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Supporting families before 
and during the clinical trial 
• The importance of trials to patients

• Strategies to overcome barriers to 
accessing clinical trials for patients

• Ethical considerations in clinical trials 
and possible patient participation

2022
Supporting families after 
the clinical trial ends 
• Patient barriers at the end of a trial

• Best practices to engage and support 
patients

• How to discuss the impacts of trials 
and the FDA approval process

Today



Who’s In the Room?
Newer 

Clinicians

Investigators Industry

Clinicians
Family

Academics

Government

Advocates

Something else…



Paired Discussion
What	are	one	or	two	key	
issues	or	questions	you’d	like	
to	know	more	about?



Pediatric Clinical Trials
Perspectives	from	the	HIE	Community

Betsy Pilon
Parent and Executive Director

Hope for HIE
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A little bit about the HIE Community



A little bit about the HIE Community



Patient-Family Perspectives of 
Participating in Clinical Trials

• Lucy (pictured age 6 in Cleveland Clinic 
article on ESES, now age 9!)

• Dosed with IVIG, no improvement
• Enrolled in ESES clinical trial
• Minimal improvements in EEG
• Unblinded, placebo given
• Compassionate access given
• Significant improvements in both EEG 

& skill development
• What’s Next?



Barriers for Patient-
Families
• Equity in Access
• SDOH
• Feasibility for families to travel
• Access after trial is closed
• Support
• Communication about 

enrollment, during participation & 
after

• Coordination with home medical 
team



Lessons Learned

Overview

Enrolled 501 babies with HIE

SOC plus adjuctive – 
Erythropoietin (EPO)

Negative study

Considered one of the most 
successfully-run trials in HIE

Issues
• Education about condition
• Follow up completion
• Communication with 

families
• Attrition

https://www.nejm.org/doi/full/10.1056/Nejmoa2119660

We…stopped	after	two	years.	We	couldn’t	
keep	up	with	the	appointments	with	us	
both	working	full	time,	therapy	and	being	

pregnant	with	number	2



Family Perspectives

• Enrolled at Cook Children’s
• Parents had no idea Rae was diagnosed with HIE (found out in 

a fetal-maternal hemorrhage group, referred to Hope for HIE)
• Rae is 5 now!

Jamie & Rae



Solutions: Patient-Family Clinical Trial Participation

Partner with Patient Advocacy Organizations 
to leverage & coordinate support resources – experts 
in patient-family engagement

Strategic communication and planning for phases 
of research and clinical trials

Education for families about clinical trials, post-trial 
care & regulatory processes











Solutions: Patient-
Family Clinical Trial 
Participation

Strategic communication 
and planning for phases of 
research and clinical trials

Considerations:
• Accessibility
• Literacy
• Technological acumen
• Communication preferences



Solutions: Patient-
Family Clinical Trial 
Participation

Education for families about 
clinical trials, post-trial care & 
regulatory processes

https://neonatalseizureregistry.ucsf.edu https://www.npeu.ox.ac.uk/dolfin



Trial Dilemmas:
The PI’s Perspective
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Essential Elements for Trial Success

ü Realism

ü Transparency

ü Communication

ü Teamwork



• Population: Do you have the patients? If not locally, where?

• Interest: Do the patients want to participate?

• Feasibility: Do you have the staff and the time to do it well?

• Competition: Does it exist with yourself or other sites?

Be realistic about who you can enroll



Access
• Enrollment strategy: Sponsor vs Institution
• Equitable access to all eligible

Process
• Avoid mistakes by recognizing poor processes (and sharing them)
• Advocate for patients, staff, and yourself

Maintain transparency through the trial



• Engage external influencers (social media, et al)

• Maintain enthusiasm for the long haul
o Continued enrollment
o Ensuring quality data for the long term

Manage intra-trial dilemmas



Despite best efforts, clinical trial protocols are rarely perfect. In some cases, investigators may 
need to revise the protocols after the trial has started to improve the patient experience or for 
other reasons.

Tabletop Discussion
Think about an instance where a trial protocol might need to be improved:
• What are some typical challenges you might see in trial design?  
• How could stakeholders help support a needed revision? For example: 

o Investigators/staff: How would you address this with the sponsor?
o Sponsors: How do evaluate and rectify need for protocol amendments?

Dilemma: Imperfect Protocols



Clinical Nurse Perspective on Protocols



Keep the referring provider “in the know”
• Clarify do’s and don’ts per protocol

• Provide patient status updates throughout the trial

• Encourage a continued patient relationship with the referring provider

Maintain relationships



Dilemmas after the trial
All Good Things Come to an End



Returning to “standard” clinical care after a trial can be both a blessing and a 
curse for patients. The transition can be difficult for everyone involved.

Tabletop Discussion
• What are some of the toughest challenges for stakeholders during the transition 

back to a primary provider? 
o What do patients and families experience in that transition?
o What do primary providers experience when resuming care of patients exiting from 

their clinical trial?
o What do investigators face, especially when a patient wants to remain in their care? 

• What steps could mitigate these challenges?

Dilemma: Return to Primary Care



Clinical Nurse Perspective when Trial Ends



Patient transition back to “standard” care can be tough
• Frequency of visits decreases
• Access to care team often diminished
• Reporting everything isn’t necessarily required anymore
• Responsibility for scheduling goes back to the patient

Transition back to the referring provider after study completion
• Familiarity with new treatment may be limited
• Patient desire to remain under study physician’s care

Breaking up is hard to do



Tabletop Discussion
• What issues can you imagine during this transition? For example: 

o Managing the supply of medications 
o Working with insurers
o Demand for the product from patients not in the trial
o What else?

• What steps could stakeholders take to mitigate these challenges?

Dilemma: Transitioning



Clinical Nurse Perspective on Transitioning



• When will the study drug supply end?
• Insurance dilemmas

o Insurance formulary
o Prior authorization
o Specialty pharmacy and REMS programs
o Study dosing vs FDA approval
o Insurance denials over-step therapy
o Out-of-pocket expense

• Managing the demand for product from patients not in the trial

Moving to a commercial product



ü De-centralized study design

ü Virtual visits

ü New outcome measures

Clinical trials of the future



Stretch Break



After FDA Approval
Michael Storey, PharmD, MS 

Medication Use Strategist
Nationwide Children’s Hospital
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Welcome to beautiful British Columbia!
My	home	away	from	home

Me 72 hours before an injury leading to 
a controlled clinical trial enrollment



FDA Approval Process

Preclinical 
Trials

Phase 1 
Trials

Phase 2 
Trials

Phase 3 
Trials

NDA or 
BLA

Phase 4 
Trials 

Rare 
Disease



Accelerated FDA Approval Process

Preclinical 
Trials

Phase 1/2 
Trials

Phase 2/3 
Trials

Accelerated 
Approval

Completion 
of Phase 3 

Trials

FDA Clinical 
Approval

Phase 4 
Trials



FDA Approval Process

• Most new FDA approvals are specialty drugs

• Often for rare diseases or subpopulations of a disease

• Accelerated Approval – based on a surrogate endpoint
o FDA expects clinical trials to be completed after this

• Ordinary/Full Approval – based on a clinical endpoint



FDA Therapy Designations
Designation Requirements Benefits

Fast Track
Serious condition with unmet medical need where either 
no therapy exists or a potential improvement over 
existing therapies

More frequent meetings and communication 
with FDA, eligibility for Accelerated Approval 
and Priority Review, rolling review submission

Breakthrough

Serious condition with preliminary evidence showing it 
may have a substantial improvement over existing 
therapies on a clinically significant endpoint

• All Fast Track Benefits
• Intensive guidance from FDA from as early 

as Phase 1
• Engagement with senior FDA leaders

Accelerated 
Approval

Serious condition with unmet medical need and clinical 
trial data showing improvement of a surrogate endpoint 
with reasonable expectation of correlated clinical benefit

Approval years earlier than could be possible 
with a clinical trial with a clinically meaningful 
endpoint

Priority Review Serious improvement in safety or efficacy of treatment 
for a serious condition

Review of NDA or BLA within 6 months rather 
than 10 months

https://www.fda.gov/patients/learn-about-drug-and-device-approvals/fast-track-breakthrough-therapy-accelerated-approval-priority-review



Advocacy Leaders Play Key Roles
• Support clinical trials

o Financial support for investigator-initiated trials
o Patient support for expenses not covered by trials

• Coordinate comments to regulators
o Advisory committee meetings
o Sometimes in other settings – public forums, private meetings

• Advocate for regulatory options
o Access pathways and regulatory flexibility
o ”Right to Try” legislation



Pharmacists Support Patient Access
• Some diseases have complicated screening needs or patient 

education
• Assist/review prior authorizations
• Coordinate product availability to ensure patients get 

medications
• Therapy onboarding – contracts, budgets, and formulary

o Often begins months before approval



High Cost of New Therapies
• New gene and cell therapies are $2M+
• Several therapies that can exceed $1M per year with weight-

based dosing
• Some new therapies have high manufacturing costs
• Offset other expenses

o Other medications
o Other healthcare
o Personal/societal costs



High Cost Is an Access Issue
• Hospitals/providers need cashflow to provide 

therapies
o Can take months to be paid
o Often require single case agreements or 

contract amendments

• Insurers may be hesitant 
to cover

• Patient assistance 
programs



Insurance denials
• Clinical denial – clinical policy covers the drug, but not for this 

patient based on clinical characteristics

• “Experimental and investigational” – clinical policy may not 
cover for any patient

• Excluded benefit – administrative denial based on plan-
specific design in self-funded/employer-sponsored plans



Self-funded Plans
• Most large employers are self-insured

• Reduces total cost of health insurance for 
employer

• Flexibility in benefit design

• But what happens when there is a huge 
expense?
o Excess Insurance (or Stop-Loss) covers costs over a 

certain threshold

Stop Loss 
Payment
$800,000

Plan Payment
$200,000

Example 
$1,000,000 claim



Under-represented populations
• Research often focused on easier populations to study

o Most common forms of disease
o Socio-economically
o Geographically
o Culturally

• Rare diseases often have very small trials
• Downstream complication is getting coverage for 

heterogeneous patients
o What can we extrapolate for safety and efficacy?



Ethics in implementing a new therapy
• Clinic capacity

• Prioritization of patients

• Management of insurance denials

• Management of referrals



Case Example

• Approved June 22
• Approved for 4 and 5 year olds
• Largest sites had more than a dozen kids
• Benefit likely greatest with early treatment
• Many patients seen at a clinic far from their home
• Weekly monitoring required

delandistrogene moxeparvovec-rokl



In summary…
• Approval ≠ Access

• The pathway to FDA approval can vary, which can 
have implications for insurance coverage

• Implementing high-touch therapies can require 
extensive team planning



Key Take Aways 

Erika Fullwood Augustine, MD, MS 
Associate Chief Science Officer and Director of the Clinical Trials Unit
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Paired Discussion
• What	insights	are	you	taking	away	

from	today’s	symposium?



My Take Aways…
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