HUMAN
RESEARCH
DURING
COVID-19
Understanding
and Preparation

FEDERAL / PUBLIC HEALTH
GUIDANCE
https://www.fda.gov/media/136238/download
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FACT
We are in an unprecedented public health emergency.
Thus, by default, guidance will be continually updated; it’s hard to
establish; and will likely prove to be imperfect in retrospect.
Therefore, do the best you can.
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PRINCIPLED PROBLEM-SOLVING METHOD
Primary Method: “Ideal Solution”
Unequivocal use of known safety options, i.e. the protocol’s established,
documented back-up or rescue measures. Flawless compliance to safety design.

Secondary Method: “Reducing Harm Solution”
When ideal or perfect solution cannot be used, or is unknown, then move into a
utilitarian solution focused on reducing harm!
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“F.I.R.S.T.” – 5 KEY PRINCIPLES
1) Follow Federal regulatory guidance.*
2) Conduct frequent Inquiries into public health guidance.
3) Permanently upgrade your safety Requirements.
4) Start the transition process Slowly.
5) Always Think of your volunteer subjects and staff.
* Most of this presentation focuses on federal info currently offered
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FEDERAL DIRECTIVES & SAFETY
FDA Guidance on Conduct of Clinical Trials of Medical Products during the COVID-19 Pandemic

FDA & DHHS #1 Principle:
Safety First Summary
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NEW SAFETY MEASURES
Ø

Stop or delay the in-person study when you can, esp. in high risk
areas.

Ø

Assess additional risks for subjects based on: Age, pregnancy,
comorbidities, if subject is insured, number of people in house,
etc.

Ø

If you resume in-person research, have a good reason (e.g. intent
to treat/benefit subject).
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U.S. COVID-19 RISK HOT SPOTS INTERACTIVE MAP

https://covid19risk.biosci.gatech.edu
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NEW CONSIDERATIONS
ü Infection control is paramount – write and follow a
plan.
ü From now on, think HYBRID human research – virtual +
onsite.
ü Provide additional safety monitoring when indicated,
including protocol stopping rules.
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DO SAFETY SCREENING
Use COVID-19 screening measures for subjects and staff.
•

Temperature and symptom checks

•

Use consistent and proper precautions (i.e. PPE, procedures):
clear and concise, prior and during any in-person visit.

•

Test subjects, as well as any staff.
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NEW COVID PROTOCOL PROCEDURES
For example:
• Screen by telephone when scheduling, and before an onsite visit.
• Disinfect all equipment, pens, chairs desks, etc.
• Subject wash hands immediately upon arrival and always wear a
masks.
• Keep windows and doors open for air flow.
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AIR FLOW & VENTILATION
“How is it that six months into
a respiratory pandemic,
we are still doing so
little to mitigate
airborne transmission?”
ZEYNEP TUFEKCI

JULY 30, 2020

12

MITIGATION OF POSSIBLE AEROSOL RISKS
https://www.theatlantic.com/health/archive/2020/07/why-arent-we-talking-more-about-airborne-transmission/614737/

Surfaces matter. Air flow matters more.
• Indoors – go outdoors, or open windows inside and move upwind.
• Number of people – lessen the number and/or reduce density.
• Air flow
•

Do not be around people speaking, panting, singing, etc. who are not wearing a mask.

•

Look at direction and blocked areas of circulated AC air.

•

Talk less. Seriously.

• HEPA air filters
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COVID-19 Facts (published by the Lancet)
• Airborne droplets virulent for up to 3 hours
• Remains active on cotton for about 24 hours.
• Can remain active on the outer layer of surgical masks for up to a week
• Appears to be extremely stable at 4°C (39.2°F)
• At 70°C (158°F), virus inactivation decreased to five minutes
• Dies on paper and tissue after 3 hours
• Dies on treated wood and cloth after 2 days
• Is more stable on smooth surfaces (glass and cash) for up to 4 days
• Can live on stainless steel and plastic up to 7 days
https://www.theladders.com/career-advice/this-is-how-shockingly-long-coronavirus-can-live-on-the-face-mask-you-are-wearing
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SAFE RE-START
Modify when necessary and obtain study-specific guidance
from the sponsor, if there is one. Leave the burden to them to
provide unilateral solutions to the study-specific considerations.
Including adding new risk to study/consent for of increased risk of COVID
exposure.
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SAFE RE-START
Use alternative methods: Telehealth, phone, or even alt location (local
labs or imaging centers).
• What endpoints/task or even visual assessments can be done virtually?
• What secure platform can you and the subjects easily use? Test them

out/do trial runs!

• What subjects will have electronic use and accessibility barriers?
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TELEHEALTH PLATFORMS
Vendors that provide HIPAA-compliant video communication products and will enter into a HIPAA
BAA.
• Skype for Business / Microsoft Teams.
• Updox
• VSee
• Zoom for Healthcare
• Doxy.me
• Google G Suite Hangouts Meet
• Cisco Webex Meetings / Webex Teams
• Amazon Chime
• GoToMeeting
• Spruce Health Care Messenger
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UNPLANNED CHANGES
“FDA recognizes that protocol modifications may be required, and that there may be unavoidable protocol
deviations due to COVID-19 illness and/or COVID-19 public health control measures.”
Ø

If unapproved changes are done (“protocol violation” or “deviation”), you may have to
accept these in order to “eliminate immediate hazards or to protect the life and well-being of research
participants.”

Ø

Log and report to reg authorities; may need an amendment moving forward.

Ø

Document reasons for any missing data, procedures or planned study visits, and
justification for keeping subject in study.
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UNIQUE FACTORS
Ø May use secure delivery method (i.e. if drug can be self-administered,

survey can be mailed or done online, etc., and provide clear oversight).

Ø Consider whether changes in ability to do research is affecting data

efficacy/validity. If so, identify how and what, and try to resolve
considering new variables. Document!

Ø Do remote monitoring when onsite oversight is prohibited.
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NEW DOCUMENTATION
You may have to modify policies and procedures.
• Document contingency measures used.
• Document effect, or how participation was altered for each subject.
• Document analysis of the impact of the implemented contingency

measures.
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ADDITIONAL DHHS GUIDANCE
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-20-087.html

Reconsider Unanticipated Costs:
• Costs for arranging subjects to receive care at their local sites or virtually,

rather than the study site.

• Supply chain disruptions
• Staff disruptions due to illness or closure of facilities
• Additional lab testing (i.e. for COVID-19)
• Increased transportation costs
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ADDITIONAL DHHS GUIDANCE
Guidance for Handling Adverse Events (AEs) Related to
COVID-19
• Identify/Specify COVID-19 infection
• Record all other Adverse Events the subject has such as Dyspnea, Acute

respiratory distress syndrome, etc.

• Record: Identify all facts related to COVID, i.e. including presumptive vs

confirmed diagnosis (keep updated); treatment information; recovery
information/timelines; outcomes; supporting documentation.
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INVESTIGATOR BURDEN
Deciding to conduct research leaves the PI to solve:
• How to mitigate risk and disruptions
• Ensure staff training
• Estimate availability of staff, subjects, location and services
• How to do non-local study procedures
• What telehealth method to use
• Procure enough safety equipment and supplies
• Maintain adequate communication
• Solve problems real-time
• Keep up to date on local and state rules/limitations/mandates
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24-question guide can be found in
Appendix of FDA form:
FDA Appendix: Questions and Answers
•

Q1. Deciding whether to suspend, continue, or initiate trials

•

Q2. Deciding whether to continue administering product appearing to provide benefit

•

Q3. Managing protocol deviations and amendments

•

Q4. Submitting changes to IND and IDE protocol

•

Q5. Conducting remote (virtual) clinic visits

•

Q6. Capturing data on protocol and process deviations

•

Q7. Delivering low-risk investigational products to home

•

Q8. Changing site for delivering high-risk investigational product

•

Q9. Alternative monitoring approaches

•

Q10. Obtaining informed consent for patients in isolation

•

Q11. Obtaining informed consent from legally authorized representatives
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24-question guide can be found in
Appendix of FDA form:
•

Q12. Obtaining informed consent when electronic and paper forms cannot be provided

•

Q13. Remote clinical outcome assessments

•

Q14. Remote site monitoring visits

•

Q15. Challenges and temporary waivers for eCTDs

•

Q16. Shipping investigational product to local provider ‒ Form 1572 and accountability

•

Q17. Use of commercial vs. investigational products

•

Q18. Scheduling of meetings with review divisions

•

Q19. Use of alternative laboratory or imaging centers

•

Q20. Use of video conferencing for trial visits.

•

Q21. Postmarketing requirements for drugs, biologics, and devices

•

Q22. Reporting serious adverse events for approved drugs used to treat COVID-19

•

Q23. Reporting serious adverse events associated with COVID-19 in a non-COVID trial

•

Q24. Collecting electronic signatures and Part 11 compliance
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FDA – DON’T WING IT! CALL OR EMAIL THEM.
Email: Clinicaltrialconduct-COVID19@fda.hhs.gov
Center for Drug Evaluation and Research (CDER) https://www.fda.gov/about-fda/center-drugevaluation-and-research-cder/office-new-drugs
Center for Biologics Evaluation and Research (CBER) https://www.fda.gov/about-fda/center-biologicsevaluation-and-research-cber/contacts-center-biologics-evaluation-research-cber#indcont
Center for Devices and Radiological Health (CDRH) https://www.fda.gov/about-fda/cdrh-offices/cdrhmanagement-directory-organization
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ELECTRONIC PLATFORM GUIDANCE
https://www.hhs.gov/hipaa/for-professionals/special-topics/emergencypreparedness/notification-enforcement-discretion-telehealth/index.html

Guidance on BAAs, including sample BAA provisions, is available at

https://www.hhs.gov/hipaa/for-professionals/covered-entities/sample-business-associate-agreementprovisions/index.html.

Additional information about HIPAA Security Rule safeguards is available at
https://www.hhs.gov/hipaa/for-professionals/security/guidance/index.html.
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PUBLIC CORONAVIRUS GUIDANCE
FDA Guidance
FDA Guidance on Conduct of Clinical Trials of Medical Products during the COVID-19 Pandemic
NIH Guidances
Guidance for NIH-funded Clinical Trials and Human Subjects Studies Affected by COVID-19 (Notice Number: NOT-OD-20-87)
Flexibilities Available to Applicants and Recipients of Federal Financial Assistance Affected by COVID-19 (Notice Number: NOT-OD20-86)
DCTD CTEP and NCORP Guidance
Interim Guidance for Clinical Trial Activities Affected by the Novel Coronavirus (3/13/20)
Additional Guidance Regarding Alternative Procedures for Clinical Trials Supported by NCI CTEP and NCORP Affected by the Spread of the
Novel Coronavirus (3/23/20)
CTEP/NCORP Guidance for Collection of Adverse Events Related to COVID-19 Infection (3/25/20)
Updated Interim Guidance for Shipping Oral IND Agents to Clinical Trial Subjects during the COVID-19 Pandemic (6/2/20)

These guidelines complement and support the NCI CIRB Guidance for the novel coronavirus.
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Administrative Panelists

 Melissa Johnson
 Cora Crawford
 McKenzie Long
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Questions & Answers

 If you have any questions after this webinar you can direct them to
reviews@solutionsirb.com or call at 1-855-226-4472
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