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etween supply chain disruptions, travel restric-

tions, social distancing measures, mandatory

quarantine periods, and site closures, SARS-CoV-2
(COVID-19) ground clinical trials activity to a screeching
halt. COVID-19 virtually upended the clinical trial indus-
try as the virus spread across the globe. If there has been
a positive aspect associated with the onset of COVID-
19, it is that the virus forced the health care industry
to embrace technologies that had previously and some-
what pejoratively been characterized as disruptive. In an
attempt to socially distance and minimize social interac-
tions, as much as possible, health care providers have
embraced digital technologies, including the decentral-
ized clinical trial model (also known as virtual clinical
trials).

Decentralized clinical trials are clinical trials that
embrace the use of digital technologies, including tele-
health. There is no single brick and mortar clinical trial
site, which limits enrollment to patient populations
that are either native to the site’s geographic area or to
patients that are willing and able to travel to the site.
By leveraging digital technologies, decentralized trials
can recruit patients across geographies, which has the
impact of making these trials widely available. This
is a critical enrollment tool for clinical trials targeting
rare disease populations. The strength of the model is
not limited to diseases with small patient populations.
Decentralized clinical trials offer trial participants, sub-
jects, the convenience of receiving treatment in their
homes or with little to no travel. Convenience offers a
solution to a major issue that plagues clinical trials-no
shows. Additionally, decentralized trials often include
some form of remote patient monitoring that allows
investigators to observe study subject status in real time
and collect data from patients directly. Instant feed-
back allows investigators to timely intervene if a spe-
cific study subject issue arises, which leads to greater
study subject protocol compliance.

With so many obvious upsides, it is hard to imagine
why decentralized trials did not win favor until the onset
of COVID-19. Indeed, the proof of concept was born
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out as early as 2011 when Pfizer conducted
REMOTE, the first virtual clinical trial that
allowed patient participation regardless of
geography.! So, why has there been such
resistance to adopting this clearly innova-
tive model for conducting clinical trials?
As may be readily apparent, leveraging the
decentralized clinical trial model neces-
sitates use of telehealth in many, if not
most, instances, and there are a myriad of
legal and regulatory obstacles to compli-
ant use of telehealth. Of all the potential
issues, compliance with licensure require-
ments and prescribing requirements tend
to present the largest barrier to entry for
use of decentralized trials. Additionally,
many sponsors overlook the requirement
that exists in many states with respect to
telemedicine informed consent.

LICENSURE

The first barrier a clinical trial sponsor
will face when contemplating initiating
a decentralized clinical trial is the legal
requirement that a health care provider be
licensed in the states in which study sub-
jects are located. If a decentralized trial
is truly able to enjoy boundariless enroll-
ment, the sponsor will need to have health
care providers licensed in multiple states,
if not all 50 states. Proactively identifying a
potential network of health care providers
across jurisdictions or working with inves-
tigators who are licensed in multiple states
is one way to address this threshold issue.
Fortunately, COVID-19 catalyzed many
governors across the United States to
issue executive orders temporarily waiv-
ing licensure requirements. For example,
in the state of Alabama, the State Board of
Medical Examiners issued an emergency
rule effective March 23, 2020, finding “that
the need for gualified physicians, physician
assistants, and anesthesiologists warrants
the issuance of emergency certificates of
qualifications to physicians licensed in
other states.”” The State Board of Medical
Examiners found that physician appli-
cants who satisfied the requirements of

Ala. Admin. R. 540-X-3-.25 were eligible
for emergency certificates of qualification
by endorsement; physician assistant appli-
cants who satisfied the requirements of
Ala. Admin. R. 540-X-7-.69 and .70 were eli-
gible for emergency licenses; and anesthe-
siologist assistant applicants who satisfied
the requirements of Ala. Admin. R. 540-X-
7-.71 and .72 were eligible for emergency
licenses.> More recently, the Medical
Licensure Commission of Alabama found
that the state public health emergency
caused by COVID-19 has not abated, that
the number of persons suffering from and
affected by COVID-19 has been rapidly ris-
ing, and that the rapid increase in patients
requiring hospital-based care has strained
the state’s health care system.* Therefore,
physicians who obtained an emergency
certificate of qualification by endorse-
ment from the State Board of Medical
Examiners were eligible for an emergency
medical license that expires one hundred
eighty days after the effective date of the
rule, when the Governor of Alabama pro-
claims the termination of the state’s pub-
lic health emergency, or when the current
state of emergency expires, whichever is
sooner.’

The waivers put in place to address
COVID-19 are temporary in nature, how-
ever. When the public health emergency
abates, the licensure system will likely
revert to the state-by-state licensure sys-
tem. The pre-pandemic system did have
some built-in efficiencies, however. Some
states have a telemedicine special pur-
pose license or registration. For example,
the state of Florida’s telehealth statute
permits an out-of-state licensed health
care professional to provide health care
services to a patient located in Florida if
the out-of-state health care professional
registers with the applicable board or the
Florida Department of Health, if there is
no board.® Importantly, however, the law
prohibits an out-of-state telehealth pro-
vider from opening an office in Florida and
providing in-person health care services
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to patients located in Florida.” For the
purposes of decentralized clinical trials,
Florida's restrictions are not particularly
problematic. If all states had a similar reg-
istration system, there would be a realistic
path forward for investigators looking to
enroll patients from multiple states with-
out having to engage in the often lengthy
process of obtaining multiple state medi-
cal licenses. Currently, only 12 states have
implemented a telemedicine special pur-
pose license, permit, or registration for
physicians.

About half the states in the United
States are members of the Interstate
Medical Licensure Compact,® which is an
agreement among participating U.S. states
to work together to significantly stream-
line the licensing process for physicians
who want to practice in multiple states.
The ease with which health care providers
have been able to obtain licensure, albeit
temporary in most instances, has relieved
an obstacle many health care providers
have faced when looking to practice in
multiple states, and many health care pro-
fessionals and their allies are not eager to
revert to the “old licensure system.” For
example, a bill introduced by U.S. Rep.
Ted Yoho, R-Fla., would imperil funding
for states that do not join the Interstate
Medical Licensure Compact within three
years.” Short of a legislative shift, licen-
sure will remain a barrier for health care
providers looking to practice in multiple
states, which, in turn, will continue to be
an issue for sponsors hoping to employ
the decentralized clinical trial model.

PRESCRIBING

Before prescribing approved or experi-
mental medications, a physician must
have formed a physician-patient relation-
ship. State laws govern whether and how
this relationship may be formed via tele-
health. For example, in Idaho, as long as
the proper standard of care is satisfied,
Idaho’s Telehealth Access Act allows the
establishment of a valid physician-patient

relationship via telemedicine.!® Use of two-
way audio or audio-visual interaction is
required for forming the physician-patient
relationship.!! In addition, the applicable
Idaho community standard of care must
be satisfied.'* A principal investigator look-
ing to enroll a patient who is located in
Idaho into a trial that requires prescribing
will have to conform to the state’s require-
ment that a two-way audio or audio-visual
interaction is utilized, and he or she must
be aware of and conform to any applica-
ble Idaho community standard. Failure to
adhere to these practice standards could
lead to issues with the state’s medical
board.

Clinical trials that include the use of
controlled substances have an even more
complicated set of laws that must be con-
sidered. For example, in addition to need-
ing to obtain a separate Drug Enforcement
Administration (DEA) registration for each
state in which he or she prescribes con-
trolled substances,'® the Ryan Haight Act
and its implementing regulations require
a practitioner to conduct at least one in-
person medical evaluation of the patient
before remote prescribing any controlled
substances.'* Once the prescribing practi-
tioner has conducted an in-person medi-
cal evaluation of the patient, the federal
regulations do not set an expiration period
or a minimum requirement for subse-
quent annual re-examinations. While
there are some exceptions to the in-person
exam requirement, none apply to a direct-
to-patient service where the patient is at
his or her home, which is clearly the most
relevant context for decentralized clinical
trials.!> The DEA is currently drafting a
proposed rule (expected to be published
later this year or early next year) that will
create a special registration process allow-
ing physicians to remotely prescribe con-
trolled substances without an in-person
exam, regardless of the patient’s location.!®

The DEA waived certain require-
ments during the declared public health
emergency. Effective March 25, 2020,
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DEA-registered practitioners are not
required to obtain additional registration(s)
with DEA in the additional state(s) where
the dispensing (including prescribing and
administering) occurs, for the duration of
the public health emergency declared on
January 31, 2020, if the physician is autho-
rized to dispense controlled substances in
both the state in which a practitioner is
registered with DEA and the state in which
the dispensing occurs.!” Practitioners, in
other words, must be registered with DEA
in at least one state and have permission
under the relevant state law to practice
using controlled substances in the state
where the dispensing occurs.'®

In addition to the registration waiver,
during the public health emergency, U.S.
DEA-registered practitioners may issue
prescriptions for schedule 1I-V controlled
substances to patients for whom they
have not conducted an in-person physical
examination, provided that:

m The prescription is issued for a legiti-
mate medical purpose by a practitioner
acting in the usual course of his or her
professional practice.

m The telemedicine communication is
conducted using an audio-visual, real-
time, two-way interactive communica-
tion system.

m The practitioner is acting in accordance
with applicable federal and state laws."?
DEA's relaxation of the initial in-person

exam requirement is a welcome change
to the telemedicine community and for
those interested in utilizing a decentral-
ized clinical trial model for a trial that uti-
lizes controlled substances either as part
of'the standard of care or as an experimen-
tal agent.

Federal regulation of controlled sub-
stance prescribing is only part of the legal
and regulatory landscape that must be
considered when contemplating use of a
decentralized clinical trial that includes
controlled substance prescribing. State
laws also must be consulted, and some
states have a more proscribed approach

to controlled substance prescribing than

DEA. For example, in Florida, a telehealth

provider may not use telehealth to pre-

scribe a controlled substance unless the

controlled substance is prescribed for the

following:

m The treatment of a psychiatric disorder;

m Inpatient treatment at a hospital
licensed;

m The treatment of a patient receiving hos-
pice services; or

m The treatment of a resident of a nursing
home facility.?

Depending on the location of a clinical
trial subject or the ailment being addressed
in the clinical trial, Florida may or may not
be a viable option for seeking study sub-
jects. State laws, therefore, must be con-
sulted before enrolling study subject for
clinical trials that will include controlled
substance prescribing. Additionally, spon-
sors and principal investigators will want
to follow the action of DEA with respect
to registration requirements and the tradi-
tional initial in-patient visit requirement.

INFORMED CONSENT
Most sponsors and principal investigators
think about FDA regulations and 21 CFR
Part 50 specifically when thinking about
informed consent. Many state laws, rules,
and/or medical board guidance require a
telemedicine physician to obtain a patient’s
informed consent with respect to receiving
care via telehealth. These laws and rules
typically require the telehealth provider
to inform the patient concerning the treat-
ment methods and limitations of treatment
using a telehealth platform and, after pro-
viding the patient with such information, to
obtain the patient’s consent to provide tele-
health services. Moreover, some states have
explicit requirements that the telehealth
provider instruct the patient concerning
appropriate follow-up care in the event of
needed care related to the treatment.
Often, these consents must be docu-
mented in the medical record. For exam-
ple, Alaska’s medical board regulations
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adopted by reference the Federation of

State Medical Boards (FSMB), Model Policy

for the Appropriate Use of Telemedicine

Technologies in the Practice of Medicine,

dated April 2014 (the “FSMB Policy”). The

FSMB Policy provides that evidence doc-

umenting appropriate patient informed

consent for the use of telemedicine tech-
nologies must be obtained and maintained.

Appropriate informed consent should, as

a baseline, include the following terms:

m Identification of the patient, the physi-
cian and the physician’s credentials;

m Types of transmissions permitted using
telemedicine technologies (e.g.,, pre-
scription refills, appointment schedul-
ing, patient education, etc.);

m The patient agrees that the physician
determines whether or not the condition
being diagnosed and/or treated is appro-
priate for a telemedicine encounter;

m Details on security measures taken with
the use of telemedicine technologies,
such as encrypting data, password pro-
tected screen savers and data files, or
utilizing other reliable authentication
techniques, and potential risks to pri-
vacy, notwithstanding such measures;

m Hold harmless clause for information
lost due to technical failures; and

B Requirement for express patient consent
to forward patient-identifiable informa-
tion to a third party.

An unsuspecting decentralized clinical
trial sponsor and/or principal investiga-
tor could very easily overlook the need
to provide a telehealth informed consent
in addition to an informed consent that is
specific to the clinical trial and the proce-
dures therein.

ConcLusion

COVID-19 ushered in a new day for health
care delivery, including the ways in which
clinical trials are conducted. Many of the
relaxed practice standards employed for
the purpose of treating COVID-19 patients
have had the unintended consequence of
breaking down barriers that once seemed

insurmountable to those interested in uti-
lizing decentralized clinical trials. Where
we once had little data to demonstrate the
efficiencies gained and the effectiveness of
decentralized clinical trials, COVID-19 has
allowed sponsors and principal investiga-
tors to explore this relatively novel way of
conducting clinical trials. Perhaps the suc-
cesses enjoyed by sponsors and investiga-
tors leveraging decentralizing clinical trials
will be yet another pressure point for regu-
lators as they consider the legal and regula-
tory landscape of our post-pandemic world
as it relates to issues such as licensure and
telehealth practice standards.
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