according to (i) Rationale, aims and objectives; (ii) Method; (iii) Results; and (iv)
Conclusion(s)) and followed by (1) Introduction, (2) Methods (and Materials where appropriate), (3)
Results, (4) Discussion, (5) Acknowledgements, (6) References, (7) Figure legends, (8) Tables and (9)
Figures. All pages must be numbered consecutively from the title page, and include the
acknowledgements, references and figure legends, which should be submitted on separate sheets
following the main text. The preferred position of tables and figures in the text should be indicated in
the left-hand margin. It is essential that approval for the reproduction or modification of figures and
tables published elsewhere is sought and obtained in writing from the authors and publishers prior to
submission of papers. The original source must be quoted.

Author material archive policy. Please note that unless specifically requested, Wiley-Blackwell will
dispose of all hardcopy or electronic material submitted two months after publication. If you
require the return of any material submitted, please inform the editorial office or Production Editor as
soon as possible if you have not yet done so.

References

These should be in the Vancouver style. References should be numbered sequentially as they occur
in the text and identified in the main text by numbers in superscript after the punctuation. The
reference list should be prepared on a separate sheet from the main text, and references should be
listed numerically. The following are examples of the style. Where there more than ten authors, the
first three should be listed followed by et al. If there are ten or fewer authors then all should be listed.
Journal titles should not be abbreviated. Do not use opcit. etc.

1. Kassirer, J. P. (1994) Incorporating patients' preferences into medical decisions. New England
Journal of Medicine, 330(26), 1895-1896.

2. Macklin, R. (1993) Enemies of Patients. How Doctors are Losing Their Power and Patients are
Losing their Rights. New York: Oxford University Press.

3. Coote, A. (1996) The democratic deficit. In Sense and Sensibility in Health Care (ed M. Marinker),
pp. 173-197. London: BMJ Publishing.

Work that has not been accepted for publication and personal communications should not appear in
the reference list, but may be referred to in the text (e.g. A. Author, unpubl. observ.; A.N. Other, pers
comm.). The editor and publisher recommend that citation of online published papers and other
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Instructions for Contributors Instructions for Contributorsdoes not have a DOI they run the
risk of the cited material not being traceable. It is the authors responsibility to obtain permission from
colleagues to include their work as a personal communication. A letter of permission should
accompany the manuscript.

Tables
Tables should include only essential data. Each table must be typewritten on a separate sheet and
should be numbered consecutively with Arabic numerals, e.g. Table 1, and given a short caption. No

vertical rules should be used. Units should appear in parentheses in the column headings and not in
the body of the table. All abbreviations should be defined in a footnote.
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Instructions for Contributors

Preparation of Manuscript

The entire manuscript (in MS Word format), including all notes and references, must be typed, double-
spaced on 8.5 x 11 inch or A4 page size document, with at least 1-inch (2.54 cm) margins. Manuscript
pages should be numbered consecutively. Manuscripts should be arranged as follows: 1) cover sheet
with title and short title; 2) abstract and key words; 3) acknowledgments, including source of funding;
4) text; 5) references; 6) tables with titles; and 7) figures, with captions on a separate page.
Manuscripts should typically have no more than 4,000 words— including the abstract, which should
not exceed 250 words.

Abstract ad Key Words

A 100-to 250-word abstract, submitted on a separate page, should summarize the objectives of the
study or analysis, the article’s major arguments and/or results, and its conclusions/recommendations.
Abstracts must be submitted in four sections: Objectives; Methods; Results; and Conclusions, except
where the subject and/or format of the article do not permit. Three to five key words, using terms from
the Medical Subject Headings from Index Medicus, should follow the abstract.

References

Bibliographic citations in the text should be indicated by numbers in parentheses usually at the end of
the sentence after the period. When authors are mentioned in the text, the citation number should
immediately follow the name(s) as follows:

In-text citations

“Jones and Smith (7) maintained that. . . ” The reference list must be in alphabetical order if a work
has more than five authors, the first three authors should be listed, followed by et al. Abbreviate
journal titles according to the listing in the current Index Medicus. Book: 1. Jones AB, Smith JK.
Computer diagnosis and results. New York: Penta Publishers; 1998. Journal: 1. Jones AB, Smith JK.
The relationship between health needs, the hospital, and the patient. J Chron Dis. 1995;32:310-312.

Cover Letter

All authors, must attest that 1) each named author contributed to both the conception/design and/or
analysis/interpretation of the project and the writing of the paper; 2) each has approved the version
being submitted; and 3) the content has not been published nor is being considered for publication
elsewhere. In the reference list, do not include material that has been submitted for publication but has
not yet been accepted. This material, with its date, should be noted in the text as “unpublished data”.

Tables and Figures

Tables and figures should be numbered consecutively. All tables and figures must have a caption and
must be cited in the text. Abbreviations in tables and figures should be avoided, except in the case of
acronyms already used in the text. Table footnotes appear directly after the table; table references
follow the footnotes. Figures must be submitted in Excel, PageMaker, or equivalent.
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Manuscript style

File types

Only electronic files conforming to the journal's guidelines will be accepted. Preferred formats
for the text and tables of your manuscript are Word DOC, and tiff or jpeg for figures (ideally
figures will use journal colours). Please also refer to additional guideline on submitting
artwork [and supplemental files] below.

Journal Style
Journal of Oncology Pharmacy Practice conforms to the SAGE house style. Click here to
review guidelines on SAGE UK House Style.

Reference Style

Journal of Oncology Pharmacy Practice adheres to the SAGE Vancouver reference style.

Click here to review the guidelines on SAGE Vancouver to ensure your manuscript conforms

to this reference style. Abbreviations for titles of periodicals should conform to those used in the latest
edition of Index Medicus. References should include authors' last names and initials, article title,
journal, volume, page range, and year. Include the city and publisher's name for books. For

further information, consult the American Medical Association Manual of Style.

Manuscript Preparation
The text should be double-spaced throughout and with a minimum of 3cm for left and right
hand margins and 5cm at head and foot. Text should be standard 10 or 12 point.

Keywords and Abstracts

The title, keywords and abstract are key to ensuring that readers find your article
online through online search engines such as Google. Please refer to the information
and guidance on how best to title your article, write your abstract and select your
keywords by visiting SAGE’s Journal Author Gateway Guidelines on How to Help
Readers Find Your Article Online.

Corresponding Author Contact details
Provide full contact details for the corresponding author including email, mailing
address and telephone numbers. Academic affiliations are required for all co-authors.

Guidelines for submitting artwork, figures and other graphics. For guidance on the preparation of
illustrations, pictures and graphs in electronic format, please visit SAGE’s Manuscript Submission
Guidelines. Images should be supplied as bitmap based files (i.e. with .tiff or .jpeg extension) with

a resolution of at least 300 dpi (dots per inch). Line art should be supplied as vectorbased, separate
.eps files (not as iff files, and not only inserted in the Word or pdf file), with a resolution of 600 dpi.
Images should be clear, in focus, free of pixilation and not too light or dark. If, together with your
accepted article, you submit usable colour figures, these figures will appear in colour online regardless
of whether or not these illustrations are reproduced in colour in the printed version. For specifically
requested colour reproduction in print, you will receive information regarding the possible costs from
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EJHP Science

In March 2005 EAHP launched a strong platform — EJHP Science — for publication of scientific output
from the hospital pharmacy profession and related disciplines.

EJHP Science now makes pharmaceutical innovation and developments in pharmaceutical and
biomedical sciences accessible to hospital pharmacists for use in all aspects of their clinical, scientific
and professional work.

Mission statement

To provide a strong platform that concentrates the scientific output of the pharmacy profession and
related disciplines. This will make pharmaceutical innovation and developments in pharmaceutical and
biomedical sciences accessible for hospital pharmacists to use in all aspects of their clinical, scientific
and professional work.

Scope and profile

The aim of EJHP Science is to publish high quality research papers, review articles and case studies
which will be of interest and relevance to various disciplines within hospital and academic pharmacy.
To meet these aims, the scope of the Journal is broad and of relevance to pharmacists working in all
areas of hospital pharmacy and interested in research in clinical, technical and social pharmacy as
well as pharmaco-epidemiology and pharmaco-economics.

Types of article published

Case studies

Clinical pharmacy

Editorials

Letters to the Editor

Original research
Pharmaco-economics

Review articles

Scientific commentary / pharmacy
Social pharmacy

Technical pharmacy

Governance
EJHP Science is fully compliant with ICMJE Uniform Requirements for Manuscripts Submitted to
Biomedical Journals.
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Preparation of Manuscript

General

* Text: Use subheadings for long articles and double-space all portions of the manuscript.

* Font: Times New Roman/Arial/Cambria, size 12pt, double-spaced, single column.

+ Authors should number all of the pages of the manuscript consecutively, beginning with the title
page, to facilitate the editorial process.

* Please note that, at the moment, we do not accept Microsoft Word 2007/2010 documents

(*.docx). Please use Word’s “Save As” option to save your document as (.doc) file type.

Each type of manuscript has its own formats; examples of published manuscript are available on our
website. Authors may also consult the provided references—or other similar publications—for tips on
preparing a scientific manuscript.

Manuscripts should be organised in the following order:

1. Title page

The title page should be sent as a separate document from the main text in ScholarOne
Manuscripts. This document will not be available for reviewers as we employ a double-blind review
process.

The title page should have the following information:

a. Article title without abbreviations

b. Running title/running head (a short title) of less than 50 characters

c. Authors’ names and institutional affiliations: Full names are required; indicate last name with
SMALL CAPS. For example, Mohammed Ali JAMALUDDIN.

d. Contact information for correspondence. The name, academic qualification, address,
telephone number, fax number, and email address of one of the authors who will be
responsible for all communication concerning the manuscript are required.

e. Acknowledgements. Because the title page will not be sent to the reviewers, we recommend
this section to be included in the title page.

2. Main document

a. Title

b. Abstract

The length of abstract depends on the type of manuscript submitted. The abstract should
state the purpose of the study, a brief description of the procedures employed, main findings
and principal conclusions. Abbreviations, footnotes, references, and subheadings should be
avoided. For original articles, the abstract format is structured as Background, Methods,
Results, and Conclusion. For other articles, the abstract format is unstructured.

c. Keywords
Authors must provide between 4 and 6 keywords that characterise the main topics of the
article.

d. Text

The text of observational and experimental articles is usually (but not necessarily) divided into
Introduction, Materials (or Subjects) and Methods, Results, Discussion, and Conclusion. A

case report is divided into Introduction, Case Report (or Series), and Discussion. Other types

of manuscript may be divided into several sections, as seen necessary by the authors.

Long articles may need subheadings within some sections (especially Results and

Discussion) to clarify their content. Subheadings representing different hierarchical level must be
readily distinguished by readers.
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Appendix 3G: EUROPEAN JOURNAL OF CANCER

The European Journal of Cancer (EJC) is an international comprehensive oncology journal that
publishes original research, editorial comments, review articles and news on experimental oncology,
translational oncology, clinical oncology (medical, paediatric, radiation, surgical), and on cancer
epidemiology and prevention.

The EJC will consider manuscripts prepared according to the guidelines adopted by the International
Committee of Medical Journal Editors (‘Uniform requirements for manuscripts submitted to biomedical
journals', available as a PDF from z+www.icmje.org). Authors are advised to read these guidelines.

All original research manuscripts submitted to the EJC will be evaluated by the journal's Editors. Some
manuscripts may be rejected outright following this evaluation. Those manuscripts which are judged
as being eligible for consideration by the Editors will be subject to peer-review.

Submission of an article implies that the work described has not been published previously (except in
the form of an abstract or as part of a published lecture or academic thesis), that it is not under
consideration for publication elsewhere, that its publication is approved by all authors and tacitly or
explicitly by the responsible authorities where the work was carried out, and that, if accepted, it will not
be published elsewhere in the same form, in English or in any other language, without the written
consent of the Publisher.

The EJC will consider the following types of manuscript for publication:
Editorial comments: Editorial comments are generally invited by the EJC's Editorial Team. They are
1,500 words in length with no abstract or keywords.

Original research articles: Original research articles have a limit of 2,500 words and no more than 40
references. Authors are asked to provide a structured abstract and a list of keywords.
Review articles: Review articles have a limit of 3,000 words with an unlimited number of references.
Authors are asked to provide an unstructured abstract and a list of keywords.

Author Form: The corresponding author must submit a completed Author Form with their submission.
The form must be signed by the corresponding author and uploaded to EES with the manuscript.

Acknowledgements: All contributors who do not meet the criteria for authorship as defined above
should be listed in an acknowledgements section. Examples of those who might be acknowledged
include a person who provided purely technical help, writing assistance, or a department chair who
provided only general support. Authors should disclose whether they had any writing assistance and
identify the entity that paid for this assistance.

Randomised Controlled Trials: All randomised controlled trials submitted for publication in the EJC
should include a completed Consolidated Standards of Reporting Trials (CONSORT) flow chart.
Please refer to the CONSORT statement website at =+http://www.consort-statement.org for more
information. The EJC has adopted the proposal from the International Committee of Medical Journal
Editors (ICMJE) which require, as a condition of consideration for publication of clinical trials,
registration in a public trials registry. Trials must register at or before the onset of patient enrolment.
The clinical trial registration number should be included at the end of the abstract of the article. For
this purpose, a clinical trial is defined as any research project that prospectively assigns human
subjects to intervention or comparison groups to study the cause-and-effect relationship between a
medical intervention and a health outcome. Studies designed for other purposes, such as to study
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pharmacokinetics or major toxicity (e.g. phase | trials) would be exempt. Further information can be
found at =www.icmje.org.

Ethics: Work on human beings that is submitted to the EJC should comply with the principles laid
down in the Declaration of Helsinki; Recommendations guiding physicians in biomedical research
involving human subjects, adopted by the 18th World Medical Assembly, Helsinki, Finland, June 1964,
amended by the 29th World Medical Assembly, Tokyo, Japan, October 1975, the 35th World Medical
Assembly, Venice, Italy, October 1983, and the 41st World Medical Assembly, Hong Kong, September
1989. The manuscript should contain a statement that the work has been approved by the appropriate
ethical committees related to the institution(s) in which it was performed and that subjects gave
informed consent to the work. Studies involving experiments with animals must state that their care
was in accordance with institution guidelines. Patients' and volunteers' names, initials, and hospital
numbers should not be used.

Conflicts of Interest: At the end of the text, under a subheading "Conflict of interest statement" all
authors must disclose any financial and personal relationships with other people or organisations that
could inappropriately influence (bias) their work. Examples of potential conflicts of interest include
employment, consultancies, stock ownership, honoraria, paid expert testimony, patent
applications/registrations, and grants or other funding.

Role of the Funding Source: All sources of funding should be declared as an acknowledgement at the
end of the text. Authors should declare the role of study sponsors, if any, in the study design, in the
collection, analysis and interpretation of data; in the writing of the manuscript; and in the decision to
submit the manuscript for publication. If the study sponsors had no such involvement, the authors
should so state.

Format: Please write your text in good English with double line-spacing. Original research manuscripts
should be no more than 2,500 words in length, with a maximum of 40 references, and review articles
should be no more than 3,000 words in length, with an unlimited number of references. Abstracts
should not exceed 250 words in length. Manuscripts may be altered to meet the EJC's style.

Manuscripts containing research data generally follow the order: Introduction, Patients (or Materials)
and Methods, Results, and Discussion.

Title page. The title page should include a concise but informative title; the authors' names; the
department/institution and an address for each author, with a symbol to link authors and their
addresses; the name, address, fax and telephone numbers and e-mail address of the author to whom
correspondence should be addressed; details of sources of support in the form of grants, equipment,
and drugs.

Abstract. The second page should start with the abstract, which should be up to maximum of 250
words and must include the aim of the study, a brief summary of the methods, results and a
concluding statement.

Keywords: Include up to 10 key words from the Medical Subject Headings from Index Medicus

Text: This should start on the third page and should be divided into the following sections:
Introduction, Patients (or Materials) and Methods, Results, and Discussion.

References. References should be listed on a new page. They should be consecutively in superscript

in the text. 'Unpublished data' and 'Personal communications' are not allowed. As an alternative, say
in the text, for example, '(data not shown)' or '(Dr F.G. Tomlin, Karolinska Institute)'. Accepted but
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unpublished papers (but not submitted manuscripts) can be referenced as 'in press'. The format of
references should be that of the Vancouver guidelines.

Figure Captions, Tables, Figures and Schemes: Present these, in this order, at the end of the article.
They are described in more detail below. High-resolution graphics files must always be provided
separate from the main text file (see Preparation of illustrations).

Footnotes. Footnotes should be used sparingly. Number them consecutively throughout the article,
using superscript Arabic numbers. Many wordprocessors build footnotes into the text, and this feature
may be used. Should this not be the case, indicate the position of footnotes in the text and present the
footnotes themselves on a separate sheet at the end of the article. Do not include footnotes in the
Reference list.

Tables. Number tables consecutively in accordance with their appearance in the text. Place footnotes
to tables below the table body and indicate them with superscript lowercase letters. Avoid vertical
rules. Be sparing in the use of tables and ensure that the data presented in tables do not duplicate
results described elsewhere in the article.
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