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COVID-19 Impact on Clinical Trials
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Protocol Changes

 General Principles

– Funding agencies and regulators are taking into account COVID-19 
emergency circumstances and will use flexibility in enforcement

– Study participant safety is paramount

– Document protocol changes/deviations 
and reasons

– Local IRBs may be helpful addressing local issues 

 Specific COVID-19 guidance for single IRBs has not been issued

 NIH in discussion has indicated flexibility around single IRB policy
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U.S. National Institutes of Health (“NIH”)

Clinical Trial Considerations NIH Guidance (Updated March 16, 2020)

Continuing and / or Initiating a 
Protocol

Institutions should take all steps necessary to ensure the 
safety of all human participants and research staff involved in 
NIH-funded clinical trials and human subjects studies

Reporting to NIH NIH has implemented administrative flexibilities including the 
acceptance of late reports and mid-project period extensions

Unanticipated Costs If unanticipated costs are identified due to COVID-19 
(increased cost of local or virtual visits, supply chain 
disruptions, etc.), and unobligated balances are not available 
to re-budget, recipients may request administrative 
supplements from the funding ICs

Study Visits Recipients should consult with their IRB and institutions 
about potential safety measures including: limiting study 
visits to those needed for patient safety or coincident with 
clinical care, conducting virtual study visits, and/or arranging 
flexibilities for required laboratory tests or imaging
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U.S. Food and Drug Administration (“FDA”)

Clinical Trial Considerations FDA Guidance (Updated April 16, 2020)

Continuing and / or Initiating a 
Protocol

Assess risks to participant safety and interference 
with public health measures

Continuing a Participant on a Study Determine based on specific circumstances (nature 
of investigation, safety monitoring, participant 
benefits)

Implementation of Protocol Changes to minimize or eliminate hazards may be 
implemented without IRB approval or before filing an 
IND/IDE amendment

Study Visits Consider feasible alternatives to on-site 
assessments

Monitoring Activities Consider centralized and remote monitoring
programs

Investigational Product Delivery and 
Accountability

Regulatory requirements remain, but home delivery 
may be implemented as a protocol change
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U.S. Office for Human Research Protections 
(“OHRP”)

Clinical Trial Considerations OHRP Guidance (Updated April 8, 2020)

Continuing and / or Initiating a 
Protocol

Investigators may submit proposed changes to 
previously approved research to the IRB at any time;
IRB may use expedited review for minor changes

Reporting to OHRP Only IRB suspensions or terminations of approved 
research are required to be reported to OHRP

Implementation of Protocol Investigators may implement changes to approved 
research prior to IRB review and approval if the 
changes are necessary to eliminate apparent 
immediate hazards; 
Actions taken for public health or clinical purposes 
are not research procedures and do not require IRB 
approval 

Study Visits Investigators may cancel or postpone non-essential 
study visits or conduct phone visits; report changes 
to IRB when possible
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European Medicines Agency (“EMA”)

Clinical Trial Considerations EMA Guidance (Updated April 28, 2020)

Continuing and / or Initiating a 
Protocol

Consider stopping or postponing trials at some or all sites; 
assess feasibility of new trials or enrolling participants

Continuing a Participant on a Study Urgent safety measures may be taken without prior
notification to the National Competent Authority (NCA) and 
the Ethics Committee

Implementation of Protocol Decisions to adjust clinical trial conduct should be based on 
risk assessments 

Study Visits Consider converting physical visits to phone or video visits;
postpone or cancel non-essential visits

Monitoring Activities Temporary, alternative proportionate mechanisms of 
oversight may be required

Investigational Product Delivery and 
Accountability

Assess investigation medicinal product (“IMP”) risks and 
consider alternative shipping/storage options
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UK Medicines and Healthcare Products 
Regulatory Agency (“MHRA”)

Clinical Trial Considerations MHRA Guidance (Updated April 22, 2020)

Continuing and / or Initiating a 
Protocol

Changes to protect participant safety should be reported as 
a substantial amendment notification; no prospective 
protocol waivers for eligibility criteria

Continuing a Participant on a Study Consider risk/benefit of trials; risks may require discontinuing 
trials (use Urgent Safety Measures if needed)

Implementation of Protocol Document protocol deviations; an increase in protocol 
deviations due to COVID-19 is not a serious breach

Study Visits Acceptable to use phone calls instead of in-person visits—
not a serious breach and does not require a substantial 
amendment

Monitoring Activities Remote monitoring is supported where appropriate

Investigational Product Delivery and 
Accountability

Delivery of IMP to patient homes is acceptable; conduct risk 
assessment
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Telehealth for Research

Sources of Federal Guidance

 FDA: COVID-19 Guidance

– The FDA encourages appropriate use of telemedicine platforms and virtual tools as 
alternative methods for site visits mandated by the protocol

– Willing to consider alternatives for administration of investigational products that are 
normally administered by a healthcare provider, where appropriate

– Regardless of how the investigational product is provided to trial subjects, sponsors 
must ensure that study personnel follow regulatory requirements (i.e. investigational 
product accountability, distribution and documentation)
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Telehealth for Research

State approaches to telehealth continue to vary widely

 Three applicable bodies of regulation:  telehealth regulation, practice of medicine, third-
party payor reimbursement

 Telehealth regulations generally do not specifically address clinical research

 Institutions often apply existing telehealth legislation for standard clinical care to 
telehealth for clinical research

– Different telehealth consent requirements

– Different drug prescription and dispensing regulations

– Synchronous vs. store-and-forward technologies

– Prior established relationship 
requirements

– Location of patient requirements

– In-state licensure requirements
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State Definitions of “Telehealth”

 NY: “Telehealth” means the use of electronic 
information and communication technologies by 
telehealth providers to deliver health care services, 
which shall include the assessment, diagnosis, 
consultation, treatment, education, care management 
and/or self-management of a patient. 

 NJ: “Telehealth” means the use of information and 
communications technologies, including telephones, 
remote patient monitoring devices, or other electronic 
means, to support clinical health care, provider 
consultation, patient and professional health-related 
education, public health, health administration, and 
other services.

 CA: “Telehealth” means the mode of delivering health 
care services and public health via information and 
communication technologies to facilitate the diagnosis, 
consultation, treatment, education, care management, 
and self-management of a patient’s health care. 

 MA: “Telemedicine” means the provision of 
services to a patient by a physician from a distance 
by electronic communication in order to improve 
patient care, treatment or services.

 MD: “Telehealth” means the use of interactive 
audio, video, audio-visual, or other 
telecommunications or electronic technology by a 
Maryland licensed physician or licensed allied 
health practitioner to deliver clinical services within 
the scope of practice of the Maryland licensed 
physician or licensed allied health practitioner at a 
location other than the location of the patient. 

 OH: “Telemedicine services” means the mode of 
providing health care services through 
synchronous or asynchronous information and 
communication technology by a health care 
professional, within the professional’s scope of 
practice, who is located at a site other than the site 
where the recipient is located. 
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State Telehealth Requirements and Waivers

State NY NJ CA MA MD OH

Telehealth 
Specific 
Consent 
Required?

No, 
except for 
telemental 
health 
services

No, except 
for 
forwarding 
health 
records to 
primary care 
provider 

Yes, written 
or verbal. 
Must be 
documented

No Yes, must follow
procedure to 
obtain oral and 
written 
acknowledgement

No

State 
Licensure 
Required?

Yes Yes Yes Yes Yes Yes

COVID-19
Licensure 
Requirement 
Changes?

Yes Yes, waiver
terms differ 
depending on 
whether 
existing 
relationship 

Yes, 
practitioners
may apply 
for a 
temporary 
license

Yes, allows 
for the 
issuance of
emergency 
licenses

Yes, practitioners 
may apply for a 
temporary license 
to help provide
continued health 
care services 

Yes, allows 
Ohio licensure 
of out-of-state 
practitioners
responding to 
COVID-19
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Electronic Informed Consents (“eIC”)

FDA / OHRP Joint eIC Guidance (2016)

 For studies governed by both the FDA and OHRP, 
an eIC must contain all required elements of 
informed consent

– Must provide a sufficient opportunity for 
subjects to consider whether to participate and 
ask question

– Subject must have the option to use a paper 
only consent form
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Electronic Signatures

FDA 

 Electronic signatures are permitted, but 
are subject to standard electronic record 
requirements (Part 11)

– Must capture and record the signature date

– Must be able to be produced in hard copy upon request

– A copy must be provided to the person signing the form

– IRBs, investigators and sponsors may rely on a vendor’s statement of 
compliance
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Obtaining Informed Consent

FDA COVID-19 Guidance

 If an electronic method of obtaining consent is not possible when patient is in isolation 
and infection control policy prevents entering the patient’s room:

– Provide the patient with a consent form

– Arrange a three-way call or video conference with an impartial witness 

– Follow a standard process (identification of call participants, review the form, witness 
confirms patient’s questions are answered, investigator confirms patient willingness 
to participate, patient confirms they have signed and dated the form)

 Documentation options (if a signed consent form cannot be obtained): 

– A dated attestation by the witness; OR 

– A photo of the informed consent form with an attestation by the person entering the 
photo into the study record stating how the photo was obtained and that it is a photo 
of the patient’s signed informed consent
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Obtaining Informed Consent

FDA COVID-19 Guidance

 If patient is unable to travel to clinical trial site and eIC is not available:

– Send consent form to subject via fax or email, conduct consent interview of 
telephone, have subject sign form and return via email, fax or mail

– If not feasible for investigator to receive signed form before beginning study 
procedures, subject or legally authorized representative should confirm verbally 
during the consent interview that they have signed and dated the form

– IRB should review and approve the planned consent process
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Triage or Scarce Resource Policy

 As COVID-19 strains resources, providers will need to have a clear plan for 
allocation

 Resources that are typically available may not be available to patients and 
research subjects

 Query whether consent forms may need to be amended or informed by triage 
standard of care practices

– Because most research is paused, no federal agencies have advised on the 
need for amended consent forms in light of triage policies and we are not 
aware of institutions doing so

– We are tracking whether such amendments may be necessary in the future



26

PREP Act Immunity & Injury Compensation 
Program

 Provides immunity from certain tort liability 
claims for Covered Persons involved in the 
manufacture, distribution, administration or 
use of Covered Countermeasures during 
a public health emergency

– HHS Secretary Azar issued Declaration 
of PREP Act applicability on March 17, 
effective as of February 4

– PREP Act created a Countermeasures Injury Compensation Program (CICP) 
for claims of serious physical injury or death

 Administered by Health Resources & Services Administration (HRSA)

 Payor of last resort; depends on federal appropriations
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PREP Act Immunity Definitions

 For the PREP Act to apply to research, the research would need to involve a "Covered 
Countermeasure“ intended to “treat, diagnose, cure, prevent, or mitigate COVID-19, or 
the transmission of SARS-CoV–2 or a virus mutating therefrom” 

– “Covered Countermeasure” includes:

 an approved or cleared drug or device; OR

 a drug or device subject to an IND or IDE; OR

 A product authorized for emergency use under Emergency Use Authorization

 Liability immunity limited to research that is performed pursuant to a grant or contract 
from a federal department or agency or that is authorized in accordance with the public 
health and emergency response of an Authority Having Jurisdiction following an 
emergency declaration

Consider whether consent forms for trials involving “Covered Countermeasures” 
should include discussion of PREP Act immunity and information on CICP
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Emergency Use Authorization (EUA)

 FDA Commissioner may authorize emergency 
use of unapproved product or unapproved use 
of an approved product during a declared 
public health emergency

 FDA may issue EUA only if the identified public 
health threat is capable of causing a serious or 
life-threatening disease or condition

– No adequate, approved, or available 
alternatives to product exist

– Potential / known benefits outweigh 
potential / known risks
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Emergency Use Authorization (EUA)

 In essence, EUAs are temporary permits to distribute uncleared or unapproved medical 
products or to distribute cleared or approved medical products for uncleared or 
unapproved uses

– EUAs are effective unless revoked or the public health emergency is declared over

 EUAs are for treatment—not research—purposes.  

– Consider pathway for secondary research use of data collected on patients 
administered a product through an EUA. 

 As of May 8, FDA has granted 115 EUAs in response to the COVID-19 public health 
emergency, including EUAs for: 

– Personal protective equipment (e.g., face shields, decontamination systems)

– In vitro diagnostic tests (molecular, serology, antigen)

– Ventilators

– Other medical devices (e.g., blood purification systems)
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Expanded Access vs. Right to Try

 Expanded access is a long standing method by which patients with serious or 
immediately life-threatening diseases or conditions may access experimental and 
unapproved new products
– “For patients with serious or immediately life-threatening diseases or conditions, the FDA remains 

committed to enhancing access to promising investigational medicines for those unable to access 
investigational medical products through clinical trials. This is the mission of our expanded access 
program. The agency is dedicated to these purposes, and it has been for more than three 
decades.”  (see https://www.fda.gov/patients/learn-about-expanded-access-and-other-treatment-
options/right-try)

 Right To Try is a new method largely outside of FDA oversight by which patients with a 
life-threatening disease may access an investigational drug or biologic.
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Expanded Access to All FDA Regulated Products

 Expanded access is available when:

– The patient has a serious or immediately life-threatening disease with no 
comparable or satisfactory alternative treatment

– The potential benefits justify the potential risks, and the potential risks are not 
unreasonable in the context of the disease

– Providing the investigational drug will not interfere with ongoing clinical 
investigations or compromise the development of the therapeutic use

 Requires IRB review, informed consent and other human subjects protections

 During COVID-19 pandemic, FDA has been very responsive to expanded access 
requests
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Right to Try Act Access (Drugs/Biologics Only)

Right to Try is available 

1. When a patient has:
– Been diagnosed with a life-threatening disease or condition

– Exhausted approved treatment options and is unable to participate in a clinical trial involving the 
eligible investigational drug (this must be certified by a physician who is in good standing with their 
licensing organization or board and who will not be compensated directly by the manufacturer for 
certifying), and

– Has provided, or their legally authorized representative has provided, written informed consent 
regarding the eligible investigational drug to the treating physician

2. After physician certification, informed consent, and sponsor agreement to provide investigational drug 

– Drugs must be under active development with FDA approved application for clinical trial, after a 
phase I clinical trial is completed, and no clinical hold by the FDA

**Liability protection is available for “a prescriber, dispenser, or other individual entity” who acts pursuant to 
and in compliance with the Right to Try Act (see 21 U.S.C. § 360bbb-0a) 
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Privacy: HIPAA

Office for Civil Rights (“OCR”) COVID-19 Guidance 

 No research-specific guidance

 Guidance on public health disclosures

 Enforcement Discretion for Telehealth:  Health care 
providers can use non-public facing communication 
apps to provide telehealth—even if there is no business 
associate agreement in place

 Disclosures to Media:  Authorization generally 
required before providing media with access to 
PHI even if PHI (e.g., patient face) is blurred in 
the media presentation to the public
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Public Health Surveillance and Privacy

 Researchers may be required to report COVID-19 cases to public health authorities in 
accordance with federal and state law

– Note:  some states may require reporting of 
both positive and negative COVID-19 
cases

 HHS protection of human subjects regulations 
do not prevent investigators or institutions from 
fulfilling this requirement, even if inconsistent with 
informed consent form

 HIPAA similarly allows covered entities to disclose PHI when required by a public health 
authority

 Investigators should inform the participant of the required reporting of results
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Public Health Surveillance and Certificates of 
Confidentiality

 HHS issues a Certificate of Confidentiality (“CoC”) in connection with certain research 
that collects “identifiable sensitive information”; extends to all NIH research after 
ongoing or initiated after December 13, 2016 (see 42 U.S.C 241)

 Investigators and institutions are barred from releasing name or other identifying 
information of research subjects, absent consent, in any federal, state, and local civil, 
criminal, administrative, and legislative proceedings.

 Generally provides stronger protections for privacy than HIPAA 

 Disclosure required by law is permitted

 Reporting to public health authorities for communicable  
disease reporting, such as COVID-19 cases, is permitted
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Privacy: GDPR

 The European Data Protection Board (“EDPB”) has 
issued guidelines on the “processing of data concerning 
health for the purpose of scientific research in the context 
of the COVID-19 outbreak” (April 21, 2020)

 Basis for Processing

– Under Article 9(2)(i), Personal Data can be processed 
for public interest in the area of public health when 
based on European Union or member state law

 Challenge: Cross-Border Data Transfer

– “Important reasons of public interest” may be relied 
upon in connection with COVID-19 research (GDPR, Art. 49(1)(d))

– But, only for initial transfers as a temporary measure, not repetitive transfers as part 
of a long lasting research project
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Animal Care and Use

 While clinical research is paused and 
many institutions remain shuttered, 
animal care is still a priority and 
actions should be taken to prevent 
animal pain, distress, and deaths

 Federal agencies have provided 
institutions with guidance regarding 
animal care during the COVID-19 
pandemic
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Animal Care and Use

 Generally, institutions are encouraged to “ramp down” regular animal 
research activities and shift focus to maintaining daily care and moving 
animals to “holding protocols”

 NIH Office of Laboratory Animal Welfare (“OLAW”) provides three guide 
notices and a list of FAQs addressing animal care, funding flexibilities, and 
IACUC responsibilities during pandemic situations

– NOT-OD-20-088 (March 16, 2020) - flexibilities for conducting facility 
inspections and conducting IACUC meetings

– NOT-OD-09-035 (Jan. 8, 2009) - use of designated member review to 
ease logistical constraints

– NOT-OD-06-052 (March 24, 2006) - allowing IACUC to use 
telecommunications for business
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Animal Care and Use

 Highlights of NIH OLAW Guidance

– Maintain and follow institution's animal 
facility disaster plans (examples on 
OLAW website)

– IACUC meetings may need to be held but 
use flexibilities allowable per guidance (e.g., teleconference, designated 
member review)

– Institutions should consider other options available, including partnering 
with and placing animals at neighboring institutions or moving animals to 
other buildings

– Euthanasia should be a measure of last resort
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Animal Care and Use

 USDA APHIS – Animal Care has also provided guidance on responding to the 
COVID-19 pandemic

– Limiting routine inspections based on risk to inspectors and facility 
personnel

– Continuing to conduct inspections when 
there are serious welfare concerns

– Allowing delays to semiannual program 
reviews APHIS Center

for
Animal Welfare
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Animal Costs

 Animal costs may still be drawn from the grant, even if research is paused

 Grantee may rebudget without NIH approval, as long as it does not change 
the scope of the project

 Contact NIH awarding institute or center to submit request for administrative 
supplements to cover the animal care costs

Documentation of COVID-19 impact to animal care 
and research will likely be required
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Funding Flexibilities

 Federal funders are increasingly seeking to use their discretion 
to ease the challenges for financial and progress reporting, 
reimbursement and other aspects of grant compliance

 Office of Management and Budget (“OMB”), which sets 
government-wide policy, has emphasized that “[a]gencies are 
encouraged to be as flexible as possible in finding solutions” to 
the challenges awardees face

 Since March 9, OMB has issued 7 documents reflecting OMB’s 
expanding view on regulatory flexibility for the administrative, 
financial management and audit requirements found in 2 
C.F.R. Part 200 (Uniform Administrative Requirements, Cost 
Principles and Audit Requirements for Federal Awards)

 Awardees need to look carefully at the guidance from their 
specific award source and may need to consult their agency 
contacts
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Funding Flexibilities

 Agency guidance documents typically reflect 
the types of flexibilities set forth in OMB's 
documents, including flexibilities regarding

– No-Cost Extensions on Expiring Awards

– Allowability of Salaries

– Allowability of Cancelled Conferences 
and/or Travels

– Extensions of Application Deadlines

– Extensions of Financial, Performance, 
and Other Reporting

In all cases, documentation and 
recordkeeping are critical
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Funding Availability

 While flexibilities exist for institutions to cover lost 
research revenue and unanticipated expenses, risk 
remains downstream

 Once research resumes and protocols ramp back up, 
funding may no longer be available

 Many agencies have addressed this issue by allowing 
administrative supplements and reassuring grantees 
that future appropriations may become available

– E.g., NIH allowing request for administrative 
supplements for non-refundable costs associated 
with NIH-supported meetings and conferences 
affected by COVID-19
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Funding Availability

 Three of four supplemental spending bills have 
earmarked additional federal funding  to federal 
funding agencies—including the BARDA, NIH, 
CDC, FDA, and NSF, among others—for 
additional research dollars

 Each agency will distribute the funding based on 
the spending authorities available to it and 
through various mechanisms (e.g., grant, 
contract)

 Recipients of additional funds from spending bills 
will need to track specific program and reporting 
requirements set forth in funding announcements
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Funding Availability

Coronavirus 
Preparedness and 

Response
Supplemental 

Appropriations Act

Coronavirus Aid, Relief, and 
Economic Security Act 

Coronavirus 
Paycheck 

Protection and 
Health Care 

Enhancement Act

Total

HHS/NIH

$836 million to NIAID -$706 million to NIAID
-$103.4 million to NHLBI
-$60 million to NIBIB
-$36 million to NCATS
-$30 million to Common Fund
-$10 million to National Library 
of Medicine

-$306 million to NCI;
-$500 million to NIBIB 
-$1 billion to NIH 
Office of the Director

~3.6 billion

HHS/ASPR,
including BARDA

$3.1 billion $27 billion ($3.5 billion 
allocated to BARDA)

$1 billion to BARDA Est. 1+ billion 
(allocation for certain 
research, goods, and 
services not clear)

NSF N/A $75 million N/A $75 million

For a more detailed breakdown, see Accessing New Research Funding Opportunities During and After COVID-19, ROPES & GRAY (May 7, 2020)
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Global Engagement & Federally-Funded Research

 No relaxation of compliance standards for 
reporting FCOI, Other Support/Current & 
Pending, or Foreign Components

– For NIH-funded post-docs or others who 
continue work after returning to a foreign 
location, Foreign Component pre-
clearance may be needed

– Consider whether new agreements with 
foreign institutional collaborators may be 
needed
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Data Sharing and Distribution

There has been a global and national push for increased data sharing in response to COVID-19 

 The WHO has called for global collaboration  

 NIH has been encouraging and requesting increased data sharing

 “Open science and the timely sharing of research 
data have played a critical role in advancing our 
understanding of COVID-19 and accelerating the 
pace of discovery”

– NIH has been collecting COVID-19 open-access data 
and computational resources

– NIH has not yet, but may use rule-making to implement 
mandatory data sharing

 CT.gov has created searches and lists of COVID-19 studies
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Horizon Scanning – New Funding & Authorities

 New funding for researchers and research institutions 
is expected

 Revisions to the 21st Century Cures Act, or Cures 2.0, 
may be a part of those discussions

 New programs include:

– NIH ACTIV – public-private partnership to coordinate 
international research response  (e.g., streamlining 
clinical trials, prioritizing vaccine and drug candidates)

– NIH RADx – infusing $1.5 billion in funding into early innovative technologies to 
speed the development of COVID-19 testing

 Includes Shark Tank-like program where scientists with a rapid-testing 
technology can compete for a share of up to $500 million over all phases of 
development
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Additional Congressional Funding – HEROES Act

 On May 12, House Democrats released a draft of a fifth COVID-19 relief package—the 
Health and Economic Recovery Omnibus Emergency Solutions (“HEROES”) Act 

 HEROES Act provides additional funding to federal agencies and some funds may be 
directed to research funding opportunities, grants, contracts, and cooperative agreements

– $125 million to the National Science Foundation

– $7.6 billion to HRSA

– $2.13 billion to CDC

– $4.72 billion to NIH Office of the Director, NIAID, and NIMH

– $4.58 billion to the Public Health and Social Services Emergency Fund

 Includes other relevant provisions, such as assurances that NIH funds for multi-year research 
grants will be available through FY2021 and measures expediting immigration visas and 
petitions for individuals engaged in medical research

 Draft is not final; a vote is not expected until at least Friday
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Cures Act 2.0

 In November and December 2019, Representatives Degette and Upton—primary 
drafters of the 2016 21st Century Cures Act—gathered stakeholder and patient ideas to 
develop another legislative package in the same vein as the 2016 Cures Act – Cures 2.0

 A vision statement and outline released in April 2020 focuses on improving and 
modernizing the following areas:

– Real world evidence

– Digital health (e.g., digital endpoints for regulatory review)

– CMS coverage and care delivery models

– Pandemic surveillance and testing capabilities

– Caregiver integration

 Pieces of Cures 2.0 will continue to develop, but a formal legislative package likely will 
not be released this Congress; pieces of Cures 2.0 may be integrated in other bills
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Evolving Guidance
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