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Study Objectives

To determine the ethical considerations investigators
encountered and negotiated, designing and
conducting the first NIH-funded RCT of an
autonomous Al and related clinical trials.

PROJECT SUMMARY

Research Question

How do clinical investigators recognize and
navigate ethical issues in the design and conduct of
clinical trials of Al?
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Study Design

* Qualitative study using semi-structured interviews
with investigators involved in the design and
conduct of clinical trials of Al for diabetic
retinopathy screening.

METHODS

Participants

« We employed purposeful sampling to engage
investigators from the ACCESS study.

« We used snowball sampling for additional insights
from those involved in related trials of
autonomous Al




RESULTS

We interviewed a total of eleven participants.

Six were from the NIH-funded ACCESS RCT,
Including investigators, regulators, biostatistician.

Three investigators from an RCT in a developing
country.

Two investigators from the private sector.



KEY THEMES

There were unresolved ethical questions for all
seven principles. These issues included:

* Measuring social value
 Establishing scientific validity
 Ensuring fair subject selection
« Determining risk-benefit ratios
* Obtaining informed consent



Social Value

What are social values of Al that should guide
design of study outcomes, and how could these
outcomes be measured?

*  Difficulty in defining and agreeing on the social value Al adds to
clinical trials.

 Challengesin designing study outcomes that effectively
measure the social value of Al.

"I think we should see what [social value] (s
from the patient's perspective that would be

beneficial and then identify and measure that

potentially with a quantitative metric.” (008)
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Scientific Validity

What do you compare the Al to, to ensure
that the trial is scientifically valid?

*The challenge of integrating Al model outputs into existing
clinical workflows adds complexity to trials.

*Difficulty in finding an appropriate benchmark for Al, unlike
more straightforward comparisons in drug trials

"l think - you know - there are some issues
with Al around [scientific validity] because it's
more of a systems intervention...it's hard to
see whether individual randomization really

makes sense.” (001)



Fair Subject

Selection

How do you select trial participants fairly,
when current access to care (and gold
standard validations) (s already disparate?

=  Fair subject selection emerged as a critical focus area.

= Challenges in using Al tools to expand screening access
due to existing health disparities and socioeconomic factors.

“It’s tricky to ensure equitable access to Al screening,
especially for those less likely to receive regular
diabetes care. Monitoring the prevalence of diabetic
retinopathy post-Al implementation and understanding
the reasons behind disparities in screening rates and

follow-up care are crucial.” (002)



What are important barriers to informed
consent (n clinical trials of Al?

=  Key barriers include privacy concerns and the challenge of
explaining Al's technical aspects for informed decisions.

= Difficulty in ensuring understanding of privacy and
confidentiality with Al tools.

= Transparency in participants' data use for Al development.

| ﬂfO 'm ed CO nsent “The short answer is... that the informed consent that

we've been using for a very long time, and really not
suttable for digital health and not suitable for Al for

many, many reasons. And IRB committees in general
don't understand Al, so the whole system needs to be

reconsidered.” (009)

Stanford

MEDICINE




This study highlights practical ethical challenges investigators need

to consider and negotiate in conducting clinical trials of Al

exemplified by the diabetic ret creening use-case.

Fair Subject Selection

* How to ensure fair subject

selection given healthcare
accessibility disparities?
* How to ensure fair subject
Social Value

selection when Al is targeted
toward marginalized patient
* What social values should groups?
guide the design of Al study

outcomes? .
* How should these outcomes ok B
when uncertain?

be maasurad? * How to explain Al's pros
and cons during consent?
Ethical
L TRy & e

Informed Consent

* Should patient data in Al
trials be compensated

Considerations in
Clinical Trials

—*. mbj-m

f * What are the minimum
. ) o . requirements for informing
Artificial Intelligence participants about study benefits
and risks?
* Are participants informed about
known algorithmic biases?

Clinical Value Favorable

risk-benefit ratio

* Does Al improve clinical * How to determine the risk-
outcomes, by which metrics? benefit ratio for under-

+ How can the generalizability of represented patient groups,
Al be compared across particularly when the specific
contexts? risks of Al in these groups are

unknown?




FUTURE WORK

Expand empirical research to understand ethical
challenges in diverse clinical settings.

Develop comprehensive ethical frameworks tailored
to Al's unique attributes in clinical research.

Strengthen normative guidelines to safequard patient
safety in Al trials.
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