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 Film Synopsis

Truly in a race against time, parents of children 
with rare genetic diseases are joining together 
to change the way scientific research is 

conducted. Rare: The Story of a Citizen Scientist, 
a new documentary by award-winning filmmakers 
Maren Grainger-Monsen, M.D., and Nicole Newnham, 
explores this movement and major issues affecting 
people living with rare genetic diseases, through the 
intimate lens of one unforgettable mother and her quest 
to find a cure. 

Rare follows Donna Appell, whose daughter Ashley 
was diagnosed as a toddler with Hermansky-Pudlak 
Syndrome (HPS), a rare genetic disorder often 
characterized by albinism, bleeding diathesis and fatal 
pulmonary fibrosis.  At the time of Ashley’s diagnosis, 
Donna was informed that less than thirty people had 
been diagnosed with HPS in the United States and that 
there was no way to speak with or locate these similarly 
affected families.  Realizing that researchers were 
not going to focus their efforts to help cure “just one 
child,” Donna set about gathering HPS individuals and 
forming an advocacy group.  

Armed with a few patients, Donna cold-called the 
National Institutes of Health (NIH) and begged 
them to research her daughter’s rare disease.  It was 
the beginning of a long-term effort to study HPS. 
Moreover, Donna’s database now includes over one 
thousand patients.  

Nevertheless, significant challenges remain.  Even 
with a registry of hundreds, filling tens of spots in 
the clinical trial is extremely difficult.  Additionally, 
although affected by pulmonary fibrosis, Ashley has 
been excluded from the drug trial for which her mother 

so desperately advocated. Will Donna be able to fill the 
trial and get the medication approved for her daughter 
in time to save her life? 

Rare takes viewers into the world of a rare genetic 
disease, exploring Donna’s annual conference, meeting 
patients enrolled in a clinical trial, and attending a 
board meeting of scientists and advocates.  The film 
also highlights the lobbying efforts of rare disease 
groups, which petition for increased funding on Capitol 
Hill. 

Rare is designed to inspire thoughtful debate of some 
of the major ethical and social issues inherent in the 
advocacy movement: What are the lived experiences of 
patients and research subjects?  How do leaders such as 
Donna balance the sometimes dueling roles of parent 
and advocate? What conflicts are raised for researchers 
who develop an emotional relationship with their 
subjects? How is research study design impacted by 
input from patients? 

The pages that follow begin to explore these issues, 
providing a starting point for reflective discussions.
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This facilitation packet is designed to guide 
discussion following a viewing of either Rare, 
the 56-minute, full-length documentary, or 

Rare: The Story of a Citizen Scientist, the 36-minute 
medical version of the film.  

Included first in the facilitator’s guide is information 
necessary to comprehend the scientific, medical and 
political context of the film.  This background should 
be reviewed before delving further into the thought-
provoking issues explored by the guide.

These issues are presented under four main themes: 
1) the patient experience, 2) the parent and advocacy 
group experience, 3) the researcher and clinician 
experience, and 4) study design.   Each of these four 
overarching issues is further divided into tangible 
subthemes in order that concepts can be discussed 
manageably.  Although these divisions may seem to be 
discreet entities, subthemes do overlap and inform one 

another.  

Each subtheme includes key quotations from the 
film. The first time-marking following each quote 
corresponds to the full-length version of the film; the 
second time-marking, where noted, corresponds to the 
medical version, e.g. (full version • short version). 

Questions are raised to facilitate discussion, and  ideas 
for answering each question are included in subsequent 
discussion points. Other answers and thoughts from 
facilitators and participants are very much encouraged. 

For more information, concepts and historical cases 
related to the illuminated issues are highlighted in 
shaded boxes throughout the guide.  Additionally, 
relevant journal articles, books and websites are 
enumerated on the final page of the guide. The fact 
boxes and reference list are intended to provide fodder 
for future discussions and research.

 Facilitation Suggestions
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 Background: Context for Film

Named after the two physicians who first reported 
it, Hermansky-Pudlak Syndrome (HPS) is 
a rare and heterogeneous genetic disorder, 

caused by mutations in a variety of genes.  Inherited 
in an autosomal recessive fashion, HPS affects both 
males and females equally.  Due to a founder effect, 
the largest concentration of HPS cases is in Puerto 
Rico, with the disorder affecting approximately one in 
every 1,800 individuals.  Cases of HPS have also been 
diagnosed in countries as diverse as the United States, 
Holland and Mexico.   

HPS varies from a mild to a severe disorder. The most 
evident symptom of HPS is albinism, which can manifest 
with varying degrees of pigmentation and ocular 
problems including light sensitivity and blindness. 
Bleeding diathesis, or an unusual susceptibility to 
bleeding, is also common, resulting from insufficient 
or a complete lack of dense bodies in platelets. These 
dense bodies store molecules and ions, such 
as serotonin and calcium, which are necessary 
for proper platelet aggregation. Therefore, 
HPS individuals may suffer from discomforts 
such as frequent nosebleeds and easy bruising.  
In addition to these symptoms, ceroid 
lipofuscin accumulates in lysosomes, which 
may result in such devastating complications 
as kidney disease, granulomatous colitis 
and pulmonary fibrosis.  The last-mentioned 
symptom generally strikes in the third decade 
of life and is usually fatal by the fourth or 
fifth decade.  Death results from progressive, 
irreversible scarring (fibrosis) of the lung 

tissue leading to an inability to obtain a sufficient 
quantity of oxygen.  

There is currently no comprehensive genetic test for 
HPS as the disorder can be caused by many different 
mutations in different genes, some of which are thought 
to be as yet undiscovered.  Therefore, diagnosis of HPS 
typically involves the recognition of tyrosinase-positive 
albinism and a defect of dense bodies in platelets.

There is currently no cure for HPS, and treatment 
generally focuses on alleviating individual 
dermatological, hematological, ocular and pulmonary 
symptoms and on continually monitoring the patient.  
As followed in Rare, NIH researchers are currently 
studying the use of pirfenidone as a treatment 
for pulmonary fibrosis in HPS. Although lung 
transplantation is also a technical possibility, surgery in 
HPS patients is difficult due to bleeding diathesis.  Only 
two HPS patients have undergone such a procedure, 
one successfully and one unreported (Gahl 2007).

Hermanksy-Pudlak Syndrome
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The Orphan Drug Act
The FDA has granted pirfenidone orphan drug status. The 
Orphan Drug Act (ODA) was passed in 1983, following the 
efforts of lobbyists such as Abbey Meyers, the mother of 
a son afflicted with Tourette’s syndrome and the future 
founder of the National Organization for Rare Disorders.  
The ODA incentivizes drug development for rare disorders, 
defined as those that affect fewer than 200,000 individuals 
in the United States, through such provisions as tax 
reductions and a seven-year period of exclusivity following 
the drug’s approval. Orphan drug status can also be granted 
to older products applied to a different use. 

Before the passage of the ODA, fewer than ten products 
were marketed for rare disorders; since 1983, over two 
hundred such drugs have been approved for disorders 
such as cystic fibrosis. Additionally, orphan drugs were the 
first major products of several now prominent companies, 

Referenced in the film, pirfenidone is an 
investigational, orally active drug to which 
InterMune, Inc. holds rights. Pirfenidone has 

been shown to inhibit fibroblast proliferation and 
cytokine-induced inflammation in animal models.  

To be approved by the US Food and Drug Administration 
(FDA) for use in humans, pirfenidone, as any 
investigational new drug (IND), must pass through 
three levels, or phases, of clinical trials. Phase I trials 
are designed to determine the safety and dosage of the 
IND, usually in a small group of healthy volunteers.  
Phase II trials assess the efficacy of the drug in a 
larger group of patients. Finally, Phase III trials further 
evaluate the efficacy of the drug in a much larger group 
of patients and are often randomized, comparison 
studies. The entire process of drug approval can take 
up to twenty years and hundreds of millions of dollars, 
and in the end, only approximately twenty percent of 
INDs are approved (Grady 2008).  Although the FDA 
approves drugs for specific indications, the drugs are 
oftentimes used to treat other conditions as well, a use 
that is termed “off-label.”  After the FDA endorses the 
novel drug, Phase IV studies provide post-marketing 
follow-up. 

Following the hierarchy of FDA trials, pirfenidone 
showed successful results in Phase I trials and 
promising results in Phase II trials for the treatment 
of Idiopathic Pulmonary Fibrosis (IPF).  In February 
2009, pirfenidone was shown to be a meaningful 
treatment option over a placebo in collective data from 
two double-blind, randomized Phase III studies led by 
InterMune, Inc.  InterMune therefore submitted a New 
Drug Application (NDA) to the FDA and a Marketing 
Authorization Application to the European Medicines 
Agency for use of pirfenidone as IPF treatment. In 
May 2010, however, the FDA declined to approve 

pirfenidone, calling for additional clinical trials. A 
Phase III trial sponsored by InterMune is now recruiting 
participants to further evaluate the use of pirfenidone in 
patients with IPF.

In Europe, Japan, and India, by contrast, pirfenidone 
has been approved for use in IPF. In March 2011, the 
European Commission granted marketing authorization 
in all 27 European Union member states; pirfenidone 
is marketed in Europe under the trade name Esbriet. 
In Japan, Shinogi & Co., Ltd. began marketing 
pirfenidone as Pirespa, after a Japanese Phase III study 
demonstrated the drug’s ability to slow the decline 
of  lung capacity and to promote disease progression-
free survival in subjects with IPF. Finally, in India, 
pirfenidone has benefited from “fast tracked” approval 
on the basis of Japanese and American clinical trial 
data; there, it is marketed by Cipla as Pirfenex. 

Pirfenidone thus illustrates the impact differential 
regulation can have on drug development in different 
countries. 

Pirfenidone and the Phases of Clinical 
Trials
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After thirteen years of Congressional debate, 
both the House and the Senate passed the 
Genetic Information Nondiscrimination Act 

(GINA) in early May 2008.  On May 21, 2008, President 
George W. Bush signed GINA into federal law.  GINA 
went into full effect in November 2009 and does not 
preclude compliance with state level regulations that 
are more protective.

Hailed by Former Senator Edward Kennedy as “the first 
major new civil rights bill of the new century” (Hudson 
2008), GINA aims to safeguard the American populous 
from discrimination by health insurance companies 
and employers on the basis of genetic information.  For 
a given individual, genetic information includes any 
and all genetic tests, up to and including fourth-degree 
relatives’ genetic tests and the manifestation of diseases 

Genetic Information Nondiscrimination Act
including Genentech and Amgen.

Along with the benefits that the ODA provides, it also 
creates a problematic loophole, according the orphan 
drug sponsor a monopoly on the market. Such freedom 
from competition can result in the drug company charging 
exorbitant prices for drugs, rendering them unaffordable to 
patients.  For example, the production of thalidomide, an 
orphan drug used to treat multiple myeloma, incurs such 
low costs that some Brazilian companies sell it at a mere 
seven cents per pill. Yet, Celegene Corporation markets 
thalidomide in America at over fifty dollars per pill, a cost 
that may be prohibitive to patients requiring treatment.

Nevertheless, pharmaceutical companies may at times set 
aside questions of profitability.  Celegene, for example, 
does provide its medication free of charge for uninsured 
and extremely low-income patients.
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advocacy community. The passage of GINA was 
supported through the lobbying power of this extensive 
community, as led by the Coalition for Genetic Fairness. 

The growth of the AIDS movement is arguably that 
which advocacy groups should strive to emulate.  AIDS 
was first reported by the Centers for Disease Control 
and Prevention (CDC) in June of 1981, and by early 
1982 two grassroots gay and lesbian organizations, one 
in New York and one in San Francisco, were formed. 
Activists continued to mobilize with the shaping of 
such groups as Project Inform in 1985 and the first 
branch of the AIDS Coalition to Unleash Power (ACT 
UP) in New York in 1987.

These groups not only sought to create communities 
for affected individuals, but also to protest certain 
aspects of clinical trials and drug access.  Their 
response to the dilemma of, “Who should decide what 
risks a patient can assume – the doctor or the patient?,”  
(Epstein p.189; Institutional Review Boards) was that 
“controlled clinical trials [are] an important means of 
access to otherwise unavailable drugs” (p.197, Epstein’s 
emphasis).   In other words, for some patients the only 
way to obtain perhaps risky, but also potentially life-
extending, treatment was through clinical trials.  Yet 
many of these patients were excluded from these very 
same trials based on usage of other medication deemed 
necessary or severity of disease.  AIDS advocacy 
groups therefore supported a more pragmatic approach 
to clinical trials, arguing to include individuals 
undergoing concomitant treatments as well as women 
and minority populations (Designing a Clinical Trial).  
Expanded inclusion criteria, they argued, would also 
tend to reduce noncompliance as patients would not 

The Rise of Advocacy Groups
AIDS Advocacy Movement

in family members.  Genetic information also includes 
the individual’s participation in genetic services such 
as counseling and education. GINA does not preclude 
discrimination based upon the current manifestation of 
genetic diseases in the individual or upon routine tests 
such as cholesterol readings and blood counts. 

Under GINA, insurance companies are forbidden 
from altering coverage, eligibility and premiums 
based on genetic information and from instructing an 
individual to have a genetic test.  Similarly, employers 
are prohibited from making workplace decisions, 
including hiring and firing judgments, based on genetic 
information and are not allowed to request genetic 
information from a potential employee during the 
hiring process.  Violators are subject to corrective and 
monetary actions. 

Despite these forward-looking provisions, GINA has 
some evident omissions. The law does not apply to long-
term care and life or disability insurance; it excludes 
military and veterans’ health care.  Additionally, GINA 
allows several exceptions to the prohibition against 
acquisition of genetic information. Such exceptions 
include the inadvertent acquisition of information 
(such as through a publicly available social networking 
site) and the accession of any information freely 
offered by an individual (such as through a voluntary 
employer-sponsored wellness program or a request for 
reasonable accomodation through the American with 
Disabilities Act). Furthermore, GINA does not address 
the increasingly likely possibility of re-identification 
of specific individuals from aggregated research and 
health data.

Despite these limitations, and while lawsuits alleging 
genetic discrimination in employment have not yet 
been heard in a U.S. federal or state court, GINA is 
nevertheless an important act in the protection of 
American citizens and a triumph for the genetic 
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of treatment, whether different medications or different 
dosages of the same medication.  Such a guarantee 
of some form of treatment, as AIDS activists argued in 
the 1980s and 1990s, facilitates recruitment and may 
reduce noncompliance with the trial protocol. While the 
pragmatic approach may be more appealing to patients 
and advocacy groups, it may also encourage the notion 
of therapeutic misconception as ill persons may enroll in 
the trial to be benefited as current patients rather than to 
help benefit future patients.  (For more information on the 
therapeutic misconception, please see page 30).

Despite the concerns with each study design, both 
fastidious and pragmatic trials can have clinical utility.  
Other alternative designs include historical control studies 
and community-driven research.  Historical control studies 
compare a group receiving a novel treatment with a 
historical control, a comparable untreated cohort from a 
previous study that established the natural progression 
of disease.  In community-driven research, the trial is 
integrated into clinical practice, eliminating the problem of 
follow-up as the researchers are also the subjects’ primary 
physicians, but potentially creating conflicts of interest.  
This latter method of research was first successful in 1989 
when the FDA approved aerosolized pentamidine for 
preventative use for pneumocystis pneumonia (Epstein 
p.218).  

Although the overarching concept of a clinical trial may 
seem well entrenched in the medical world, there is 
considerable disagreement over the most appropriate 
means of designing such a trial.  Randomized controlled 
studies with strict inclusion criteria are considered the 
most scientific approach to answering such questions 
as, Is novel treatment x more effective than a placebo in 
slowing the progression of condition y?  The Phase III trial 
for pulmonary fibrosis followed in this film is an example 
of such a study in which narrow inclusion criteria are used 
to recruit patients into randomized arms of the trial, one of 
which receives pirfenidone, the other a placebo. 

Although this “fastidious” type of study design has its 
scientific and statistical advantages, it has been criticized 
as too  “clean,”  too homogenous.  Such a response spurred 
the movement toward a “messier,” more “pragmatic”  type 
of trial design with less strict inclusion criteria (Feinstein 
1983).  

Relaxed enrollment standards recruit a heterogeneous 
sample, argued to be more representative of the actual 
population under study and thus be externally valid.  The 
pragmatic design may also involve an active rather than 
placebo control such that all groups receive some form 

Designing a Clinical Trial
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position, advocacy groups could encourage basic 
science research, reminding laboratory scientists of the 
human toll of AIDS and performing a “‘pollination’ 
function” (p.321),  bridging researchers from different 
locales and disciplines.  Exerting their influence over 
both translational and basic work, AIDS advocacy 
groups thus created a paradigm for interaction with the 
research enterprise.

Breast Cancer Advocacy Movements

The mainstream breast cancer advocacy 
movement shares several characteristics with the 
AIDS movement, including raising awareness 

about its namesake illness and effectively pruning the 
research landscape.  In the 1970s, celebrity stories 
released the disease from private shame and societal 
stigma, and the media of the next decade constructed 
breast cancer as an epidemic, thus labeling it as a 
condition that merited attention and funding.  Susan G. 
Komen for the Cure®, the largest grassroots network 
of advocates, was founded in 1982; the National Breast 
Cancer Coalition (NBCC), an umbrella organization 
including numerous previously distinct advocacy 
groups, was then established in 1991. 

These two mainstream advocacy groups are aligned in 
their quests to eradicate breast cancer by galvanizing 
patients and researchers in the search for a cure.  Both 
groups seek to increase access to current diagnostics 
and treatments and to influence public policy.  To 
accomplish these missions, Susan G. Komen for the 
Cure® and NBCC rely, as did the AIDS advocacy 
movement, on blurring the divide between the lay and 
scientific communities.  Both focus on educational 
efforts, seeking to turn their once lay members into 
fluent conversationalists with scientists, physicians and 
policy makers.  The website of Susan G. Komen for 
the Cure® features an extensive section for members 
on “Understanding Breast Cancer,” with materials on 
such topics as risk factors, therapies and support co-
written by the Harvard School of Public Health. As 

need to surreptitiously obtain treatment outside the 
research protocol.

In addition to lobbying for relaxed enrollment 
standards, AIDS advocacy groups helped researchers 
determine meaningful clinical questions to pursue and 
recruit subjects for clinical trials.  From their valuable 
vantage point as intermediaries between patients and 
researchers, the groups quickly made themselves 
indispensable to the clinical trial enterprise. 

While occupying this central position was necessary for 
influence, AIDS advocacy groups also had to cement 
their credibility among members of the scientific and 
medical communities.  The groups thus imbued their 
members and others living with AIDS with a “cultural 
competence” (p.230, Dr. Steven Shapin’s phrase),  with 
an in-depth understanding of the scientific world and 
its technical jargon as it related to their disease.  One 
activist, Brenda Lein, professed that it was not difficult 
to verse oneself in scientific language: “[It] is like a 
subculture thing; you know, it’s either surfing or it’s 
medicine and you just have to understand the lingo, but 
it’s not complicated if you sit through it” (p.231).

Beyond learning and utilizing scientific terms, 
advocacy group members educated themselves on 
the most recent medical developments.  A grassroots 
newsletter and blog entitled AIDS Treatment News 
(ATN) disseminated information on novel treatments, 
while Project Inform taught the AIDS movement how 
to critically assess scientific papers so that it could 
intelligently evaluate new therapeutic options.

Although at first more concerned with the world of 
clinical trials and treatments, AIDS advocacy groups 
gradually shifted their focus to include basic science 
research.  1992 saw the founding of the independent 
think tank Treatment Action Group (TAG). In addition 
to addressing questions of drug access and efficacy, TAG 
argued that AIDS advocates should participate in drug 
discovery and design.  From their crucial intermediary 
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in which patients were indispensible to scientific and 
political experts (McCormick 2007).  

However, although not in agreement with the 
contemporary medical majority opinion on breast 
cancer, EBCM could not completely distance itself 
from the current science on breast cancer, from the very 
science that NBCC directed.  With such a serious illness 
requiring immediate treatment, the environmental 
group members received the current medical therapies 
while simultaneously arguing that breast cancer was 
better defeated through prevention and modulation of 
chemical and other toxic pollutants.  Therefore, again 
emulating the AIDS movement, EBCM used and 
interacted with conventional science while working to 
refocus it (Brown 2004).   

the educational power of NBCC, the National Breast 
Cancer Coalition Fund (NBCCF) established Project 
LEAD which features several day training workshops 
on such topics as basic science, the quality of care and 
clinical trials.  

Essential for increased education and awareness, both 
advocacy groups are also instrumental in raising funds 
for research on more effective treatments and cures.  
From its inception, Susan G. Komen for the Cure® 
has held frequent, now worldwide events, such as the 
Race for the Cure, to collect donations and support 
breast cancer patients and survivors. NBCC has been 
extremely successful in lobbying for federal funding, 
obtaining a remarkable $341 million increase between 
the year of its founding and 1993 (Kolker 2004).   

Nevertheless, with a specific focus on genetics, 
biology and personal lifestyle habits, the message of 
Susan G. Komen for the Cure® and NBCC does not 
necessarily resonate with all patients, especially those 
with a different lived experience of breast cancer.  
Such a disconnect allowed for the rise of a factious 
advocacy group, the environmental breast cancer 
movement (EBCM), in the early 1990s.  
This novel group better met the needs 
of communities with strikingly high 
incidences of breast cancer, leading many 
to suspect an environmental etiology.

As with the broader breast cancer and 
AIDS movements, EBCM focused on 
directing research towards its goals and 
lobbying for federal funding.  EBCM was 
very successful in changing the paradigm 
of breast cancer research to include its 
progressive projects on environmental 
factors and in fact secured almost $200 
million for that research. EBCM also 
encouraged lay participation in scientific 
endeavors, educating its members in 
scientific jargon and encouraging projects 

Hermansky-Pudlak Syndrome Network Inc.

Rare chronicles the journeys of Donna 
Appell and her daughter Ashley, a young 
woman living with HPS. In response to 

the dearth of knowledge and support surrounding 
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her daughter’s condition, Donna founded Hermansky-
Pudlak Syndrome Network (HPS Network) in 1992; 
the organization became incorporated in 1995. 

As described in its mission, HPS Network is a volunteer, 
nonprofit organization which serves as a community for 
HPS patients, their families and dedicated researchers.  
It is a patient support system and an advocacy group, 
promoting awareness about HPS in scientific and 
lay communities and encouraging the development 
of novel interventions.  HPS Network educates and 
mobilizes its members by hosting a website in both 
English and Spanish, a list serve and a blog.

The website is also harnessed for fundraising; donations 
are used to provide current, otherwise unaffordable 
treatments for patients and to reimburse travel expenses 
to the HPS Network annual conference. At these 
meetings, patients and families from across the world 
gather to share their experiences in coping with HPS 
and to learn about current research from the scientists 
in attendance.  The conference is thus an opportunity to 
remind researchers that although rare, HPS does have 
a profound human impact and is a disorder that merits 
funding and advanced study.  

As followed in the film, HPS Network, both individually 
and as a member group of Genetic Alliance, is actively 
involved in urging researchers and clinicians to find 
more effective treatments and eventually a cure for 
its namesake genetic disorder.  Under the auspices of 
HPS Network, Donna energetically recruits patients 
to fill the Phase III clinical trial on pirfenidone.  The 
organization thus serves as an indispensible liaison 
between HPS individuals and researchers. 

Genetic Alliance is a large, nonprofit organization 
which aspires to connect smaller, disease-
specific groups, policy makers, universities, 

industry representatives and other stakeholders. In 
this manner, Genetic Alliance hopes to “disrupt the 
research enterprise,” allowing the cooperation of 
many different groups to influence funding decisions 
and paths to better diagnostic tests, treatments and 
even cures.  In keeping with the mission of facilitating 
research, the Genetic Alliance Biobank was founded in 
2003 to centrally collect and store coded samples of 
rare diseased tissues.  Member groups of the Biobank 
retain control over which research is conducted with 
their samples by jointly reviewing study proposals 
(Terry 2007). 

Genetic Alliance also hosts an extensive website 
featuring training materials which disease-specific 
advocacy groups can utilize to educate their own 
members.  The website also promotes the organization’s 
public policy causes, providing information on such 
initiatives as GINA and newborn screening programs.  
Sections detailing the group’s own publications and 
annual conferences round out the site.  

 

Genetic Alliance
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&Themes

QuestionsDiscussion

 • What was your overall impression 
of the film?
• What do you think is the message 
of the film as a whole?
• Did any theme, scene or individual 
particularly move you as you 
watched the film?
• What do you think “Citizen Scientist” 
means in the film’s title?

Before delving into the four outlined 
issues, Rare should be discussed as a 
whole.  
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 Issue1: The Patient Experience

HPS Male: “I didn’t know the severity of HPS until I 
got here this morning.  I didn’t know how serious it 
was, and I didn’t take it seriously. I denied it a lot.” 
(06:02 • 06:00)

•   What is the experience of patients living with a rare 
disorder? 

• How does the rare disorder community affect 
the individual patients?

The National Organization for Rare Disorders 
(NORD) lists HPS as a rare disorder, one that 
affects fewer than 200,000 out of the nearly 

312,000,000 people in the United States (US Census 
Bureau July 2011 population estimate).  Although more 
prevalent in other nations such as Puerto Rico, HPS 
affects very few individuals worldwide.  Patients are 
therefore quite isolated.  Not only do HPS individuals 
rarely encounter another similarly afflicted individual, 
but they also must live with a disease about which their 
family, friends and even physicians know little.  They 
are not part of a widely known disease entity; there 
are very few comparisons upon which physicians can 
rely to diagnosis the unfamiliar disease.  Therefore at 
times, clinicians, parents and even the patient himself 
may not take HPS symptoms seriously.  As noted by 
the quoted male HPS patient, some individuals choose 
to consciously deny the severity, or even the very 
existence, of their condition.

However, the annual conference held by HPS Network 
serves to bring together patients and their families 
from the United States, Puerto Rico, the United 

Kingdom and other nations.  The community that is 
formed alleviates some feelings of isolation and allows 
patients to relate on intimate levels, sharing stories 
on topics from medical tests and ailments to make-
up color choices and applications.  The photo-shoot 
at a recent conference also encouraged patients to be 
more comfortable with the external manifestations of 
HPS.  Moreover, HPS Network provides centralized 
information and educational materials, thus 
empowering HPS individuals with knowledge about 
their condition and assuaging some uncertainty.

A sense of community and access to information thus 
dramatically change the experience of a patient living 
with a rare genetic disorder.  Yet, with such a high 
concentration of HPS patients in one conference venue, 
it is difficult not to agree with Donna’s assessment of 
HPS: “I’m like, ‘Rare? I’m having an epidemic here.’” 

From Singularity to Community
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 Issue1: The Patient Experience disorder of unclear pathology.  In a placebo-controlled 
trial such as that of pirfenidone, an enrolled HPS patient 
is blinded to the treatment regimen; she does not know 
if she is receiving the active medication or no treatment 
at all for the ultimately fatal pulmonary fibrosis.  In 
such a situation, as Heather notes in the film, the patient 
may hope every rash and upset stomach indicates 
receipt of active drug rather than a new illness.  If these 
symptoms are unrelated to the treatment regimen, the 
trial’s inclusion criteria may restrict the patient from 
taking additional drugs necessary for relief.

In addition to limited drug access outside of the trial 
protocol, patients may face other lifestyle restrictions.  
For example, Heather is prohibited from becoming 
pregnant during the entire span of the Phase III trial, 
which encompasses her prime childbearing years.  
Each year, she must also use her vacation time from 
work to travel to the NIH-based trial; she thus forgoes 
attendance at family gatherings and holiday celebrations 
in the hopes of helping future HPS patients. 

Despite the aforementioned uncertainties and personal 
sacrifices inherent in participation in a clinical trial, 
enrollment can also bring several advantages.  Patients 
may share a room during their stays at the NIH, thereby 
creating a sense of community and solidarity in trial 
participation.  Additionally, enrollment in an NIH 
study adds the unique benefit of ancillary care.  Unlike 
trials that are not sponsored by the NIH, such as some 
studies at private hospitals and medical centers, NIH-
sponsored trials provide care unrelated to that necessary 
for the trial protocol.  Thus, individuals enrolled in NIH 
trials are treated as both research subjects and patients.  
Nonetheless, this double role creates the possibility 
of conflicts of interest and enhances the potential for  
the therapeutic misconception.  Although the goals of 
the trial are to generate scientific knowledge and to 
help future affected individuals, ancillary care solely 
benefits the current research subject, thus seemingly 
linking individual therapeutic benefit to the study aims 
(Definition of Therapeutic Misconception).

From Patient to Research Subject
Heather Kirkwood: “On the one hand, you’re happy 
to get into the trial, but on the other hand, it’s kind of 
a jarring wake up call because you realize that you 
wouldn’t be getting admitted to the trial if you weren’t 
sick.” (13:21 •  12:42)

•   What are the benefits and the burdens for a patient 
enrolled in a clinical trial? 

Once a patient has committed to enrolling in 
a trial, her lived experience with a disease is 
irrevocably changed.  As Heather describes, 

enrollment can reify the severity of the disease for 
the patient, bringing the reality of the disease into 
consciousness.  It also adds another layer of complexity 
to the uncertainty already inherent in living with a 
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 Issue2: The Parent and Advocacy Group Living with Chronic Disease

Donna Appell:  “It’s definitely one thing to take care 
of an episodic illness and rise to that occasion and 
take care of that person. And then they get well and 
then you have post-traumatic stress syndrome where 
you can fall apart, and move on... And dealing with 
chronic illness is just not like that. It’s like running a 
marathon that never ends.” (18:42)

Heather Kirkwood: “I thought that when the day 
came that I’d have to quit working for a while, I 
thought that I would be really sick, I thought maybe 
I’d be on oxygen or something like that. But the 
nagging frequency of the ongoing issues eventually 
really started to take their toll at my job.” (35:40 • 
24:38)

•   How does chronic illness differ from acute, or 
episodic, illness?

• In what ways does HPS affect the lives of 
the individuals who have it?

There are many types of chronic disease, from 
HPS and arthritis to diabetes and persistent 
fatigue.  While some chronic illnesses are 

sporadic and characterized by occasional “flare-
ups,”  others present more ongoing problems.  In 
addition to managing the physical symptoms 
associated with the disease, individuals suffering 
from chronic illness must also combat the emotional 
and mental tolls taken by their illness.  Uncertainty 
about the disease prognosis, hopelessness over lack 
of treatment options, and the frustration of struggling 
to manage day-to-day symptoms are often cited as 
major sources of distress and worry for individuals 
living with chronic disease.

Individuals suffering from chronic illness face daily 
challenges that may worsen as time and the illness 
progress.  As Donna shares in Rare, the medication 
regimen alone can be overwhelming.  Keeping 
track of Ashley’s medications for day and night, 
assembling emergency medicine kits, ensuring 
that all medications are current, and replacing 
expired prescriptions are, she says, part of the lived 
experience of chronic disease: “You’ve got to do 
what you’ve got to do.” 

Furthermore, chronic illness can impact one’s 
lifestyle and livelihood, forcing individuals to give 
up cherished activities, adapt to physical limitations, 
or make difficult career choices.  In the film, we 
watch Heather face the practical challenges of living 
with HPS and struggling to maintain her job in 
journalism.  Eventually, the “nagging frequency” of 
her HPS symptoms forces her to leave her job and 
register for disability insurance and social security.   
Even so, she wonders how she will pay for private 
insurance and her costly medications, with no 
income and  rapidly diminishing savings.
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 Issue2: The Parent and Advocacy Group 

Father of HPS Patient: “The thing that I use to offset 
that [guilt] is, ‘I gave you this disease, but the good 
Lord gave you a father who will teach you how to live 
with it.’” (20:15)

•   How does the finding of a genetic disorder impact 
the parents of the patient?

Beyond the patient herself, a genetic mutation 
greatly affects her immediate relations.  As 
Donna explains in Rare, parents may take 

responsibility not only for the child’s specialized care, 
but also for the cause of the child’s condition.  These 
feelings of guilt can exist with or without an accepted 
label for the child’s disorder.  Without a definitive 
diagnosis of the condition, parents may blame 
themselves for pre- and postnatal environmental factors 
as well as genetics, feeling culpable for reasons ranging 
from problems during pregnancy and inadequate 
parenting to defective genes. 

This burden of guilt is not always alleviated upon 
positive identification of the disorder, even one of 
genetic etiology such as that of Ashley.  Parents may 
still harbor a strong sense of guilt for unknowingly 
passing on a devastating genetic mutation. Even if they 
may intellectually comprehend the genetic causation of 
their child’s disease and understand that they cannot 
be held accountable, parents may still wrestle with 
an irrational sense of guilt, allowing their intellectual 
reasoning to be trumped by emotion.  This guilt can 
lead to feelings of helplessness and depression or 
instead, as Donna alludes to, be weighted against hope 

that the parents themselves can aid in alleviation of the 
child’s suffering.

This notion of parental responsibility has important 
ramifications for genetic counselors and perhaps 
institutional review boards (IRBs). As genetic 
counselors explore the relational effects beyond the 
strictly medical diagnosis of a patient’s condition, they 
may be best situated to alleviate the burdens of parental 
guilt.  IRBs, on the other hand, may want to consider 
parental guilt as potential third party harm in proposed 
protocols involving genetic testing of pediatric patients.  
In either counseling or research, professionals should 
take care to ensure that this guilt is not compounded by 
the clinical experience itself.

Harboring Guilt

Providing Hope

Donna Appell: “That’s Aiden [a young infant].  So 
every single one of you is working to help his future.” 
(06:24 • 06:21)

Donna Appell:  “I think offering people false hopes 
is not a good thing, but the hope of the search is so 
necessary.”  (30:37 • 21:49)

•   When is hope beneficial, and how do advocacy 
groups provide hope? 

• When is the line to false hope crossed? 

To counterbalance feelings of guilt and 
helplessness, parents may foster a sense of 
hope, a belief that their activism can transform 

Experience



16 |     Rare

culture of science by encouraging a focus on benefiting 
affected individuals rather than on publishing papers 
and obtaining patents. 

In addition to these wider effects, shared hope can have 
more personal consequences.  A collective optimistic 
feeling may also support patients who are enrolled in a 
clinical trial.  The sacrifices the individual is making, 
from forgoing certain activities to accepting increased 
uncertainties, can then be outweighed by the hope 
for overall advances in disease understanding and 
treatments.  The hope for benefit to future patients can 

research and ultimately result 
in the discovery of a cure.  This 
aspiration imbues parents and 
other family members with a sense 
of purpose, providing the impetus 
to directly confront the burdens of 
the disease.  For Donna, the hope 
for novel treatments and a cure 
sustains her, persuading her that 
significant progress can be made 
toward helping HPS patients.  
Although she realizes that 
noteworthy advancement in care 
may not arrive early enough for 
her own daughter Ashley, Donna 
hopes that such innovations 
may be devised soon enough to 
improve Aiden’s quality of life.   

Moreover, this hope can be 
transferred from the individual 
to the collective level, bonding 
together members of an advocacy 
group and linking the community 
experience with an overall 
positive atmosphere.  On this 
organized level, hope and the 
desire to implement a vision of 
a better future have biological, 
political, economic and even 
normative repercussions (Novas 2006).   Not only can 
an advocacy group aid research by providing biological 
samples and recruiting subjects, but the group can also 
be involved in describing the distributive justice of the 
health and wealth gains from such research.  In other 
words, groups such as HPS Network can work to ensure 
that newly discovered treatments or diagnostics do not 
provide an economic advantage to the researchers or 
pharmaceutical companies at the expense of patient 
access and affordability of the innovations.  In 
stimulating research, advocacy groups also have the 
ability to change normative values, to influence the 
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offset current individual suffering. 

Nevertheless, in the clinical trial setting and especially 
in Phase I studies, this hope can slip from beneficial 
belief to false expectation.  As advocacy groups provide 
hope for better disease understanding and relief of 
future suffering, they can also suggest that this hope 
for relief applies to current patients, that enrollment in 
a clinical trial will benefit the individual patient.  As 
empirical evidence shows, this hope of direct benefit 
is the primary motivation for most adult patients who 
participate in Phase I trials, even though such trials 
aim to determine the safety of a novel intervention and 
rarely help the individual patient (Kodish 2003).  

This conflation of veritable and misleading hopes 
is most apparent in Phase I cancer trials, especially 
those involving end-stage pediatric patients (Miller 
2000).  While the primary scientific goal of the study 
remains the establishment of the safety of a novel 
intervention, patients who enroll have exhausted all 
conventional therapeutic options and are desperate for 
any intervention that may help them.  The Phase I trial, 
almost by definition, remains their one last hope for a 
recovery.  

Compounding this therapeutic misconception is the 
fact that often times the lead researcher also assumes 
some care of patients, adding a version of the doctor-
patient relationship into a scientific endeavor.  The 
clinician-researcher may thus be reluctant to undermine 
the false hopes of his patients, sympathizing with the 
patients’ wishes for improvement and upholding the 
fidelity and the empathy of the doctor-patient bond 
over the disheartening and dispassionate realities of 
the scientific aims.  The very setting and methods of 
the clinical trial, including physical exams and consent 
forms, may further enforce the patients’ false hopes, as 
the lines blur between the actions of therapeutic care 
and the protocols of research (Miller 2000).

Identifying Progress: 

Donna Appell: “When somebody tells you that people 
succumb in their thirties and forties and you have this 
young child with you, you’re like, ‘Wow, that’s a long 
time.  We can cure this disease by then.’ And you kind 
of feel really okay about things.  I mean I certainly had 
obviously some sense of urgency, but nothing like the 
urgency I feel now. Ashley’s lungs are affected now.  
You know, they don’t give it more than ten years.  It’s 
really hard to cure a disease in that length of time.” 
(02:36 • 02:37)

•   From the advocacy group’s point of view, what 
constitutes progress in the study of rare genetic 
disorders? 

• How may this differ from the parents’ and 
patients’ points of view?

The mission statement of HPS Network 
summarizes the goals and meaning of progress 
for such an advocacy group.  Progress in the 

fight against HPS includes increased awareness of 
the rare disorder, both in the public arena and in the 
scientific and medical communities.  HPS may then 
be a disease which physicians consider in diagnosis, 
leading to earlier detection and thus earlier proper 
management of symptoms.  Progress also involves the 
education of citizens and researchers such that they 
jointly direct scientific endeavors. 

Thus, to recognize its notion of progress, HPS 
Network provides a form of community consultation to 
researchers, matching its individual members’ consent 
to trials with so-called group assent.  Reversing 
the model in the International HapMap Project in 
which scientists sought out research permission from 
ethnically- and geographically-defined groups, HPS 
Network, a genetically based group, instead seeks out 

Advocacy Group and Parent Perspective
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Both parents and advocates may desire more effective 
treatments or a cure, but whereas parents may be 
understandably more concerned with the wellbeing of 
their single child, the advocacy group must be more 
aware of the larger pool of affected individuals.  As a 
parent, the person may adopt a more idealistic mindset, 
hoping for a cure in a more immediate timeframe 
such that her child can be spared from suffering.  As 
an advocate, however, the individual may be more 
realistic, noting the unlikelihood of an immediate cure 
and instead working with the larger group to influence 
policy and research hypotheses and methodologies.  
Donna and other parent-advocates must therefore 
be cognizant of these conflicting perceptions when 
devising an appropriate operational definition of 
progress for the organization as a whole. 

the scientists. Acting as the “group between” (Greely 
1997) government researchers and individuals, HPS 
Network can thus engage early in the scientific process 
to move research in socially responsible directions.  
The group can simultaneously raise considerations 
of research outcomes on individuals and address 
collective values such as the distributive justice of 
results (Hausman 2007). These larger issues can also 
be tackled through policy changes, another integral 
component of the advocacy group’s notion of progress. 

Significantly, the idea of progress for an advocacy 
group is necessarily most informed by the most vocal 
members of the group.  As founder and current leader 
of HPS Network, Donna is instrumental in creating the 
vision of progress to which the group strives.  Yet she 
must also contend with the conflict of interest inherent 
in being a parent-advocate. 
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why one should study a rare disorder over a common 
disorder.” (07:45 • 07:08)

•   What should be the role of the advocacy group in 
scientific research? 

 •   Should advocacy group involvement in 
research be limited? If so, by whom? If not, why not?

Donna Appell: “I said, ‘Not only do I have this 
daughter with HPS, but I have these people, and I have 
these cases. And we need research, and we don’t have 
research, and could you please help us?’” (07:31)

Dr. William Gahl: “Well advocacy groups for rare 
diseases start out with one strike against them, namely 
that there are very few of them, they don’t have much 
lobbying effort, and other people don’t understand 

Guiding Research
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Advocacy groups can be 
essential to call attention 
and efforts to otherwise 

overlooked rare diseases. As 
profiled in Rare, HPS Network 
acts as a committed “cheerleader 
for science;” members of the 
organization participate in 
scientific board meetings and 
influence all aspects of research 
through biological sample 
collection, patient recruitment 
and funding.

As an advocacy group, HPS 
Network fosters both knowledge 
and community.  Using its 
extensive membership, the 
organization can easily collect 
and store numerous biological 
samples such as blood and 
urine.  HPS Network can then provide these samples to 
researchers it chooses, effectively determining in which 
laboratories extensive work on HPS is conducted. 

This unrestricted access to individuals afflicted with HPS 
also affords the advocacy group the privilege of recruiting 
patients for trials in ways that scientists cannot. As is 
generally true for any group of researchers, the NIH can 
flyer and advertise online for its trials, but is prohibited 
from obtaining an identified list of potential research 
subjects and thus from engaging in targeted recruitment.  
In contrast, advocacy groups such as HPS Network 
have access to such tools as private group membership 
lists, online support groups and annual conference 
registrations.  Therefore, HPS Network can, and does, 
effectively advertise to and recruit specific patients for 
research and clinical trials.   

Moreover, the organization financially affects the 
research enterprise. Although it does not charge 
membership fees, HPS Network effectively raises money 

in other ways, from donations and fundraiser sales of 
holiday cards to conference fees.  Funds can then be used 
for such purposes as supporting member travel to HPS 
conferences.  In addition, HPS Network works through 
other larger organizations such as Genetic Alliance to 
lobby on Capitol Hill for federal funding.

Despite the seeming necessity of advocacy group 
involvement in rare disease research, the groups’ actions 
could be considered subtly coercive or unethical.  For 
example, some advocacy groups use organizational 
funds to convene patients at venues where collection of 
biosamples for research and recruitment for clinical trials 
are integrated into the proceedings.  Thus, individuals 
living with the disease being studied may believe that 
to remain in good standing within the advocacy group 
community and to access services provided by the 
network, they are obliged to submit samples and enroll in 
clinical trials despite any reservations.  Thus, participation 
in research endeavors may not be fully voluntary. 
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 Issue3: The Researcher and Clinician 

Dr. William Gahl: “Although HPS affects a small 
number of people, we are really hoping that studying 
it will eventually lead to therapies for more common 
diseases. (08:37 • 08:43)

•   What are the motivations for, and challenges facing, 
researchers in studying a rare genetic disorder? 

 •   What might be considered good reasons for 
conducting a study?

Dr. Gahl mentions that motivation for HPS 
research is threefold: 1) to find more effective 
treatments for the symptoms of HPS; 2) to 

increase basic scientific knowledge and learn about 
cellular, biochemical mechanisms; and 3) to identify 
involved genes.  In enumerating these motivations, 
Dr. Gahl notes the compelling rationale that research 
on such a rare disorder as HPS will not only be 
useful in and of itself, but also as a model for other 
processes. HPS represents a unique approach to 
studying intracellular vesicle formation as it involves 
defects in melanosomes, the dense bodies in platelets, 
and lysosomes. Understanding both the genetic and 
resulting mechanistic abnormalities in cells containing 
HPS mutations can greatly augment the scientific 
community’s overall comprehension of various normal 
cellular processes. 

Along with the knowledge-oriented justifications 
for research, Dr. Gahl highlights the human-centered 
motivation for studying such a rare disorder.  There 
is the drive to help current and future HPS patients, 
whether through improved diagnostics or more 
effective treatments.   Professing that HPS individuals 

provide the “inspiration” for basic and translational 
research, Dr. Gahl notes the innate emotional 
connection between a researcher or clinician and his 
patient. Witnessing the daily hardships of those living 
with HPS reminds researchers of the influence their 
work can have outside the laboratory and encourages 
them to strive for tangible results. 

Driving Research

Experience

“Citizen scientists” is a dichotomous term.  In one sense, 
it can depict members of the lay public, such as Donna 
Appell and Sharon Terry, who become vocal participants in 
scientific endeavors.  Conversely, it may also be construed 
to describe scientists who interact with lay citizens, 
who venture out of their laboratories into the general 
community.  Dr. Neal Lane, former Director of the National 
Science Foundation and current Malcolm Gillis University 
Professor at Rice University, has also labeled these 
researchers as “civic scientists.”

Civic researchers recognize that science and society are 
intimately intertwined.  They understand that beyond 
educating the public on evolving research, they too must 
develop a better grasp of the public’s perceptions and 
needs, of the climate in which their research is conducted.  
They thus consider the consequences of their research 
both before hypotheses are generated and after results are 
discovered.  

A notable instance of scientists embodying this civic ideal 
occurred at the 1975 Asilomar Conference on recombinant 
DNA.  The scientists themselves were the first to consider 
the societal implications of their novel work and propose 
that certain restrictions were necessary for the welfare of 
the global community.  

Civic Scientists
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Despite these strong internal motivations, researchers 
may face numerous external challenges in studying 
a rare disorder such as HPS.  It may be difficult to 
obtain sufficient funding for research, as federal and 
private monies may be dedicated to more common 
diseases that impact a greater number of individuals.  
Scientists may therefore be dependent upon the work 
of advocacy groups, which can lobby on Capitol Hill 
and solicit private donations to finance research.  This 
arrangement results in advocacy group involvement 
in the determination of research protocols, perhaps 
constraining the scientific freedom of the investigators 
to conform to advocacy group goals.

Moreover, in studying a rare disease, scientists may 
face a dearth of biosamples for laboratory research or 
of patients for clinical trials.   Therefore, researchers 
may again be reliant on advocacy group involvement 
for collection and recruitment of sufficient sample 
sizes.

Identifying Progress: 

Dr. William Gahl: “I could not commit significant 
amounts of government resources, or especially my 
own time, to a disorder that I thought was not going to 
make progress.” (08:20 • 07:42)

•    From the researchers’ point of view, what constitutes 
progress in the study of rare genetic disorders?  

• How does this differ from the clinicians’ point 
of view?

As Dr. Gahl mentions in his motivations, basic 
science researchers may be primarily concerned 
with the pathology of a disease.  Progress is 

data-centered and includes a greater understanding of 
the cellular mechanisms that are affected by HPS genetic 

Researcher and Clinician Perspectives
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focused on human impact.  Progress means positively 
influencing those living with HPS, whether through 
life-extending interventions or through more in-depth 
comprehension of HPS pathology, which could also 
lead to novel future treatments.  Progress is thus patient-
oriented rather than solely focused on the acquisition of 
new biochemical knowledge. 

This clinician view of progress closely maps onto the 
patient view of progress.  Afflicted with HPS, patients 
desire relief of their individual suffering through 
more effective treatments and ideally a cure.  Patients 
are not purely self-focused, however.  Progress from 
their perspective may also include the design of novel 
therapeutics useful for future patients, even if such 
treatments are not efficacious for them.  Such a notion 
of progress encourages patient enrollment in clinical 
trials even without the promise of immediate benefit to 
the individual. 

mutations.  Increased knowledge of these intracellular 
processes not only leads to a deeper comprehension 
of HPS, but may also hold insight into the underlying 
mechanisms of seemingly unrelated conditions and 
processes.  Information gleaned from the functioning 
of abnormal cells can illuminate processes in normal 
cells; if a given mechanism is affected by the presence 
of an HPS gene mutation, the gene and its product 
must be necessary for the proper functioning of that 
mechanism. 

Moreover, Dr. Gahl also explicates the notion of progress 
from a clinician’s perspective.  From this viewpoint, he 
explains that HPS research has made progress in that 1) 
a clinical trial has been conducted to assess the efficacy 
of pirfenidone in treating a symptom of HPS; 2) there 
is now a large team studying this rare disorder; and 3) 
the rate of progression of HPS is better understood.  In 
contrast to the view of researchers, clinicians are more 
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 Issue4: Study Design

Dr. William Gahl: “There’s disappointment when a 
patient is not eligible, and there’s a temptation to skirt 
the rules or to fudge things a tad. And one has to be 
diligent not to do that because it ruins the studies.” 
(24:39 • 17:28)

•   Why is it so difficult to recruit HPS patients for the 
phase III clinical trial? 

• What types of barriers may hinder an otherwise 
eligible individual’s enrollment in a clinical 
trial?

• How might inclusion criteria be altered to 
facilitate patient enrollment?  

An inherent difficulty in recruitment for the 
Phase III clinical trial on pirfenidone is that 
HPS is a rare genetic disorder, compounded 

with the fact that not all individuals affected with HPS 
develop pulmonary fibrosis.  The population from 
which to choose research subjects is thus limited, made 
all the smaller by missed diagnoses as clinicians may 
be unfamiliar with the uncommon HPS.  Additionally, 
patients that are diagnosed late may be too ill to enter 
the trial. 

The strict inclusion criteria for the Phase III trial further 
reduce the pool of eligible patients. The patient’s 
pulmonary fibrosis must have progressed within a 
range of severity to merit inclusion in the study, and 
the patient cannot be prescribed to other specified 
medication regimens.  

Complicating the problem of the dearth of eligible 

patients, these individuals may then decline to enroll 
in a clinical trial for various reasons. Historical 
considerations may include the fear of unethical 
experimentation (Tuskegee Syphilis and Willowbrook 
Hepatitis Studies) and the possibility of receiving 
placebo rather than active treatment.  Although HPS 
Network does not protest the placebo control design 
of the pirfenidone trial, other advocacy groups have 
resisted such a study protocol.  For example, subjects 
enrolled in placebo-controlled AIDS trials cut open 
and pooled pills to increase the likelihood of receiving 
active medication or supplemented their trial drugs 
with other non-approved interventions.  As Dr. Charles 
Schable of the Center for Disease Control remarked, “I 
don’t see how you can have a placebo group because 
if you’re pretty sure [a drug is] going to work, why 
should you not give it to people?” (Epstein p.201).  
Believing that pirfenidone is a viable treatment, should 
HPS Network thus have resisted the researchers’ design 
of a placebo-controlled trial? 

Moreover, practical justifications for rejecting 
enrollment may include the inability to take time off 
work or lack of the means to finance travel to the study 
site.  However, even possessing the financial means, 
patients may refuse to join a trial due to cultural 
considerations.  For example, many Puerto Rican HPS 
patients express the faith-based concern that enrolling 
in a trial would remove the disease progression 
from God’s hands and thus preclude a miracle from 
occurring. 

Further considerations center on the ethical issues of 
enrolling pediatric patients in a clinical trial.  Children, 
defined by the NIH to be under the age of twenty-
one, are afforded increased protections under federal 

Enrollment and Exclusion
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regulatory research guidelines.  In most instances, 
parental consent is also required before the patient 
can assent to participate in the trial.  Questions of 
possible coercion can thus arise as children may feel 
pressured to agree with their parents’ determination of 
their best interests; assent may not be truly voluntary.  
Pediatric assent can also be questioned on the basis 
of immaturity, lack of understanding, and incomplete 
cognitive and emotional development; assent thus may 
not be meaningful. 

As revealed in Rare, Ashley is not enrolled in the Phase 
III trial, not due to questions of assent and consent, but 
based on limiting inclusion criteria.  Ashley is taking the 
anti-inflammatory drug Remicade® for colitis, another 
serious symptom of HPS with which she is afflicted, 
and is thus unable to enroll in the trial for potentially 
efficacious treatment of her pulmonary fibrosis.  Unlike 
the AIDS advocacy groups that reacted to what they felt 
were restrictive and unethical inclusion criteria, HPS 
Network does not argue for expansion of such criteria.  
In Ashley’s case specifically, Donna does not object to 
Ashley’s inability to participate, citing her exclusion as 
“the right thing to do.” 

For seriously ill patients who are ineligible for a clinical 
trial and for whom there are no other viable treatment 
options, another avenue to receipt of a new drug may 
exist.  Compassionate use programs give patients legal 
access to scientifically tested, but not yet FDA-approved, 
drugs through either expanded access for all trial-ineligible 
patients or single patient exceptions.  For either type of 
access, two conditions must be met: 1) the FDA medical 
officer overseeing the drug’s development must approve 
such compassionate use; and 2) the drug company must 
allow use of its product outside of the intended clinical 
trial.  Just as for-profit companies may be reluctant to 
release their drugs to trials that may benefit a relatively 
small patient population, or in their eyes a less than 
especially profitable market, these companies also may 
be unwilling to release their drugs for compassionate use 
programs.  In addition to concerns about lack of lucrative 
returns, companies may be unwilling to incur increased 
drug production costs, may wish to retain excess drugs for 
testing on other diseases, or may be as yet unconvinced 

Compassionate Use Programs
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Ashley’s physician, Dr. Gahl, also seems to accept 
her exclusion from his trial.  Dr. Gahl does note the 
inherent emotionality of denying his patient of many 
years access to a potentially beneficial treatment, but at 
the same time resists the “temptation to skirt the rules.” 
As both Ashley’s caregiver and lead study researcher, 
Dr. Gahl must wrestle with the tension between the best 
interests of his patient and the conditions necessary to 
maintain his study’s scientific validity.  Being Ashley’s 
clinician may influence Dr. Gahl’s strict scientific 
judgment.  Is there a manner in which this conflict of 
interest could potentially be avoided?

of their drug’s safety, efficacy and risk/benefit ratio.  
InterMune, for example, does not allow compassionate use 
of pirfenidone for pulmonary fibrosis in HPS, citing lack 
of time and resources to accommodate all requests and 
monitor all adverse events for FDA reporting.

All of these competing concerns, in addition to the fact 
that drug companies and the FDA cannot be compelled 
to participate, render compassionate use programs not 
common.  The exact number, types and successes of 
compassionate use programs are unknown as no central 
database currently exists. 

Although pharmaceutical companies and the FDA cannot 
be forced to release drugs early, advocacy groups can, and 
do, lobby for compassionate use programs.  The National 
Breast Cancer Coalition (NBCC) conducted one especially 
successful lobbying effort.  Working with the manufacturer 
Genentech, NBCC developed an expanded access program 
for the promising cancer drug Herceptin (Baldwin 2002). 

Sharon Terry: “Genetic Alliance is a coalition of 
about 650 disease advocacy groups... The genetics 

Disruption and Design

Sharon Terry refers to advocacy group involvement 
as redefining the research landscape, carving 
out new research questions and accelerating 

progress toward solutions. New ways of viewing 
problems generally require “outside” perspectives, 
which an advocacy group can provide when it steps into 
the research and clinical trial arena.  Advocacy groups 
can also humanize the research, linking seemingly 
impersonal and abstract work to potential concrete 
increases in the quality of life of afflicted individuals. 

Terry’s own organization, PXE International, is 
an epitomic example of a successfully disruptive 
advocacy group.  Founded in 1995 by Sharon and 
her husband, this group was able to incentivize and 
reorganize research on pseudoxanthoma elasticum 
(PXE), a rare genetic disorder in which certain elastic 
tissues become mineralized.  PXE International not 
only raised funds to support research, but also collected 
and distributed biological samples through its Blood 
and Tissue Registry.  By controlling these samples 
and encouraging collaboration among researchers, 
this advocacy group was able to successfully disrupt 
the competitive norms of PXE research and direct the 
quest towards a cure.

PXE International also had the notable foresight 
to create a Memoranda of Understanding, legally 
formalizing the cooperation between the group and its 
researchers (The Canavan and Catalona Cases).  Due 
to this agreement and her scientific contributions, Terry 
is named on publications and patents related to the 
discovery of the mutated gene in PXE and resulting 
diagnostics and treatments (Terry 2007).

Compassionate Use (cont.) community, the rare disease community really is all 
part of a large ‘we.’ We are in this boat together.” 
(27:21 • 18:54)

•   How does Genetic Alliance confer benefits upon the 
individual advocacy groups it comprises?
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collecting biosamples and money for researchers while 
upsetting scientific norms by encouraging constant 
communication and sharing of data (McCook 2008). 

Other organizations and advocates are consulting 
with researchers and adhering to Terry’s notion of 
“disrupting research.”  For example, the Christopher 
Reeves Foundation is continuing to mobilize scientists 
nationwide in the once quiet field of spinal cord research.  
The organization established the North American 
Clinical Trials Network and the NeuroRecovery 
Network for patient rehabilitation, and the Foundation 
continues to raise and allocate money for basic and 
translational spinal cord research. Furthermore, 
the Michael J. Fox Foundation essentially controls 
Parkinson’s disease research, raising and specifically 
allocating funds to scientists while simultaneously 
connecting and requiring accountability from both 
researchers and drug companies (Nocera 2008).   Parent-
advocates of twin girls with Niemann-Pick Type C also 
successfully drive research on the rare genetic disease, 

One of the first truly disruptive advocates was Ted Slavin.  
In the 1970s, Ted, a hepatitis B patient, began charging 
researchers and pharmaceutical companies for the use 
of his antibodies rather than donating his serum.  From 
this novel arrangement of sample provision, all parties 
benefited; Ted, who was frequently unemployed due to 
his illness, was thus financially secure, and scientists could 
focus on creating and marketing a hepatitis B vaccine with 
ample antibodies.  
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Closing the Trial

Dr. William Gahl: “That interim analysis indicated 
there would never be a difference between the 
pirfenidone-treated and the non-treated individuals. 
And futility is a cause to stop the trial.” (40:36 • 
26:45)

•   For what reasons did the trial end prematurely?

• How would the closing of the trial affect 
enrolled participants?

It is estimated that approximately twenty-five 
percent of investigational drugs that begin Phase 
I trials proceed through clinical testing and 

ultimately become approved (Dimasi 2001). This 
means that most drug trials are terminated before 
successful completion of all phases.   A trial may be 
terminated for a variety of reasons. If the experimental 
drug is shown to be extremely beneficial, it may not 
be ethical to continue depriving some subjects of the 
benefit (for example, those individuals receiving the 
placebo).  Alternatively, the sponsor may find that the 
investigational drug presents an unreasonable and 
significant risk to the subjects, and thus ends the trial 
prematurely to prevent further harm.

In the pirfenidone trial featured in Rare, an interim 
analysis is performed to assess how well the study 
participants are faring one year after 30 individuals 
have been enrolled.  According to Dr. Gahl, this 
statistical analysis indicates that a significant 
difference will never be reached between the group 
receiving the drug and the group receiving placebo. 
Continuing the trial would be futile, and thus it is 
terminated.

Futility in a clinical trial does not necessarily mean 
that the experimental treatment is not potentially 
beneficial.  Rather, futility is invoked when the trial is 
determined to lack the statistical power necessary to 
prove a significant difference between experimental 

A Data and Safety Monitoring Board (DSMB), 
sometimes called a Data Monitoring Committee 
(DMC), is a group of independent experts charged 
with monitoring safety and efficacy data throughout 
a clinical trial’s duration. For the sake of scientific 
integrity, individuals involved in the trial (participants, 
scientists, and study personnel) are often blinded as 
to which participants are receiving treatment and 
which are receiving placebo. The DSMB serves as an 
oversight body that can review unblinded results 
without affecting the study’s integrity. The DSMB has 
the authority to recommend termination of a trial 
based on the evaluation of these results. 

Data and Safety Monitoring Boards

and control arms. 

In the trial featured in Rare, futility is invoked in 
part due to the surprisingly slow rate of decline in 
lung capacity demonstrated by the placebo group. In 
other words, those individuals receiving placebo do 
not fare as poorly as the researchers had expected.  
Thus the difference between the placebo group and 
the group receiving pirfenidone is not - and never 
will be - significant enough to show whether or not 
the drug is working.

Stopping the trial is, according to Dr. Gahl, “heart-
breaking,” for the researchers and participants alike.  
Not only will the pirfenidone-treated group stop 
receiving the potentially beneficial drug, but the hope 
provided by the trial itself will cease.  Nonetheless,   
as Donna points out, the trial’s closure marks an 
opportunity to “look for a more focused therapy” for 
idiopathic pulmonary fibrosis in patients with HPS.

Today, pirfenidone continues to be studied for 
potential use in IPF. Indeed in July 2011, InterMune 
began a new Phase III trial designed to evaluate the 
safety and efficacy of pirfenidone in people with 
mild to moderate IPF.  The study, called ASCEND, 
is expected to generate data by the end of 2012.
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unethical offenses, including no option for withdrawal 
from the study, government and physician complicity, and 
racism.  Only in 1997, decades after the conclusion of the 
study, did the US President William J. Clinton offer a public 
apology for the atrocities of the Tuskegee Syphilis Study.

A second unethical research atrocity occurred in the late 
1950s and 1960s at the Willowbrook State School, an 
institute for mentally impaired children, including many 
of African American and Puerto Rican backgrounds.  As 
Willowbrook was extremely overcrowded, communicable 
diseases such as hepatitis were endemic among institution 
staff and patients. After a year of observation, Dr. Saul 
Krugman, the director of research, concluded that hepatitis 
could be controlled if more were known about the natural 
history of the disease.  To this end, he injected severely 
impaired children with viral strains to determine resulting 
complications.  He also injected some children with gamma 
globulins to evaluate their ability to provide immunity to 
hepatitis. 

In contrast to Tuskegee, the results from Willowbrook were 
of great scientific and clinical utility.  The study established 
for the first time that there were in fact two different 
strains of hepatitis, A and B, each with a distinct natural 
history.  The results of the study and follow-up experiments 
elsewhere also showed that immunoglobulins were 
effective in preventing hepatitis B, and a vaccine was soon 
after developed.  

Despite these valuable ends, the means of obtaining the 
data were highly questionable and raise the concern of 
utilizing scientific information gleaned from unethical 
procedures.  Although Dr. Krugman ardently defended the 
research, arguing that the children would have inevitably 

Tuskegee Syphilis and Willowbrook

T he Tuskegee Syphilis and Willowbrook Hepatitis 
studies are two prominent instances of unethical 
research on humans. 

Beginning in 1932, the US Public Health Service 
collaborated with the Tuskegee Institute to conduct the 
Tuskegee Syphilis Study.  The aim of the observational trial 
was to determine the natural history of syphilis in African 
Americans.  Treatment was actively withheld, even when 
penicillin was established as the cure in 1947, such that the 
full ravages of the disease could be determined.  Subjects 
were also autopsied upon death. 

The trial was ultimately ended in 1972 following published 
news articles critiquing the morality of the study.  In its 
forty years of operation, the study resulted in the deaths of 
one hundred twenty eight men from syphilis and related 
medical complications, the infections of forty wives and 
the births of nineteen afflicted children (Thomas 2008).  
The scientific information garnered on the progression of 
syphilis had questionable validity and utility.

Not only did the researchers fail to obtain informed consent, 
but they also actively and knowingly deceived their 
research subjects.  Poor uneducated men were enticed to 
participate through offers of free meals and free medical 
care for their condition, which was only vaguely referred 
to as “bad blood.”  Additionally, the supposed free medical 
care, unbeknownst to the men, excluded any treatment, 
and ultimately the accepted cure, for syphilis.  When World 
War II began, the researchers even prevented these men 
from being drafted, lest they receive effective treatments 
from the military.  Furthermore, Tuskegee embodied other 

 Features: Related Topics

Hepatitis Studies
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been infected in the overcrowded wards, the fact remains 
that incompetent children were used as research subjects 
and intentionally infected with virulent reagents.  Although 
Dr. Krugman also stressed that informed consent from 
parents was obtained, it is unclear if the parents were truly 
giving voluntary authorization stemming from substantial 
understanding of the research protocol.  A letter was sent 
to parents whose children were on the waiting list for 
Willowbrook, vaguely explaining the study protocol and 
stressing “the benefit of this new preventative” (Murphy 
p.150), even though gamma globulin would only be given 
to some children.  In exchange for signing this ambiguous 
letter, parents were also offered immediate admission to 
the otherwise full state institution.  Thus, it is quite probable 

assess the benefits and risks of participating in a clinical 
trial and suggested that subjects be more explicitly told 
that trials are centered on scientific goals rather than on 
patient treatment. 

In 2006, Drs. Miller and Joffe also noted that individuals 
harboring therapeutic misconception fail to understand 
that clinical trials are distinct from standard medical care, 
even if the former is not disadvantageous to individuals’ 
health as compared to the latter.  However, they quickly 
pointed out that such individuals should not automatically 
be excluded from trial participation as therapeutic 
misconceptions vary in degree and are context-dependent. 
“Ideally, all trial participants would be free of therapeutic 
misconceptions, but it is not clear that each and every 
manifestation of a therapeutic misconception invalidates 
consent”  (Miller 2006).

Dr. Henderson and colleagues later proposed that to gauge 
the degree of therapeutic misconception, participants 
should be assessed for their understanding of the study’s 
scientific purpose, design and inherent uncertainty, the 
necessity for adherence to the protocol and the fact that 
the clinician, now in a non-health care context, is a scientific 
investigator (Henderson 2007).  Standardized instruments 
for measuring participant understanding in terms of 
therapeutic misconception are still needed.

T herapeutic misconception is generally understood 
as the failure of research participants to fully 
understand that the defining goal of clinical trials 

is to create generalizable scientific knowledge rather than 
to therapeutically benefit the patient, even though such 
benefits could potentially secondarily occur within the 
research context (Henderson 2007).  Clinical trials are not 
conducted for the best interest of the patient, but rather for 
utilitarian societal good.
 

Drs.  Applebaum, Roth and Lidz coined the term  “therapeutic 
misconception” in 1982 while investigating informed 
consent in two psychiatric trials.  They found numerous 
instances of participants confusing scientifically oriented 
studies for patient-centered clinical care. For example, in 
one of the trials in which subjects were extensively briefed 
on the use of randomization and a placebo control, the 
researchers found that enrolled individuals still insisted 
that medication was thoughtfully assigned, asserting that, 
“The doctor will decide what’s best according to what you 
need,” and “They’ll increase the medication to where it’s 
comfortable for me, to where it’s helping me” (Applebaum 
1982).  Drs. Applebaum, Roth and Lidz warned that such a 
therapeutic misconception hinders the ability to accurately 

Defining 

that incomplete comprehension and subtle coercion 
led to enrollment of many children in the Willowbrook 
experiments.

These deceptions and incentives in both Tuskegee and 
Willowbrook were maintained even after the Declaration of 
Helsinki, the mainstay policy statement for ethical human 
research, was first adopted in 1964.  These studies and other 
similar transgressions also resulted in further regulatory 
specifications.  The Institutional Review Board (IRB) was 
created in 1966 and regulations codified in 1974.  Special 
precautions were devised to protect especially vulnerable 
and minority patients as similar to those included in 
Tuskegee and Willowbrook. 

Therapeutic Misconception
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Institutional Review Boards

I n some sense, the US federal government already had 
its answer to the AIDS community’s voiced concern of, 
“Who should decide what risks a patient can assume – 

the doctor or the patient?”  The solution was neither.  Instead, 
an outside independent review body, the government held, 
should mediate between research and patient interests.

Following such atrocities as Nazi experimentation and the 
Tuskegee Syphilis Study, the US Surgeon General issued a 
1966 policy statement requiring independent, prior review 
of all research involving human subjects. The Institutional 
Review Board (IRB) was thus created.  In 1974, IRB procedures 
were codified; these regulations are now separately outlined 
by the Office for Human Research Protections (OHRP) and 
the Food and Drug Administration (FDA), both within the 
Department of Health and Human Services (DHHS).  

The main charge of an IRB is to protect subjects’ welfare and 
rights.  The IRB must first determine whether the protocol 
it is reviewing constitutes “research” and involves “human 
subjects” according to set definitions and exemptions.  If 
the protocol is deemed to be human subject research, the 
IRB must then weigh the risks and benefits to participants 
that stem directly from the research intervention in question 
and without consideration of possible future applications 
or changes in public policies.  Specifically, the group must 
ensure that risks are minimized where “minimal risk” is 
defined as “the probability and magnitude of harm or 
discomfort anticipated in the research are not greater in 
and of themselves than those ordinarily encountered in 
daily life or during the performance of routine physical or 
psychological examinations or tests” (45CFR46.102i). Once 
the IRB determines that risks are appropriately minimized, 
it must also assure that that proper informed consent forms 
are included and that subjects are appropriately selected 
before approving the research protocol.

Nevertheless, the given definition of “minimal risk” is rather 
vague and has led to widespread debate. As described, 

“minimal risk” can be inferred from either of two vague 
standards, either “daily life” or “routine exams.”  Dr. Loretta 
Kopelman has argued that while either condition can be 
taken as absolute with one standard for all individuals or 
as relative with a different standard for each individual, 
the absolute standard is least ethically flawed.  The relative 
standard creates the untenable acceptance of higher risks in 
research for those who already encounter higher risks in their 
lives, either due to illness or due to external socioeconomic 
factors.  Dr. Kopelman has further argued that the absolute 
“routine exam” standard is more appropriate than the 
absolute “daily life” standard because it is not apparent why 
a daily life threshold is morally justifiable.  “Daily life” risks 
could encompass every activity from playing football to 
playing in traffic whereas risks inherent in “routine exams” 
are more generally agreed upon (Kopelman 2004).

In its determination of the standard of minimal risk, an IRB 
may seem to function more on the principles of paternalism 
and protection than on that of respect for patient autonomy.  
Although primarily designed to limit researcher autonomy 
to some extent and thus prevent exploitation of subjects, 
an IRB also has the effect of limiting patient autonomy as 
acceptable risks are determined for the subjects without 
their immediate input.  Some groups, such as the AIDS 
advocacy movement, view these measures as conservative 
and restrictive rather than as progressive and necessary.  

Nevertheless, special protections remain for vulnerable 
subjects such as children, disabled individuals and 
prisoners.  For example, research involving children, 
defined as “persons who have not attained the legal age 
for consent” (45CFR46.402a) in a given jurisdiction, must 
involve both elements of parental permission and pediatric 
assent in instances of “minimal risk.”  In cases of greater 
than minimal risk with potential benefit to the subject, 
additional conditions must be met, including an anticipated 
risk/benefit ratio comparable to alternative approaches.  To 
approve those protocols involving greater than minimal 
risk and no foreseeable benefit, even more stringent 
criteria prevail, including a likely outcome of “generalizable 
knowledge” and only “a minor increase over minimal risk” 
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for the child (45CFR46.406).  To conduct protocols that do 
not fall under any of the three aforementioned categories 
of risks and benefits, the secretary of Health and Human 
Services, after local IRB approval and expert and public 
consultations, must directly approve the study.

Just as the phrase “minimal risk” is widely debated in the 
literature so too is “minor increase over minimal risk.” 
Empirical studies reveal wide variation among IRBs in 
terms of what constitutes a minor increase and what 
standards are applied to make that determination.  Some 
prefer to evaluate a protocol based on the daily lives of 
ill rather than healthy children while others lean towards 
a “scrupulous parent” determination of acceptable risks.  
Drs. David Wendler and Ezekiel Emanuel have argued that 
the “socially acceptable” standard is most appropriate as 
it allows risks that may be greater than those for healthy 
children, but not those which are unjustifiable according to 
societal norms (Wendler 2005).  

In 1993, the aspartoacyclase gene for Canavan disease was 
successfully isolated, leading to family and advocate hope 
for an accurate and affordable diagnostic test.  However, 
this goal did not align with the financial desires of Miami 
Children’s Hospital, and Canavan advocates did not 
have a Memorandum of Understanding already in place 
as did PXE International.  The hospital applied in 1994, 
and was granted in 1997, a US patent for all diagnostic 
and therapeutic applications of the gene discovered in 
its labs.  Coincidentally, in 1998, the American College 
of Obstetricians and Gynecologists released a policy 
statement effectively requiring Canavan screening for 
Ashkenazi Jews, a group in which the disease is more 
common (ACOG 1998). The market and profits for the 
Miami Children’s Hospital thus skyrocketed.

In 2000, the Greenbergs, along with other families and 
advocacy groups, sued Miami Children’s Hospital on the 
grounds of lack of informed consent, breach of fiduciary 
duty, unjust enrichment, fraudulent concealment of a 
patent, and misappropriation of trade secrets.  The plaintiffs 
further contended that the resulting diagnostics and 
treatments should be widely available and affordable to 
the families that participated in the research and to the rest 
of the community.  In contrast, Miami Children’s Hospital 
defended their actions, arguing that, “If every contributor 
had the inchoate right to dictate how and to whom the 
research results could be used or made available…medical 
research would stop” (Novas 2006).

Greenberg v. Miami Hosp. Research Inst., Inc., was settled 
in 2003, with the court upholding only the claim of unjust 
enrichment.   The settlement allowed Miami Children’s 
Hospital to collect licensing fees from the use of its patent 
in clinical testing, but not in research. 

Another case in which the legal system was called to 
adjudicate is that of Dr. William Catalona, a renowned 
prostate surgeon.  From the early 1980s onwards at 
Washington University in St. Louis, Dr. Catalona collected 
and managed hundreds of samples from his patients, 
taking steps to ensure informed consent and keeping the 

Unfortunately, advocate and advocacy group 
collaboration with researchers does not always meet 
with the success and finesse of PXE International.  

Disruption of the research enterprise can instead lead to 
a lawsuit.  One such case involves Canavan disease, a rare 
genetic disorder in which aspartoacyclase is not produced, 
thus leading to an accumulation of N-acetylasparate acid 
in the brain and consequent deterioration of neurologic 
function. 

In 1987, Daniel Greenberg, the father of two children with 
Canavan disease, convinced Dr. Reuben Matalon at Miami 
Children’s Hospital to focus his research on the condition.  
As a parent-advocate, Mr. Greenberg successfully recruited 
other families and provided hundreds of biosamples for Dr. 
Matalon’s research.  Advocacy groups such as Dor Yeshorim, 
the National Tay-Sachs and Allied Diseases Association, and 
the Canavan Foundation provided aid to Mr. Greenberg’s 
quest in the form of either biosamples or funding.

The Canavan and Catalona Cases
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donors apprised of research developments.  His work with 
these samples eventually led to the development of the 
prostate specific antigen (PSA) test to screen for prostate 
cancer. 
 

When Dr. Catalona, following some disagreements, 
resigned from Washington University to accept a position 
at Northwestern University, he expected the samples he 
had received to be transferred with him, as was common 
practice at the time.  Instead, Washington University sued 
Dr. Catalona in 2003, asserting that the samples were the 
property of the university as per Dr. Catalona’s employment 
agreement.  Dr. Catalona argued that the samples were 
donated to him and thus under his control. He later 
changed his position, contending that his patients retained 
ownership over their samples and thus had the right to 
move them to another biorepository.  He sent out second 
unauthorized consent forms encouraging patients to 
redirect their samples to him.  Most research on the tissues 
in question was halted during the duration of the trial.

The court ruled that the biosamples, which were donated 
voluntarily and with full consent, were made as gifts 

to Washington University, and thus compensation or 
ownership rights of Dr. Catalona and patients did not exist.  
The university thus controlled access and research on these 
samples.  An appellate court upheld this decision in 2007, 
and the US Supreme Court ultimately concurred in 2008.  

Other research institutions including Stanford University, 
the Mayo Clinic and Johns Hopkins supported Washington 
University’s position.  Today, Washington University 
accepts and peer reviews research proposals for use of its 
biorepository samples; Dr. Catalona is permitted to submit 
such proposals.

In both of the cases described, advocates were ultimately 
not entirely successful in their legal maneuverings.  The 
American legal system instead favored researchers and 
medical establishments, sending the message to patients 
and advocacy groups to proactively negotiate contracts, 
explicitly spelling out the terms and conditions of donation 
and research (Anderlik 2003).  Disruption of the research 
enterprise thus seems to necessitate legal as well as 
scientific considerations.  
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