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June 24, 2020

Institute for Clinical and Economic Review
Two Liberty Square, Ninth Floor
Boston, MA 02109

VIA Electronic Delivery

RE: Draft Evidence Report: Obeticholic Acid for the Treatment of
Nonalcoholic Steatohepatitis with Fibrosis

Request for Comments
Dear Sir or Madam:

Global Liver Institute (GLI) and GLI’s NASH Council appreciates the
opportunity to comment on the Institute for Clinical and Economic Review
(ICER) draft evidence report entitled “Obeticholic Acid for the Treatment of
Nonalcoholic Steatohepatitis with Fibrosis.”

The NASH Council coalesces an expanded set of stakeholders around the
urgency of developing mechanisms for quantifying and addressing
nonalcoholic fatty liver disease (NAFLD) and nonalcoholic steatohepatitis
(NASH). We appreciate the institute’s transparency and recognition of the need
to include the NASH community voice throughout your assessment of the
comparative clinical effectiveness and value of Obeticholic Acid (Intercept) for
the treatment of this life-threatening disease.

As we read through the draft evidence report, we have found a few core issues
that should be considered and addressed as you advance towards a final draft:
Lack of Patient Inclusive Language and Impact on Quality of Life
Model Assumption: NASH Standard of Care

Model Assumption: “Gold” Standard Diagnostic

Model Assumption: Length of Treatment

Solution at Every Stage

The Cost of Not Treating NASH
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Lack of Patient Inclusive Language and Impact on Quality of Life

Throughout the report there is a lack of patient inclusive or people first
language, and acknowledgment of the NASH impact on quality of life. It is
critical for ICER to put patients at the center of all of their assessments, and this
should be abundantly through their choice of language and recognition of how
a disease can impact daily life.



Firstly, communication is one of the foundational aspects of patient care that impacts patient
satisfaction, morale, and builds rapport between physicians, researchers, and patients. Person-first
language is a style of communication in which the person is listed first followed by descriptive
terms, which avoids defining a person by his or her disease state, reduces stigma and places the
emphasis on the person rather than the disease or disability. Multiple agencies and organizations
including Center for Disease Control and Prevention (CDC), American Psychological
Association, and American Society of Addiction Medicine encourage person-first language. The
American Medical Association (AMA) also recommends the use of person-first language in the
AMA Code of Styles. In many instances throughout the draft evidence report the choice of
classifying patients as obese or as a diabetic instead of patients with obesity or diabetes, portrays
a judgmental tone that is counterproductive to ICER’s goals.

Secondly, patients with NASH experience a range of symptoms that negatively affect their
quality of life with the most prevalent being fatigue, but also including major depressive disorder,
generalized anxiety disorder, feeling bloated, having discomfort or pain around the liver, sleeping
problems and lethargy.! 2 24 Studies have also found greater impairments in quality of life and
work productivity in patients with advanced NASH.! ®> Work absences are also an issue with
caregivers, causing lost time, lost wages and sometimes even job loss. It is important for any
assessment of NASH treatment to consider holistically the impact on quality of life.

Model Assumption: NASH Standard of Care

Standard of or “usual” care is a faulty comparator, as it does not truly exist for NASH. The
ultimate aim of treatment for NASH is to reduce progression to cirrhosis or liver cancer and
decrease fibrosis progression as well as NASH related mortality.® ICER defines usual care as,
“usual care includes lifestyle interventions as well as usual care for associated metabolic
comorbidities, and may include vitamin E.”

There is a lack of unified approach in early detection and management of NASH. The rate of
disease progression is not uniform; some people experience fast fibrosis progression while others
follow a much slower course or may even experience regression.” Symptoms of NASH, which
may include fatigue, lethargy, abdominal pain and sleeping problems, are non-specific so they
can often be misinterpreted.® °® Most often patients will present with fatigue alone and are ignored.
NASH is typically only detected once it has progressed to cirrhosis or liver cancer,° therefore
most people live with the disease for years without being aware of the damage accumulating in
their liver. Currently there is a lack of guidelines for regular follow up that providers use. In many
ways the current NASH standard of care can be compared to previously outdated standards for
one of its comorbidities, prediabetes and diabetes. For decades prediabetes was ignored as well.

With this said, we ask for the clarification of a few critical points when discussing “usual care” in
the final report. First, 7-10% weight loss is truly rare and only achieved by a small portion of
patients. Second, while Vitamin E has shown some success as a treatment for early stages of
NASH, it has limited to no effect on reversing advanced stages of fibrosis and cirrhosis.!! Finally,
the use of Pioglitazone as an adequate comparator does not accurately account for the variability
in effectiveness and lack of agreement between experts in the field.

Due to NASH’s strong link to obesity, weight loss, through the combination of diet and exercise,
is the most established approach to care.? Weight loss also addresses associated comorbidities
such as Type 2 diabetes.” However, weight loss is difficult to accomplish and sustain.®** A study
found that 85% of people with NAFLD could not achieve and maintain a weight loss of 7-10% or
more, which is the threshold to induce the highest rates of NASH resolution and fibrosis
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regression.® * The patients that did show success achieving the necessary weight loss utilized
“intensive lifestyle modification” programs (sometimes called Intensive Behavioral Therapy
(IBT), and many times still only were able to attain 7-10% at 6 months (usual peak for weight
loss efforts) before regaining the weight back. In response, bariatric surgery becomes one of the
only consistent options to reduce weight and improve histology of the liver. ¢ 17 18 Bariatric
Surgery is an invasive procedure that is typically limited to those with severe obesity with its own
set of risks costs and significant barriers to access; thus its potential as a widespread treatment for
NASH may be limited as is demonstrated by its overall low overall utilization (less than 1% of
people eligible utilize surgery).1® %

We also understand that for a cost effectiveness model to operate as intended there needs to be a
base comparator. In this case, we understand why Pioglitazone has been chosen. Pioglitazone is a
drug approved for Type 2 diabetes that has also shown positive improvement of NASH in some
patients. 2! 22 However, Pioglitazone may only be worthwhile for leaner populations where weight
gain is not a factor. Multiple studies have found that patients with type 2 diabetes experienced
some negative side effects of weight gain, issues with water retention, edema, and risk of
fracture.?® 24 2 26 For patients with NASH who also have type 2 diabetes and obesity, the use of
Pioglitazone could be problematic, and can lead to questions about the risk-benefit ratio.?” This
point is highlighted when we understand that in people with obesity and type 2 diabetes, NAFLD
prevalence is approximately 50-70% and NASH prevalence is approximately 56%.28 2° There are
also cardiovascular concerns for this patient population when anywhere from 20-80% of patients
with NASH currently have hyperlipidemia.?® This is especially alarming for patients with
preexisting cardiac dysfunction where Pioglitazone has been shown to increase the risk of
congestive heart failure.

NASH care can look markedly different depending on when a patient is diagnosed, and the
unique complications experienced by each patient. Currently the model utilizes methods that do
not adequately account for the variability in care for NASH. There is a lack of specialist and
clinician agreement on how to treat NASH. Due to this lack of standardized care, treatment plans
administered often vary drastically depending on the unique characteristics of each patient. This
must all be factored in to and acknowledged in any cost model analysis for NASH.

Model Assumption: “Gold” Standard Diagnostic

In this draft evidence report ICER has chosen to reference liver biopsy as the “gold standard” for
diagnosing NASH. We have a few serious concerns with this classification. First, liver biopsy is a
risky, invasive procedure that can be subject to sampling variability; and is increasingly only used
after many other diagnostic and non-invasive tests (NIT) have been exhausted.*® 3! We understand
that the American Association for the Study of Liver Diseases (AASLD) currently refers to liver
biopsy as the strongest diagnostic option however, we have come to understand that they plan to
revise and modernize this recommendation in the near future. Second, liver biopsy plays a role in
unnecessary high costs associated with the care for NAFLD independent of its metabolic
comorbidities. Third, liver biopsy is rarely performed outside of a specialist setting, creating an
access barrier and in some cases an extended wait time, contributing to misreporting and
underdiagnosing of NASH.®

Liver biopsy can artificially inflate the cost of care for NASH, and unnecessarily lengthen
treatments. This is especially important to understand when trial data for OCA (25 mg) suggests
that 38% of patients with NASH experience improved fibrosis.®? On average liver biopsies cost
more than $7,000 per patient, and the lengthy conventional diagnosis pathway in total can run up



to more than $10,000 per patient.” The largest increases in health care utilization and costs in
NAFLD are represented by liver biopsies and hospitalizations.* 34

Liver biopsy is not the only diagnostic option. Currently, there does exist acceptable and accurate
NIT to assess for liver fibrosis.®® % 3" NITs lead to fewer patient visits, quicker diagnosis, and are
more cost-effective with no surgical risks. We understand that there currently is no consensus
around a single NIT to diagnose NASH and replace liver biopsy.* % % However, we already see
many gastroenterologists and hepatologists frequently diverge from published practice guidelines
that previously classified liver biopsy as the “gold” standard for NASH diagnosis. It has been
found that less than 25% of clinicians routinely require it to make the diagnosis of NASH.*° From
initial diagnosis to monitoring treatment change and deciding length of treatment, NITs can play
a valuable role throughout the entire NASH care pathway. NITs should be prioritized within this
ICER cost effectiveness model.

Model Assumption: Length of Treatment

The current ICER model makes the assumption that patients will be using OCA treatment under
optimal prescribing conditions “for life as long as they continue to respond to treatment.” This is
highly unrealistic.*! It is typical in drugs taken for chronic conditions for patients to take
treatment holidays, often when the treatment is effective, and at times when it is ineffective, as
agreed by their physicians.*? It is also true that drug use, especially of specialized drugs, falls
away later in life when pain relief and symptom management become more common. In addition,
the model assumes that the price of these treatments will remain the same for the next 20 years,
which is very unlikely.*® What is more likely is that generic substitutes will enter the market,
driving down prices. If you factor in this steep drop in price after 10-15 years, along with other
potential savings from reducing the incidence of expensive hospital care, end stage liver diseases
like liver cancer, and potentially using NITs, the model’s cost estimates would drop dramatically.

Solution at Every Stage

It is important to understand and factor in the reality that NASH must have a different solution
and response at each stage of the disease. While weight loss can show success at earlier stages, it
is less effective at more advanced stages. As the disease progresses to more advanced stages
studies have also found greater impairments in quality of life and work productivity.** Currently,
at more advanced stages liver transplantation is the only possibility.*> A liver transplant is one of
the single most expensive surgical operations in the United States. It costs on average between
$600,000 and $1 million per patient. The procedure requires nearly a year of intensive aftercare,
but a lifetime of follow up, a steady supply of organs, high-tech operating rooms and massive
quantities of blood for transfusion. Furthermore, liver transplantation is not a cure for NASH, and
some individuals may not be eligible for transplantation due to comorbidities related to metabolic
syndrome, such as obesity or coexistent CVD. 46

Liver cancer is a factor at all stages of NASH. 4’ The costs associated with an outcome of liver
cancer must be considered, even when the mechanisms associating NALFD and NASH and the
development of liver cancer need further investigation. Estimates vary between studies but
suggest that of people with cirrhosis due to NASH, approximately 2—-12% develop liver cancer
per year.*® Recent evidence also suggests that people with lean NAFLD are at higher risk of
developing severe liver disease compared to patients with NAFLD who also have obesity.*°

* Data from Mayo Clinic, FL, Values taken from market feedback from clinical practice and are estimates
based on total cost without health insurance
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There is no “silver bullet” response to NASH. While prevention and weight loss management can
be effective earlier, it is difficult, and less effective at later stages. Treatment options for
advanced NASH should also not be forced upon earlier, less advanced patients with NASH.
Patients at different stages of the disease carry different costs as well. This truth about NASH
care must be made clear in the report.

The Cost of Not Treating NASH

In any cost-effective analysis of a disease, it is important to pose the question of, what if we chose
not to treat the disease? With NASH there is both an immense public health and economic burden
that must be accounted for.

First, NASH and NAFLD have far-reaching public health effects that are not just limited to the
liver. People with NASH have an overall mortality rate of 7.9% within seven years of diagnosis-
almost twice that of the general population.®® NASH and NAFLD have shown significant
comorbidities with a variety of other conditions ranging from obesity, Type 2 diabetes,
cardiovascular disease, and chronic kidney disease.®* %2 % Cardiovascular disease is the most
common cause of death for patients with NASH.>* Furthermore, NASH has a bidirectional
relationship with Type 2 diabetes. If NASH develops first, the patient is likely to develop Type 2
diabetes or conversely, in patients with Type 2 diabetes initially, NASH is a common comorbid
occurrence. Diabetes also contributes to greater fibrosis progression of NASH and can accelerate
the progression to cirrhosis and liver cancer.*

Second, the rise in prevalence of NASH, its complications, and its comorbidities carry significant
economic costs. Costs associated with NASH include inpatient, outpatient, professional services,
emergency department and drug costs.® As severity of NASH and fibrosis increases, the cost
associated with the disease increases as well. Furthermore, comorbidities also contribute to cost
not only in healthcare spending but also in indirect costs, such as lost work productivity.>®
Estimates of other cost models have suggested that the rise of NAFLD will be similar to the rise
of obesity prevalence. The estimated total cost of NAFLD in the next 10 years in the United
States could be $1.005 trillion dollars.* Another model suggested that lifetime costs of all non-
advanced patients with NASH in the United States in the year, 2017, was around $222.6 billion.
For advanced patients with NASH, which was characterized by those who have reached fibrosis
stage 3 or cirrhosis have an estimated total cost of $95.4 billion.** Furthermore, comorbidity cost
estimates have shown that the total cost of NASH with Type 2 diabetes is $667.9 billion.>

We must be cognizant of the unique issues and costs at each stage of NASH. The standard of
care, the impact on quality of life, the truth about liver biopsy, the need for a solution at every
stage of the disease, the length of treatment, and the outcome of not treating this life threatening
disease, are all crucial factors that must be considered when painting the cost picture for NASH
and when considering potential other benefits offered by the intervention.

As a community for whom access to treatment to this disease is literally a life-and-death issue, we
are appreciative of the opportunity to work together towards correctly capturing the costs
associated with this disease. If you have any questions please don’t hesitate to reach out to our
Director of Policy, Andrew Scott, at ascott@globabliver.org or 831-246-1586.

With appreciation and respect,

Global Liver Institute
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