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Ethical crossroads: expanded access, patient advocacy,
and the #Savelosh social media campaign
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ABSTRACT

Expanded access programs raise complex ethical dilemmas regarding the use of experimental medicines to treat
life-threatening medical conditions —issues for which there are no simple, monolithic solutions. Beyond the risks
to an individual, how does society or a company balance the immediate needs of a critically ill individual versus
the potential needs of many future patients? This article offers insights into and learning experiences from the
case of a 7-year-old boy whose family sought access to an experimental antiviral medicine being developed
by Chimerix, where the author was Chief Executive Officer. The high-profile #Savelosh social media campaign
helped to catalyze and crystalize the international debate on issues of ethics and equity in expanded access,
raising questions regarding the role of patient advocacy and the impact of social media on healthcare and the
biopharmaceutical industry. Additionally, the #Savelosh campaign demonstrated how easily thoughtful dialogue
can be overwhelmed by a hyper-immediacy that increases the intensity and scrutiny under which these issues
must be addressed. Given that the decision to grant an expanded access request lies solely with the leader-
ship of the company developing the experimental medicine, management must evaluate and balance a request
against what is known about the safety and efficacy of the compound, where it is in its testing pathway, and any
other complexities or risks identified during the development process. Furthermore, companies must craft and
be prepared to explain their rationale, including the right not to make an experimental medicine available, to
regulators, legislators, patient advocates, and patients in need.
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Introduction

The past 40 years have seen the creation of the modern
“biotechnology industry,” overwhelmingly comprised of
fledgling companies that must navigate complex scientific,
clinical, and financial challenges while maintaining their
clarity of mission: developing new medicines to hopefully
save lives and/or improve the quality of life of future pa-
tients in need (1). During this same period, there has been
a revolution in patient awareness, education, and advocacy,
clearly spurred on by the development of new communi-
cations technologies, which have given rise to immediate
access to medical information as well as to large and active
social media networks (2, 3).
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Increasingly, the objectives and clinical trial practices of
companies pursing the development of new medicines are
intersecting and conflicting with the interests and activities of
patient advocates and patients who are the potential benefi-
ciaries of these experimental medicines — perhaps nowhere
more clearly than in the issue of expanded access, often re-
ferred to as compassionate use (4, 5). This intersection sets
the lengthy and complex process of developing new medi-
cines for future patients in conflict with the immediate needs
of current patients. For me and for others in leadership po-
sitions in biotechnology companies, the questions raised by
this conflict can be trajectory altering for our experimental
medicines: Whose life should we focus on saving? How should
these decisions be made? Who should make these decisions?

In the era of social media, where people can express their
opinions and interact with others in real-time, the ethical issues
created by these situations are complicated by a hyper-immedi-
acy that increases the intensity and scrutiny under which these
issues must be addressed. Some will argue that the moment
that you can save a life, no matter where your experimental
medicine is in its development pathway, you must save that
specific life. Others will argue that you must do whatever you
can to secure regulatory approval for the new medicine in order
to save the largest number of people.

This article is based on my experiences as the Chief Execu-
tive Officer (CEO) of a small biotechnology company, Chimerix,
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Fig. 1 - CBER and CDER Expanded
Access IND Submissions and Proto-
cols FY 2010-2016. https://www.fda.
gov/downloads/News-Events/Publi-
cHealthFocus/ExpandedAccessCom-
passionateUse/ucm547754.pdf.
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*For FY 10 and FY 11, the reporting pericd was October 13 through October 12 of the following year.

which was faced with a social media uproar arising from the
desire of the family of a 7-year-old cancer patient, Josh Hardy,
to receive an experimental medicine to treat his life-threaten-
ing viral infection. While there had been many other requests
for experimental medicines in prior years (6), both by individu-
als and their families, and by activist groups as occurred dur-
ing the early days of the AIDS epidemic, the social media ef-
forts associated with the Hardy family’s request exploded into
a global campaign that has altered the way that biotechnology
and pharmaceutical companies, as well as regulatory authori-
ties, view “expanded access.” Additionally, it has served as one
of the underpinning arguments for the Right-to-Try laws that
have been adopted throughout the USA and are currently un-
der consideration by the U.S. Congress.

The framework: FDA and expanded access

Requests for compassionate use of unapproved drugs are
not isolated events. This has been ongoing for many years,
mostly through private medical channels, but increasingly it
is being done in more public settings (7).

The U.S. Food and Drug Administration (FDA) has guide-
lines on its website for what it calls “expanded access,” under
which an unapproved medicine is made available to an individ-
ual with a serious or immediately life-threatening disease. In
2014, when the Hardy family sought expanded access for Josh,
the FDA website stated that “Expanded access, sometimes
called ‘compassionate use, is the use of an investigational
drug outside of a clinical trial to treat a patient with a serious or
immediately life-threatening disease or condition who has no
comparable or satisfactory alternative treatment options. ...
[T]he drug manufacturer and the patient’s doctor must make
special arrangements to obtain the drug for the patient.
These arrangements must be authorized by the FDA. These
safeguards are in place to avoid exposing patients to unnec-
essary risks (8).”

The FDA website at that time further stated that

W

“a patient may seek individual patient expanded access
to investigational products for the diagnosis, monitoring, or
treatment of a serious disease or condition if the following
conditions are met.

e The patient and a licensed physician are both willing to
participate.

e  The patient’s physician determines that there is no com-
parable or satisfactory therapy available to diagnose,
monitor, or treat the patient’s disease or condition.

e That the probable risk to the person from the investiga-
tional product is not greater than the probable risk from
the disease or condition.

e  FDA determines that there is sufficient evidence of the
safety and effectiveness of the investigational product to
support its use in the particular circumstance;

e  FDA determines that providing the investigational product
will not interfere with the initiation, conduct, or completion
of clinical investigations to support marketing approval;

e The sponsor (generally the company developing the in-
vestigational product for commercial use) or the clinical
investigator (or the patient’s physician in the case of a
single patient expanded access request) submits a clinical
protocol (a document that describes the treatment plan
for the patient) that is consistent with FDA’s statute and
applicable regulations for investigational new drugs (IND)
or investigational device exemption applications (IDEs),
describing the use of the investigational product; and

e The patient is unable to obtain the investigational drug
under another IND or to participate in a clinical trial (9).”

According to Richard Klein, formerly the Director of FDA’s
Patient Liaison Program, the FDA’s role is to provide a “mech-
anism” for expanded access (10). Indeed, the FDA approves
over 99% of the requests it receives for expanded access.
From 2009 to 2013, prior to the Josh Hardy event, the FDA
approved 4,017 expanded access requests, both individual
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patients and larger expanded access protocols, and denied
24. In 2014, the FDA approved approximately 2,000 more
requests. While the number of IND submissions and proto-
col requests declined in 2015 and 2016, the approval rate
remained at a similar percentage (Fig. 1).

Given that the FDA only processes an expanded access
request when it has been received from the drug’s sponsor —
almost always a company that is developing the experimental
medicine — these approval percentages clearly illustrate that
the decision as to whether or not to grant a compassionate
use request falls to the leadership of the company developing
the new medicine, not the FDA.

Chimerix, brincidofovir, and expanded access

Chimerix, Inc., was founded in 2000 to develop an oral
form of a potent intravenously administered antiviral drug as a
potential medical countermeasure against smallpox. The par-
ent molecule, cidofovir, has a “black box” warning due to sig-
nificant nephrotoxicity; the hope was that the lipid-modified
version, ultimately called brincidofovir, would be equally as
potent, but would avoid this dose-limiting side effect and, as
an oral drug, would be more readily useable in the event of a
smallpox emergency.

At the time that | joined Chimerix in June 2009, the compa-
ny was beginning to expand its development program to look
at the potential for brincidofovir to treat other viruses within
the double-stranded DNA viral family, including herpes viruses,
such as cytomegalovirus, papilloma viruses, polyoma viruses,
and adenovirus. Soon thereafter, the decision was made to fo-
cus the company’s clinical development efforts on the potential
use of brincidofovir to prevent the reactivation of cytomega-
lovirus in stem cell transplant recipients, a pathological event
that was known to significantly increase posttransplant mor-
tality. While Chimerix continued to pursue brincidofovir as a
potential medical countermeasure against smallpox, the intent
was to do so only with government funding.

The first compassionate use of brincidofovir occurred in
March 2009, when Chimerix provided brincidofovir to help
save a soldier who, after receiving a smallpox vaccination, had
a life-threatening breakout of the vaccinia pox virus. From this
single event and the subsequent publication by the Center
for Disease Control in May 2009, interest in and requests for
brincidofovir grew through word of mouth within the medical
community, and led to a significant expanded access program
by Chimerix (11). Starting in September 2009, approximately
50 individual requests for brincidofovir were received over
a 9-month period, increasing to approximately 50 requests
over the next 3-month period. Because of this, the FDA asked
Chimerix to establish a formal “intermediate size” expand-
ed access program that would be listed on clinicaltrials.gov
(12). The enrolment criteria included patients with serious or
immediately life-threatening diseases or conditions caused
by cytomegalovirus, adenovirus, herpes simplex virus, and 3
different pox viruses.

In February 2011, Chimerix received an $88.1 million con-
tract from the Biomedical Advanced Research and Develop-
ment Authority (BARDA) — a portion of which was designated
to pay for the 200-patient clinicaltrials.gov expanded access
protocol in order to gain insights into emergency situations
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that were closely analogous to a potential smallpox outbreak.
In late 2012, when funding under the BARDA program ended,
Chimerix notified the clinician/investigator community that it
was ending this expanded access program in order to focus its
resources on the formal regulatory approval process for brin-
cidofovir. At this time, Chimerix was still a private company.

In total, brincidofovir was provided via expanded access
to approximately 430 patients (215 individual patient requests
plus 215 under the BARDA funded clinicaltrials.gov program)
to treat many different dsDNA viruses. During 2013 and into
2014, after the cessation of the brincidofovir expanded access
program, more than 300 additional requests were received,
covering the spectrum of dsDNA viruses, except pox viruses,
and including approximately 80 requests for individuals with
adenovirus infections. Under the announced and stated
response protocol, all of these requests were denied by the
Chimerix Medical Department. There were a number of direct
pleas to Chimerix leadership from friends, politicians, and oth-
er public figures to make exceptions and provide brincidofovir
on a “one-off basis,” but as a matter of policy, no exceptions
were made to the expanded access program termination deci-
sion. The total number of denied requests was lower than the
overall interest in brincidofovir because most major transplant
centers ceased requesting brincidofovir when they accepted
that the expanded access program was no longer open.

Chimerix completed its initial public stock offering in April
2013 — the proceeds of which were primarily used to initiate in
September 2013 the Phase 3 SUPPRESS trial of brincidofovir for
the prevention of cytomegalovirus reactivation in adult stem
cell transplant recipients. Also in September 2013, Chimerix
announced the results of a 48-subject study of brincidofovir to
treat early adenovirus infections in stem cell transplant recipi-
ents, which provided initial insights into the use of brincidofo-
vir for this patient population. Although statistical significance
was not achieved, the study demonstrated numerical benefit
of brincidofovir in virologic response, treatment failures, and
mortality (13).

As of March 2014, Chimerix had 55 employees. At that
time, the public filings by Chimerix stated that “Brincidofo-
vir is a new investigational medicine currently being stud-
ied in the US in a Phase 3 clinical trial. The ongoing Phase
3 trial, called SUPPRESS, is being performed to evaluate the
safety and efficacy of brincidofovir for the prevention of
cytomegalovirus in adult patients undergoing allogeneic stem
cell transplant. Brincidofovir has the potential to be the first
broad-spectrum antiviral for the prevention and treatment of
clinically significant infections and diseases caused by DNA
viruses. It has shown broad-spectrum antiviral activity against
all 5 families of DNA viruses that affect humans, including
cytomegalovirus, adenovirus, BK virus and herpes simplex
viruses. Brincidofovir has shown a favorable safety and toler-
ability profile, with no evidence of kidney or bone marrow
toxicity in nearly 900 patients dosed to date, including the
compassionate use of brincidofovir in over 400 patients with
a range of DNA viral infections” (14).

The child in need: Josh Hardy

Seven-year-old Josh Hardy was diagnosed at the age of
9 months with a malignant, highly aggressive, and rare form
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of kidney cancer (15). He subsequently survived 3 other bouts
of cancer but, as a result of the treatments he had earlier in
his life, in November 2013 a bone marrow biopsy revealed
that he had bone marrow failure. On January 10, 2014, he
received a bone marrow transplant at St. Jude Children’s
Hospital in Memphis, Tennessee. While he’d had heart and
kidney issues before, the transplant caused further complica-
tions. Several days after the bone marrow transplant, he was
moved to the intensive care unit (ICU) for heart failure, and
5 days later he was put on a ventilator. He then developed an
adenovirus infection as a result of his compromised immune
system. In healthy adults an adenovirus infection may be as
simple as a common cold, but it can be life-threatening in im-
munocompromised children. As a result, Josh’s doctors, who
had previously participated in the Phase 2 clinical trial explor-
ing the activity of brincidofovir against adenovirus, recom-
mended that he receive brincidofovir under expanded access.

On February 12, 2014, doctors at St. Jude requested that
Chimerix provide brincidofovir for Josh Hardy. Consistent with
Chimerix’s decision to focus its full resources on enrolling pa-
tients in, and as rapidly as possible completing, the ongoing
Phase 3 SUPPRESS clinical trial, this request, like the hundreds
before it, was denied by the Chimerix Medical Department.

On March 5, 2014, after Josh developed renal failure, the
St. Jude Vice President of Clinical Trials Administration sent a
letter to Chimerix containing a second request for brincido-
fovir, stating that “it is likely that after having fought against
childhood cancer for so long, he may succumb to this infec-
tion without a non-nephrotoxic medication with superior ef-
ficacy proven in clinical trials.” In line with the stated policy,
this second request was also denied (16, 17).

The ethical crossroads in expanded access

It is at this moment that the process of developing new
medicines intersects with the expanding world of patient
advocacy and social media. The overarching and very per-
sonal question is: if Josh Hardy were your child, what would
you do? And if you were CEO of the company involved, how
would you respond?

Reflecting back a year after the events that occurred over
the subsequent 5 days, from March 6 to March 11, 2014, |
asked the following questions in an article that | wrote for The
Wall Street Journal (18):

e “Should pressure from social media or special connections
play a role in whether a patient receives an experimental
medicine?

e Should a company avoid any risks to a development pro-
gram in order to help a larger number of patients in future
years?

e |f there are a limited number of doses available, how
should a company choose which patients receive the
medication?

e What if a critically ill patient gets worse or dies for rea-
sons unrelated to the experimental drug, but because of
an ensuing uproar other patients decline to participate in
clinical trials?

e Who is advocating for future patients who, because of
slower clinical-trial enrollment or unexpected events,
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might not receive a needed medicine because FDA
approval is derailed or delayed by even a month?”

At the time that Chimerix was faced with these questions,
very little had been written and was easily accessible to provide
support and guidance to corporate leaders who were trying to
make decisions about expanded access, especially with imme-
diacy and under intense external pressure. Thus, | relied on
my own expanded access experiences from prior companies,
on several Chimerix colleagues, and on a number of industry
leaders who had relevant experience in expanded access and
crisis management. Additionally, | consulted the “Statement
of Ethical Principles on Early Access Programs” that had been
published in 2010 by the Biotechnology Innovation Organiza-
tion’s (BIO) Standing Committee on Bioethics (19). There are
four principles in BIO’s “Statement on Ethical Principles,” and
portions of two of these principles provided the most signifi-
cant guidance during the social media campaign:

e “A patient’s right to treatment based on his or her au-
tonomous decision-making ability does not supersede a
company’s ethical responsibility to develop and market
safe and effective products as fast as possible. From this
perspective, the question often confronting companies
is whether to put an entire project at risk and therefore
jeopardize availability of a drug for a larger patient popu-
lation — in order to provide early access to a product for
an individual or small group of patients.”

e  “If a company makes unapproved products available out-
side of a clinical trial, it must ensure equity in distribution.
If a company decides to make an unapproved product
available, it must consider the process for determining
which patients should have access to it. For example,
certain patients may have an advantage over others be-
cause they know about early access programs, have hired
outside counsel, or are particularly knowledgeable about
research activities for a particular disease. None of these
establish that patient as ‘more deserving’ of early access
to a product than others. Therefore, a company needs to
create appropriate inclusion/exclusion criteria for its ear-
ly access program. These criteria should, to the greatest
extent possible, ensure equity in availability and distribu-
tion of the product available under the early access pro-
gram. If no such criteria can be developed, the company
should reconsider whether to establish the program.”

| believe that these are all thoughtful questions and po-
sitions, worthy of significant and lengthy debate. However,
in the era of social media, such ethical questions can be
swamped by the immediate statements and demands of a
social media “whirlwind.” So it was with the #Savelosh social
media campaign.

The social media campaign begins

On Thursday night, March 6, Josh’s mother Aimee Hardy
wrote the following post on her Facebook page:

“Our son, Josh Hardy, who recently had a bone marrow
transplant has developed the adenovirus. This [is] a deadly

© 2017 The Author. Published by Wichtig International
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Fig. 2 - Excerpt from the #Savelosh
Campaign.
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virus for people who have weak immune system(s]. There
is a drug called brincidofovir that has been proven to treat
the adenovirus effectively. Our doctor at St. Jude told us
they ran the study for the drug company and he knows
it will work. However, the drug company has refused to
release the drug for compassionate care because they are
trying to take it to market. Basically they are not going
to save a child’s life for money. The company is Chimerix
Inc. out of Durham, NC. And the main contact is Dr. Herve
Mommeja-Marin. And the drug is called brincidofovir. The
child that absolutely needs it to save his life is Josh Hardy.
He is currently in the ICU at St. Jude Children’s Research
Hospital. If anyone with influence can help us convince
the Chimerix Inc. to release the drug for compassionate
care for our son, we would be forever grateful. The phone
# of Chimerix Inc. is 919-806-1074 and the email is com-
passionateuserequest@chimerix.com” (20).

Mrs. Hardy also posted her plea for help on Caringbridge,
a website designed to allow people to share health issues and
“to rally support for a loved one during a health journey”:

“We are asking everyone to think of any U.S. represen-
tatives they might know or pharmaceutical connec-
tions that might help us. If anything, if 500 people or
so just called Chimerix and told them they should send
the brincidofovir to Josh Hardy at St. Jude’s, it might be
helpful” (21).

Overnight, and into the morning of March 7, Josh Hardy’s
uncle created a Facebook page and Twitter campaign called
“#Savelosh” (Fig. 2). His first post on the Facebook page was
the letter from the St. Jude Vice President to Chimerix con-
taining the second request for brincidofovir.

© 2017 The Author. Published by Wichtig International

By midday on Friday, March 7, Chimerix employees and
Board members had already received hundreds of phone
calls and emails in support of Josh (15). This included emails
from friends of Chimerix employees and Chimerix investors,
as well as calls from politicians including a United States Con-
gressman and the Speaker of the Virginia House of Delegates.
During the day, Chimerix released a statement to all interest-
ed parties that stated, in part, the following:

“It is situations like these that drive all of us at Chimerix
to move as quickly as we can to complete the develop-
ment of brincidofovir. Chimerix is a small biopharmaceuti-
cal company founded 14 years ago specifically to develop
brincidofovir. This is our only potential product. We now
have just over 50 employees, and we are committed to
the discovery and development of new, oral, antiviral
therapies in areas of high unmet medical need.

Five years ago, early in brincidofovir’s clinical development
pathway, Chimerix began receiving requests from physi-
cians for the emergency use of brincidofovir, in patients with
many different viral infections, and we were able to supply
brincidofovir for relatively small numbers of these requests.

As our small company progressed to larger and more
complex efficacy and safety trials designed to gain FDA ap-
proval of brincidofovir, we made the difficult decision two
years ago to cease our Compassionate Use program and
focus on earning FDA approval. This is the only path to
making brincidofovir widely available to those who need
it in the fastest manner allowed.

Our limited resources are dedicated to successfully com-
pleting the SUPPRESS trial and submitting the safety and
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efficacy data that would allow for brincidofovir to become
available to physicians and patients in the USA and, ulti-
mately, around the globe. Each one of us at Chimerix is
committed to achieving this goal and thereby enabling ac-
cess to this potentially life-saving drug” (22).

On March 8, based on the efforts of a number of pediat-
ric cancer advocates, including Richard Plotkin, the chairman
of the MaxCure Foundation, Chimerix was contacted by lo-
cal and national network television reporters who stated an
intention to cover the story. Mr. Plotkin would later state that
“I decided | was going to get this kid the drug or I'd destroy
Chimerix and Ken Moch” (23).

On Sunday night, March 9, CNN ran an 8-minute segment
on Josh Hardy and the family’s request for brincidofovir (24). As
part of her introduction, CNN Anchor Deborah Feyerick stated,

“The company that manufactures this drug is express-
ing regret, but it says because of limited resources and a
push to get FDA approval, it cannot provide the drug to
Josh. His parents say this drug is the only thing that will
save their son’s life. They are begging the company to re-
consider. [...] incredible to think that a drug company has
something to help and won’t give it out.”

During the segment itself, Elizabeth Cohen, CNN Senior
Medical Correspondent added,

“It just breaks your heart to say he is in heart failure and
he is in kidney failure. Now, | know you think — all of us
think, why can’t they just give this little boy this drug? It’s
something called compassionate use. When a drug is be-
ing studied, a company can give it out.”

Mrs. Hardy was interviewed during the Sunday night CNN
segment during which she stated that, “It’s unimaginable that
they have what we need and they won’t give it to us.” After
being read an excerpt of the Chimerix statement above, she
stated the following: “There is no good excuse for us. There is
nothing that they can say that will keep us from asking...none
of that matters to me, what their excuses are.”

Further inciting the social media community was the
on-air statement by CNN reporter Elizabeth Cohen that the
cost of a compassionate use patient was $50,000, derived
by dividing the amount of BARDA funding by the number of
patients treated. This was in response to the statement that
Chimerix did not have the “human and financial resources” to
focus on compassionate use and was instead focusing on the
SUPPRESS clinical development program. When Chimerix re-
sponded that the monetary consideration was not the issue,
Fox carried the headline: “Charity offers to pay for 7-year-
old’s lifesaving treatment; drug maker still refuses,” ignoring
the ethical considerations raised by the Company.

In an interview on Fox & Friends on Monday, March 10,
Mrs. Hardy stated “To me it’s almost a crime not to make it
available to everyone who needs it and | definitely am going
to keep fighting for my son until they give it” (25). Additionally,
print media around the world covered the story of Josh Hardy
(Fig. 3A). CNN’s print headline was “Company denies drug to
dying child.” Fox News carried the headline “Company Denies
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Drug to 7-Year-Old Boy Struggling Against Curable Virus,” (25)
ignoring the fact that brincidofovir was still in the experimen-
tal phase and thus the ability to “cure” an adenovirus infection
was unproven. In response to the statement that, based on
having turned down hundreds of prior requests, the complexi-
ties of the situation were such that Chimerix considered the
ethical dilemma to be “yes to all or no to all” expanded access
requests, Mr. Plotkin went on Fox & Friends to implore the
Board of Chimerix to order management to provide brincido-
fovir to Josh (26).

On Monday March 10, the #Savelosh campaign trended
in the top 5 on Twitter, based in part on the participation of
social media “amplifiers,” — individuals with large followings
who retweeted the #Savelosh message. By March 13, over
25,000 people had “liked” the Facebook page, which had
been viewed by over 1.3 million people (27). The social media
campaign was not only targeted at Chimerix’s employees and
Board, but also at politicians and the FDA. Within these mes-
sages, a darker side of social media was exposed, one based
on threats of violence (Fig. 3B). Death threats against me and
my family were received that were deemed sufficiently cred-
ible to require the use of around-the-clock armed guards.

In the face of this media storm (Fig. 3A, B), | tried to
explain the ethical dilemma that Chimerix was facing, point-
ing to BIO’s expanded access principles and stating that “this
is not only about Josh, it is about the many Joshes” (28). This
approach did not quell the uproar. Darshak Sanghavi, M.D., a
former Brookings expert and Managing Director of the Engel-
berg Center for Health Care Reform, described this intensity
as follows: “I think that whenever you have 140 characters to
describe a complicated medical decision, it’s going to be over-
simplified — ‘there’s a dying child, why won’t the drug com-
pany give the drug?’ It’s so easily amplified, and any nuance,
even if it was present early on, rapidly gets rubbed out” (29).

The healthcare and medical ethics profession
remains silent, except for one

During this intense period of media scrutiny, no one from
the biopharmaceutical industry, any trade organizations, phy-
sician or hospital group, or related medical or ethics entity
chose to comment “on the record,” either proactively or in
response to media inquiries. The only person to respond to
media inquiries was Arthur Caplan, Ph.D., a professor of bio-
ethics at the New York University School of Medicine. In an
article on Tuesday, March 11 entitled, “#Savelosh? Maybe,
but What About the Rest?” Dr. Caplan wrote:

“Josh is cute as can be. He owns a puppy. He is getting his
care at a famous hospital, St. Jude’s Children’s, where the
doctors know all about what is in the drug pipeline. His
parents are young, vocal, and good on television. Already
many news outlets have reported on the case of this poor
little boy and the nay-saying drug company.

Josh Hardy’s family is pleading with the makers of an
experimental drug to get him access.

If Josh were 67 instead of 7, he would already be out of
luck. Those who are not very cute get less attention in their
pursuit of unproven drugs. If Josh had parents who did not
understand how to use social media, he would already be
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out of luck. If Josh did not have sharp, well-connected doc-
tors, he would already be out of luck. But he is not in any of
these categories, so he may yet get the drug” (30).

Dr. Caplan’s article foreshadowed the broad ethical dis-
cussion that arose subsequent to the social media campaign,
but it was the only evidence of such concerns being raised by
someone other than Chimerix while the event was ongoing.

FDA and Chimerix craft a solution

While the very public and highly negative social and tra-
ditional media frenzy pleading for access for Josh was inten-
sifying, behind the scenes there were active conversations
between Chimerix and the FDA. Reflecting back on these dis-
cussions, Debra Birnkrant, M.D., of the FDA’s Division of Anti-
viral Products stated that she first learned of the Josh Hardy
situation through the media, and she described the media
coverage as “something | have never seen, and I've been in
this division for 26 years” (31).

During the discussions with the FDA, Chimerix maintained
its position that for a multitude of reasons it did not have
a clear path to make brincidofovir available to Josh Hardy
under a single patient expanded access protocol. In response,
the FDA proposed a novel solution. On Tuesday evening,
March 11, 120 hours after the first Facebook post by Mrs.
Hardy, Chimerix announced in a press release that “it has
reached agreement with the FDA for the immediate initiation
of a pilot trial of open-label brincidofovir for the treatment of
adenovirus infections in immunocompromised patients...This
study is expected to begin with Josh Hardy as the first patient
enrolled on Wednesday, March 12, 2014” (14).

In the same press release, | stated the following:

“This 20-patient open-label study underscores Chimerix’s
mission to develop innovative antiviral therapies in areas
of high unmet need — for everyone. [...] Being unable to
fulfill requests for compassionate use is excruciating, and
not a decision any one of us ever wants to have to make.
It is essential that each individual in a health crisis be
treated with equal gravity and value, a principle we have
upheld by pursuing further clinical study of brincidofovir
that will inform its use in adenovirus and other serious
DNA viral infections” (14).

This novel solution to an extremely complex situation
could not have happened in only 2 days without the exper-
tise, advice, and guidance that the FDA provided through the
specific involvement of senior level FDA personnel (32). As
opposed to “conceding” in the face of social media pressure,
the solution reached was the initiation of a new Phase 3 clini-
cal trial that, in addition to treating Josh, had the potential
to provide data that could be used for the benefit of future
patients who were faced with life-threatening adenovirus in-
fections — “the many future Joshes.”

The aftermath of the social media wave

With the March 11 announcement of the new adenovirus
clinical study and the treatment of Josh Hardy, the tone and
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texture of the social media changed from criticism to praise
(Fig. 3C). Comments on Twitter immediately turned positive,
and news headlines reveled in the success of the social me-
dia campaign. People Magazine declared “Dying Boy’s Family
Wins Battle for Experimental Drug” (33), and a Reuters article,
which was published globally, declared that “US drugmaker
to give unapproved medicine to dying Virginia boy” (34).
Josh Hardy received his first dose of brincidofovir on
Wednesday night March 12. His progress and response were
reported by his mother through multiple Facebook posts and
by March 31, when Josh turned 8, the adenovirus was unde-
tectable (20, 35). On April 10, after fewer than 10 doses of
brincidofovir and a month after his first dose, Josh was re-
leased from St. Jude, although he was required to remain in
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Memphis to be near his physicians (36). On July 17, he was
allowed to return to his home in Virginia.

By March 14, just 3 days after the announcement of the
new clinical trial, there were 6 additional physician requests
for brincidofovir, emblematic of the concern that a unilateral
decision for 1 patient would potentially open a floodgate of
expanded access requests (37). Six months after the initiation
of the 20-patient pilot portion of the new Phase 3 adenovirus
trial, Chimerix reported that 80 individuals had been enrolled
in the study.

The social media uproar regarding Josh Hardy exploded
and reached a conclusion over the course of 5 days, just
120 hours, and in doing so highlighted a key societal question:
What power (if any) should social media have to influence
the decision-making process regarding access to health care?

Within a few weeks of the media firestorm, articles ana-
lyzing the ethical dilemma and the role of social media began
to appear. On March 23, The Washington Post published an
article entitled, “Crowdsourcing medical decisions: Ethicists
worry Josh Hardy case may set bad precedent” in which the
author noted that “critics of the strategy say they sympathize
with Josh’s parents and admire them for being willing to do
anything to save their child, but they decry the crowdsourcing
of medical decisions and warn that the case may set a dan-
gerous precedent” (38).

This collective public opinion marshalled by social media can
create immediate pressure, which is difficult —if notimpossible —
to ignore, and can easily spur further action, outside of the
realm of social media, for or against a specific target or interest.
BioCentury, a key weekly report for the life-sciences industry,
published a 10-page analysis in which the author noted that
“lawmakers, industry, and patients still are grappling with the
fundamental inequities and flaws of the U.S. system for granting
compassionate access to investigational therapies. There can be
little doubt that the fact that individual companies have been
left to make these decisions on an ad hoc basis inevitably fu-
els suspicions among patients, family members, and the public
about the motives for denying access” (39).

The article went on to say that “The rise of social media
as an advocacy tool now raises the prospect that medical and
regulatory decisions will be tipped by a public outcry. As the
Hardy case illustrates, patients or their relatives can gener-
ate hundreds of thousands of supporters virtually overnight,
along with a wave of attention on television. In the heat of a
media feeding frenzy, it is impossible for a CEO to communi-
cate the complexities of drug development and why the in-
tegrity of the regulatory approval pathway must be protected
to get a drug to as many patients as possible” (39).

In early 2016, an article in BMC Medicine further explored
the use of social media as a tool for patient advocacy and
the policy environment within which these events occur. The
authors evaluated numerous social media campaigns which
were focused on expanded access, and concluded that,

“Social media is fundamentally altering how we access
health information and make decisions about medical treat-
ment, including for terminally ill patients. This specifically
includes the growing phenomenon of patients who use on-
line petitions and social media campaigns in an attempt to
gain access to experimental drugs through expanded access
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pathways. Importantly, controversy surrounding expanded
access and ‘compassionate use’ involves several disparate
stakeholders, including patients, manufacturers, policymak-
ers, and regulatory agencies — all with competing interests
and priorities, leading to confusion, frustration, and ulti-
mately advocacy” (7).

The authors noted that the lack of clear and consistent
policies, as well as the lack of consensus across the varied
interest groups, is at the center of the individual social media
campaigns. “Importantly, this form of digital patient advoca-
cy appears to be a symptom of current policy fragmentation
between the FDA, individual states, industry, and patient ad-
vocacy groups, as well as the absence of reliable information
sources needed for patients when assessing whether expand-
ed access pathways are viable options in the face of often se-
rious and terminal diseases” (7).

It is a truism that in the absence of clarity and consensus,
individuals act to their own best possible advantage. This is not
a criticism, but rather a recognition that it is the duty of those
in positions of responsibility and authority to provide clear
guidelines and clarify areas of confusion.

A growing area of confusion in the use of expanded access
has been created by the Right-to-Try movement. As of this
writing, Right-to-Try legislation has been signed into law in
38 states and is currently under consideration and active de-
bate within the U.S. Congress (40). As a result of these laws,
individuals are likely to be asking for experimental medi-
cines earlier in the development process and for conditions
that are further separated from the primary conditions for
which the medicine is being developed. A number of interest
groups, particularly individuals supporting Right-to-Try legis-
lation, have written that expanded access poses few, if any,
risks to patients in need, or to the development pathway for
experimental medicines (41), and further state that the safety
of an experimental medicine is known after Phase 1 testing.
This is a statement that | am certain people with knowledge
of the drug development process would resoundingly reject
as untrue.

Additionally, proponents of Right-to-Try state that the
FDA is the impediment to expanded access, ignoring the
FDA’s approval rate for expanded access requests, and thus
one of the underlying principles of Right-to-Try legislation is
to allow the distribution of an experimental medicine outside
the FDA’s purview. Such statements and proposed actions
ignore the complexity and inherent risk of giving an unproven
medicine to extremely sick individuals, many of whom are
considered to be within weeks of dying. Additionally, such
uncontrolled situations would eliminate any mechanism to
see either evidence of efficacy or, potentially, signs of dose-
limiting or development-ending toxicities that could provide
meaningful information for the overall clinical development
process or for other individuals interested in receiving the ex-
perimental compound under expanded access.

No ethical company that | know of would ever release
an experimental medicine outside of the FDA’s regulatory
process. A basic mantra is that “all drugs have side effects.”
When considering the risk/benefit profile of a critically ill or
terminally ill patient, decisions must be made on a case-by-
case basis for each specific experimental medicine.
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The ethical dilemma of conflicting moral imperatives

How then does a company, a doctor, a patient advocate, a
political body, or society for that matter, decide between the
immediate needs of a critically ill individual and the future
needs of a larger patient population?

As a parent, one can clearly see the motivation to seek
expanded access. Mrs. Hardy addressed this issue openly in a
post on her Facebook page: “We were criticized in our quest
for the Brincidofovir for Josh because it could delay the pub-
lic getting access to the drug that could help so many more
people than just our son. That reasoning meant nothing to
me. As a mother, | must save my son! Few would truly argue
with me and our intentions to save Josh. Wouldn’t just about
anybody try to save their loved one” (20).

And in describing Josh’s case during the social media
event, a pediatric cancer advocate wrote:

“Knowing all sides of this case, and even as a biased par-
ent whose daughter lost her life to cancer, when you have
the ability to save a child’s life, you do it, no matter what.
To me, and many people out there, the answer is simple, if
you can afford it or not, if you have to go against your prin-
ciples or not, whether there are consequences to reputa-
tion or not, you do whatever is necessary to save the life
of a child. Period” (42).

But is this a universally accepted position? Are the imme-
diate needs of a person clearly and absolutely more impor-
tant than the future needs of another person or a group of
people? Could we or would we morally or ethically say yes
to one person and no to others? Do we value of the life of a
child more than someone of a different age, with a different
background, with different parents, with any different charac-
teristics? What if meeting the current needs creates an incre-
mental albeit unquantifiable risk for future patients, because
of the vagaries and complexities of the process of developing
new medicines? And how would you make any of these dis-
tinctions absolute?

An equally important question is who makes the decision
to allow an experimental medicine to be provided under ex-
panded access, and how should such decisions be made?
Said differently, who should be deciding, “who shall live?”

If you or a loved one were in need now, you might indeed
take the position of a parent in seeking the experimental med-
icine. But what if you were not to get sick for several years
and, because of something that happened during the expand-
ed access process, the availability of a potentially lifesaving
medicine was delayed for a week, or a month, or longer, into
the time period when you were faced with the life-threatening
disease? Who is looking out for your future needs?

As noted, with the FDA approving over 99% of the ex-
panded access applications, the decision to grant an expand-
ed access request lies solely with the leadership of the “drug
sponsor” — the company developing the new medicine. The
question that must then be addressed is how to evaluate and
balance the current request against what is known about the
safety and efficacy of the compound, where it is in its testing
pathway, and any other complexities and risks identified dur-
ing the development process.
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While discussions focus on the risks to the drug recipients,
the impact on the drug developer itself can be different and
potentially broader. In October 2014, 7 months after the Josh
Hardy social media campaign, Chimerix’s brincidofovir was
provided under expanded access to treat the first U.S. Ebola
patient. When that individual died a few days after his first
dose, Chimerix’s stock immediately dropped by a meaning-
ful percentage. Difficult as it is to consider, what would have
happened if rather than a rapid and positive response after
receiving brincidofovir, Josh Hardy had had a rapid and nega-
tive response? Might it have made it more difficult for the
company to raise funds to support its clinical development
efforts? Might it have discouraged patients from enrolling in
the ongoing Phase 3 SUPPRESS trial, which, while it was for a
different indication, was still an experimental protocol using
brincidofovir, thus slowing down the approval timeline?

Questions such as these always seem hypothetical, up until
the moment that they become a reality. And these questions
about expanded access are not only being asked in the USA, but
increasingly on the global stage, particularly relating to children
in need, highlighting the fact that the challenge of individual
versus societal need is worldwide and remains highly conten-
tious. The cases of Charlie Gard in the UK and Klara Brenner in
Germany illustrate this societal dilemma (43, 44).

A much more complex discussion regarding expanded
access relates to the needs that arise during a global health
emergency. It was the conclusion of a World Health Organi-
zation committee during the Ebola crisis that even in such
situations, where the risk/benefit calculation moves from an
individual being confronted with a life-threatening disease
to a larger patient population that has an immediate, collec-
tive need, “these interventions should not be distributed for
compassionate use outside clinical trials — which might also
undermine the feasibility of trials. If compassionate use none-
theless occurs, transparency is key and data about patient
outcomes should be collected and shared in full” (45).

This is not to say that there is a blanket reason not to
make experimental medicines available. Rather, the decision
to proceed with expanded access must be carefully consid-
ered within the overall parameters of the clinical develop-
ment program. All interested parties must understand that
there is no simple, monolithic solution — a “one-size-fits-all”
answer — to the decision to provide a drug under expanded
access. As | wrote in the Wall Street Journal, “Each drug is
different, the testing and data required for FDA approval are
different, and patient populations are different” (18).

Five months after the Josh Hardy social media situation, Dr.
Caplan and | co-authored an article in Health Affairs in which
we concluded that a new expanded access system was need-
ed to bring fairness, equality, and appropriate oversight to the
availability of experimental treatments (46). Our concern was
that without a new system and without clarity within the regu-
latory process, medical decision making would be left to indi-
viduals and mechanisms — to social media, newscasters and
print reporters, and politicians — who are least appropriate to
decide complex medical issues and ethical dilemmas. Clearly,
in the era of social media, the potential exists for demands and
threats to supersede science and logic, giving rise to a system
that promotes unfairness rather than equality, and potentially
destructive logjams rather than speedy development.
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One recommendation of the article was that consider-
ation be given to the creation of an expanded access review
mechanism that would assist companies in evaluating factors
including the immediate needs of the few versus the future
needs of the many; the supply availability and cost of the
experimental medicine; and the risks and benefits to po-
tential patients. In 2015, Janssen, a leading pharmaceutical
company, contacted Dr. Caplan and the Division of Medical
Ethics at NYU for assistance structuring an objective method
for reviewing expanded access requests for one of its experi-
mental oncology drugs. This led to the creation of an inde-
pendent pilot program, the Compassionate Use Advisory
Committee or CompAC, comprised of physicians, bioethicists,
patients, and patient advocates (47). Based on its success, the
CompAC pilot program has been expanded to other Janssen
experimental compounds, and programs of a similar nature
are under consideration by other companies.

A second recommendation from the Health Affairs article
was that regulators needed to address sponsors’ concerns
regarding the potential for unintended consequences that
could negatively impact a product’s development program,
pathway, or timeline, including the potential for unantici-
pated adverse events or the reluctance of patients to enter
placebo-controlled trials. Over the past few years, the FDA
has implemented a series of changes designed to streamline
the expanded access process and to increase information
transparency. Most recently, in October 2017, the Agency
updated its expanded access guidance to better explain the
expectations regarding adverse event reporting and to clarify
the context in which the FDA reviews this information (48).

Progress has also been made in the legislative arena
through the 21st Century Cures Act. Companies are now re-
quired to make public their policies for evaluating requests
for expanded access, providing greater transparency and a
point of contact for interested parties (49). With the growing
body of writing about expanded access and a greater public
understanding of the process, intense situations such as the
#Savelosh campaign seem less likely to occur.

Despite progress on many fronts, more needs to be done
and many critical questions remain, which all parties will
need to consider. The potential confusion and complexities
caused by the passage of Right-to-Try laws will need to be
addressed and corrected. At its essence, expanded access is
not drug development, and neither can it — nor should it — be
used as an alternative to fully demonstrating the efficacy and
safety of experimental medicines.

Postscript

Sadly, on September 22, 2016, 2 1/2 years after receiving
brincidofovir, Josh Hardy died of further complications of his
underlying disease. He was 10 years old.

Complex situations are often best analyzed in hindsight.
Now, more than 3 1/2 years after the Josh Hardy situation,
it is clear to me that | would not change any of the key deci-
sions | made in dealing with the external forces and interests.

There are three key learning experiences that stand out.

First, despite all of the hope and desire, not all experimen-
tal medicines succeed in clinical testing. Brincidofovir did not
achieve the level of effectiveness required for FDA approval in
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either of its two Phase 3 clinical trials, and Chimerix has had
to reposition its development efforts for the compound in or-
der to progress towards regulatory approval. This highlights
one of the underlying complexities of the use of experimen-
tal medicines, as stated above: expanded access is not drug
development. The understanding of the safety and efficacy
of experimental medicines is constantly evolving, and there
are no guarantees that the drug will have the desired effect
without undesired side effects. While one recent study utiliz-
ing data from clinicaltrials.gov suggested that close to 75%
of the compounds provided under expanded access were
ultimately approved by the FDA (50), an internal review by
FDA officials found that only about 30% of drugs requested
under individual patient expanded access requests ultimately
received approval (51).

Second, being open and responsive, no matter how dif-
ficult the situation is, can lead to unexpectedly positive out-
comes. As the CEO of a company developing a potentially
life-saving medicine, | believed | had a responsibility to dis-
cuss my position not only with supporters but also with crit-
ics, even individuals with whom | had vastly different opin-
ions. Richard Plotkin (the patient advocate who was the most
vocal critic of me and of Chimerix) and | began our conversa-
tions under extremely intense and hostile conditions. How-
ever, over the course of 5 days our dialogue became a bridge,
one through which we better understood each other’s posi-
tions. We have talked openly and publicly about conversa-
tions in which we were completely opposed to one another,
when, in his words, “I considered [Ken] to be my #1 enemy”
(52). We are now friends, and have met each other's families;
we have given seminars and taught classes together, and talk
often about the complexities of expanded access.

Finally, it is critical to realize that the complex ethical is-
sues raised by expanded access will not be easily addressed.
As it relates to developing new medicines and the potential
for expanded access, the current needs of an individual and
the future needs of many potential patients will create dilem-
mas that do not have clear solutions. In an interview in the
Boston Globe, Mrs. Hardy was asked what she would say to
me if she met me today. “l would tell him that | hope and pray
that his family and himself are doing very well, and again |
am sorry the situation had to be so public and difficult. But |
would do it all over again if | had to. Josh is not just any Josh.
He is my Josh” (53).
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