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Learning Objectives

|dentify the required and additional elements of informed consent.

Understand when consent and/or re-consent is required.

|dentify how to document consent and/or re-consent.

Understand the eConsent process and documentation.
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Training Agenda

Agenda Item SLIDE #s
What is Informed Consent? 4-5
Elements of Informed Consent 6-16
Consent and Re-consent Process

Electronic Consent / eConsent / elC

Summary

Resources
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What is Informed Consent?
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Informed Consent in Research

* The informed consent process is the critical communication link between a prospective research
participant and an investigator, beginning with the initial approach of an investigator to the potential
participant (e.g., through a flyer, brochure, or any advertisement regarding the research study) and
continuing until the completion of the research study.

* The requirement to obtain the legally effective informed consent of individuals before involving them
in research is one of the central protections provided for under the Department of Health and
Human Services (HHS) regulations.

* This requirement is founded on the principle of respect for persons, one of the three ethical
principles governing human subjects research described in the Belmont Report. The principle of
respect for persons requires that individuals be treated as autonomous agents and that the rights
and welfare of persons with diminished autonomy be appropriately protected.
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https://www.hhs.gov/ohrp/regulations-and-policy/guidance/faq/informed-consent/index.html
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Elements of Informed Consent
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HHS - 45 CFR 46.116: General Requirements

informed consent

Yale Human Research Protection Program

* General requirements for informed consent
apply to both written and verbal consent
procedures.

* Informed consent requirements apply unless
a waiver or alteration of informed consent
has been issued by the IRB.

* Yale has not adopted Broad Consent.



HHS - 45 CFR 46.116: General Requirements

* (a)(1): Informed consent will be obtained from the T mmmm—————
potential participant or the potential participant’s :
legally authorized representative (LAR) before the
research procedures begin.

* (a)(2): Infformed consent will be sought only under
circumstances that provide the potential
participant with sufficient opportunity to discuss
and consider whether to participate and that
minimize coercion or undue influence.

* (a)(6): No exculpatory language may be included.
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HHS - 45 CFR 46.116: General Requirements

(2)(3): The information will be given to the potential participant in understandable language.

(2)(4): The information will include all details that a reasonable person would want to have to make an
informed decision about whether to participate and an opportunity to discuss the information.

* (a)(5)(i): Informed consent will begin with a focused presentation of the key information that is most
likely to assist a potential participant in understanding why someone might or might not want to
participate in the research. Key information must be presented in a way that facilitates comprehension.

* (a)(5)(ii): The entire informed consent must provide information with enough details about the research
and be organized in a way that facilitates the potential participant’s understanding of why someone
might or might not want to participate in the research.
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HHS - 45 CFR 46.116: Basic Elements
« B)(I):

» A statement that the study involves research
* An explanation of the purpose(s) of the research
* Expected duration of participation

* Description of procedures
* |dentification of any procedures that are experiments

* (b)(2) + (b)(3):
* Description of reasonably expected research-related risks/discomforts to the participant
* Description of reasonably expected research-related benefits to the participant or others

* (b)(4):

* A disclosure of any alternatives to the research that may be advantageous to the participant, such as
alternative procedures or treatment or other research studies.
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COMPOUND AUTHORIZATION AND CONSENT FOR PARTICIPATION IN A RESEARCH
STUDY

YALE UNIVERSITY

Study Title: [insert the fitle of the study.]

Principal Investigator (the person who is responsible for this research): [insert name and
mailing address.]

Phone Number: [[Insert the Pl's phone number].

24-Hour Phone Number: [if appropriate, insert the 24-hour phone number. Otherwise, delete the
entry.]

Research Study Summary:
We are asking you to join a research study. (b)(1)
The purpose of this research study is to finsert the purpose of the study.] (b)(1)
Study procedures will include: [insert summary of study procedures.] (b)(1)
[Number of visits] visits are required. (b)(1)
These visits will take [Mumber of hours] hours total. (b){1)
There are some risks from participating in this study. [lnsert summary of the study risks.J(b)(2)
The study may have no benefits to you. [Describe benefits of the study fo others. If there are
expected benefits to subjects, revise the sentence and describe the benefits.] (b)(3)
There are other choices available to you outside of this research. [Describe alternative
procedures or treatments outside of the study. If none, you can delete the entire bullet point.]
(b)(4)
Taking part in this study is your choice. You can choose to take part, or you can choose not
to take part in this study. You can also change your mind at any time. Whatever choice you
make, you will not lose access to your medical care or give up any legal rights or benefits.
If you are interested in learning more about the study, please continue reading, or have
someone read to you, the rest of this document. Take as much time as you need before you
make your decision. Ask the study staff questions about anything you do not understand.
Once you understand the study, we will ask you if you wish to participate; if so, you will have
to sign this form.

Why is this study being offered to me? (b){1)

We are asking you to take part in a research study because Explain briefly why the prospective
participant is eligible to participate.]. We are looking for If appropriate, sfate the approximate
number of participants and/or research sites involved in the study.] participants to be part of this
research study.

Who is paying for the study?
[List all organizations/entities providing monetary support for the study, regardless of whether

funds are received directly or through another organization (such as a cooperative group or
foundation.)

Who is providing other support for the study?
[List any organizations/entities providing non-monetary support only, such as a free study drug.]

HHS - 45 CFR 46.116: Basic Elements

What is the study about? (b)(1)
The purpose of this study is to [Insert the purpose of the study.]

What are you asking me to do and how long will it take? (b){1)
If you agree to take part in this study, this is what will happen: [describe the study procedures
clearly, in roughly chronological order.]

What are the risks and discomforts of participating? (b}(2)

How will | know about new risks or important information about the study?
We will tell you if we learn any new information that could change your mind about taking part in
this study.

How can the study possibly benefit me? (b)(3)

How can the study possibly benefit other people? (b)(3)
The benefits to science and other people may include a better understanding of |[Describe
benefits of the study o others.]

Are there any costs to participation?

If you take part in this study, you will not have to pay for any services, supplies, study procedures,
or care that are provided for this research only (they are NOT part of your routine medical care).
However, there may be additional costs to you. These can include costs of transportation and
your time to come to the study visits. You or your health insurance must pay for services, supplies,
procedures, and care that are part of your routine medical care. You will be responsible for any
co-payments required by your insurance.

[Alternative wording if there are no costs to participants:]
You will not have to pay for taking part in this study. The only costs include transportation and
your time coming to the study visits.

Will | be paid for participation?

You will be paid for taking part in this study. [Describe form of payments and the amounts, and
any reimbursements.] You are responsible for paying state, federal, or other taxes for the
payments you receive for being in this study. Taxes are not withheld from your payments.

What are my choices if | decide not to take part in this study? (b)(4)

Instead of participating in this study, you have some other choices.

You could:
Get treatment without being in a study. [Describe whether the same treatment is available
without participating or other alternafive freatment options might be available and
advantageous fo participant]
Take part in another study.
Receive comfort care only, without any treatment for your disease.




HHS - 45 CFR 46.116: Basic Elements

* (b)(5): A statement describing the extent (if any) to which confidentiality of records identifying the
participant will be maintained.

* (b)(9): Research that involves the collection of identifiable private information or identifiable biospecimens
must include one of the following descriptions:

How will you keep my data safe and private? (b)(5

Ve will keep information we collect about you confidential. We will share it with others if you agree

* That Identlflers mlght be removed and that’ after to it or when we have to do it because U.5. or State law requires it. For example, we will tell
removal the information or biospecimens COUId somebody if you we leamn that you are hurting a child or an older person.
’
be used for future research or distributed to
anOther Investlgator fOI" fUtLI re researCh WIthOUt We will also share information about you with other researchers for future research but we will
additional informed consent from the Participant not use your name or other identifiers. We will not ask you for any additional permission.
if this might be a possibility; OR

When we publish the results of the research or talk about it in conferences, we will not use your
name. If we want to use your name, we would ask you for your permission.

(b}{9):
One of the following statements must be included:

* Participant’s information or biospecimens

(1) That identifiers might be removed from the identifiable private information or identifiable

collected as part Of the research WI” NOT be biospecimens and that, after such removal, the information or biospecimens could be used for future
research studies or distributed to another investigator for future research studies without additional
used or distributed fOI" fUtU re research use even informed consent from the subject or the legally authorized representative, if this might be a
possibility; or (2) A statement that the subject’s information or biospecimens collected as part of the
|f the identifiers are removed. research, even if identifiers are removed, will not be used or distributed for future research studies.

If you do not plan on sharing information for future research revise the last statement starting with

Yale Human Research Protection Program 'We will also share...".




HHS - 45 CFR 46.116: Basic Elements

* (b)(6): For research involving more than minimal risk:

*  Whether any compensation and/or medical treatment are available in the case of an injury
* If so, what the compensation and/or medical treatment consists of
*  Where additional information can be obtained

This section 1s a required element of informed consent for all research presenting
greater than minimal risk. It should also be used for minimal nsk research that
presents the potential for physical harm. If this section does not apply to your studly,
delete it.

Yale expects the for-profit entiies sponsoring the research fo cover the cost of
treatment of injunes sustained as a direct result of participation in the research.

Yale does not normally provide any form of compensation for injury or lost income. In
studies sponsored by a non-profit entity (e.g., investigators own funds, federal
funding, or a private non-profit orgamization), participant or hisfher insurance can be
billed for cost of treatment.

See the sample lanquage in the Consent Glossary.
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HHS - 45 CFR 46.116: Basic Elements

* (b)(7):
* Who to contact to answer questions about the research and research participants’ rights
* Who to contact if the participant experiences a research-related injury

Who should | contact if | have questions?
Please feel free to ask about anything you don't understand.

If you have questions later or if you have a research-related problem, you can call the Principal
Investigator at Insert the Pl's phone number.

Question

If you have questions about your rights as a research participant, or you would like to speak with
someone other than the Principal Investigator or study team to discuss problems, concerns, or
questions, or to obtain information or offer suggestions, you can call the Yale Institutional Review
Boards at (203) 785-4688 or email hrpp@yale edu.

Yale Human Research Protection Program



HHS - 45 CFR 46.116: Basic Elements

* (b)(8): A statement that includes the following elements:

* Participation is voluntary.

* Refusal to participate will not result in
penalties or loss of benefits to which the
participant is otherwise entitled.

* The participant may discontinue participation
(withdraw) at any time without penalty or loss
of benefits to which the participant is
otherwise entitled.

Yale Human Research Protection Program

What if | want to refuse or end participation before the study is over? (b)(B

Taking part in this study is your choice. You can choose to take part, or you can choose not to
take part in this study. You also can change your mind at any time. Whatever choice you make,
you will not lose access to your medical care or give up any legal rights or benefits.

We would still treat you with standard therapy or, at your request, refer you to a clinic or doctor
who can offer this treatment. Mot participating or withdrawing later will not harm your relationship
with your own doctors or with this institution.

To withdraw from the study, you can call a member of the research team at any time and tell them

that you no longer want to take part.

The researchers may withdraw you from participating in the research if necessary. Describe
conditions when that can be true - e.g. because of development of serious side effects.

If there are medical needs required by the participant upon withdrawal, these should be
stated. Any follow-up procedures or assessments accompanying the withdrawal should be
clearly explained. Tailor the statement about the ability to withdraw from participation fo the
specifics of the study. For example, in a study on an expenmental device or surgery, the
subject who has received the infervention can withdraw from the follow-up portion of the
study, but the device will not be removed and the surgery cannot be undone.




HHS - 45 CFR 46.116:Additional Elements

el

[
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.. IT'S JusT A SIMPLE URINE COLLECTION STUDY.
THERE'S THE CUP, AND HERE ARE THE FORMS...

* The IRB may determine it is appropriate to

provide potential participants with one or
more of the additional elements of informed
consent.

The IRB’s determination should be based on
the nature of the research and the local
research context.

If inclusion is appropriate, the additional
elements should be considered just as essential
as the basic elements.
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Consent and Re-consent Processes
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The Consenting Process

* Informed consent is not just a one-time event, but an ongoing process that involves providing
updates about the research as it progresses and addressing any concerns raised by
participants.

* There are required elements of the initial consent to participate:

* Disclosing to potential research participants information needed to make an informed decision;
* Facilitating the understanding of what has been disclosed;
* Promoting the voluntariness of the decision about whether to participate in the research.
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Special Considerations for Informed Consent

* If someone other than the Principal Investigator (Pl) obtains consent, the investigator needs to formally
delegate this responsibility, and the person so delegated must have received appropriate training to
perform this activity.

* If a prolonged period elapses from the date of consent to the date of entry into the study, even if there
have been no changes in the study design or no new significant findings affecting the study, it might be
prudent to re-review the information contained in the consent form with the participant prior to
initiating any research procedures with the participant.

* Minors must be consented as adults once they reach the age of |18 because prior parental permission
and child assent are not equivalent to legally effective informed consent for the now-adult subject.
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Consent Process

* Consider the environment.

* Can be tailored to individual populations.

* Ordinary (lay) language should replace technical terms.
* Be respectful.

* Allow time for questions.

* Can include an oral presentation if this method is approved by the IRB.
* Pictures, models, different font sizes, and creative materials/methods can be used if approved by the IRB.
* Give participants or LARs a copy of the consent/assent. The original signed form is kept by the PI.

* For research conducted in accordance with ICH-GCP E6, the name of the person obtaining consent and
the date must be recorded on the form.

* Special populations may require additional considerations.

Yale Human Research Protection Program



Consent Language Example

You will be randomized to one of three cohorts. For cohort A
will receive standard of care treatment, cohort B will receive an
IM injection of Talimogene Laherparepvec and for cohort C you
will receive the standard of care plus the IM injection of
Talimogene Laherparepvec.

Yal C Human Research Protection Pro gram

You will be assigned to one of three groups. Group A
will receive treatment as usual, group B will receive an
intra-muscular injection of the study drug, and group C
will receive both: treatment as usual and the injection
with the study drug.




Re-Consent Process

* Neither the Common Rule regulations nor the FDA regulations use the term “re-
consent’ or otherwise describe a process for approving the mechanism for providing
new information to subjects who are already enrolled in a research study.

* There is, however, a regulatory provision that when appropriate, significant new
findings developed during the course of the research “that may relate to the subject's
willingness to continue participation will be provided to the subject”. (§46.1 16(c)(5))
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Re-Consent Process

YALE UNIVERSITY
YALE UNIVERSITY SCHOOL OF MEDICINE
YALE-NEW HAVEN HOSPITAL
YALE-NEW HAVEN HOSPITAL: SAINT RAPHAEL CAMPUS
W N SPITAL: SMILOW CANCER CENTER
CONNECTICUT MENTAL HEALTH CENTER.
YALE UNIVERSITY SCHOOL OF PUBLIC HEALTH

* When the IRB determines that new information discovered YALE INIVERSITY SCHOOL OF NURSING
during the course of the research poses new risks to
participants, or if new procedures may impact participant’s Frncp s
willingness to continue study participation, the IRB may require o

that participants:
* Be fully re-consented with an updated consent form;
* Be re-consented with an addendum describing the changes; or

understand the new information, 5] form. This proc

consent. You will receiv opy of form for your records.

* Otherwise be provided with the new information via a script or
information sheet. - tdto 2.3 seterces + o th suect o e avra

3

* The IRB approval letter will outline what type of re-consent or N
notification is required. " ppon

Page 10of 2
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Electronic Consent / eConsent/ elC
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What is eConsent?

* Electronic informed consent (eConsent / elC) refers to the use of electronic systems and
processes to convey information related to the study and to obtain and document informed
consent.

* May include:

e Text
Graphics
Audio
Vido
Other media

* eConsent does not apply to situations where participants sign a hard copy of a consent form,
which is then scanned to create an electronic version and transmitted electronically.
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In-Person vs Remote eConsent

* In Person eConsent: The consent discussion usually occurs in the same physical location, and
the consent document is presented electronically (e.g., via an iPad or tablet) and/or may be

sighed electronically (if documentation of consent is required).

* Remote eConsent: The potential participant reviews the consent document in a location
where they are physically separate from the person obtaining consent. May involve:

* Web-based software

* Encrypted email
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Electronic Sighatures

* Electronic signature (eSignature): A ‘computer data compilation of any symbol or series of
symbols executed, adopted, or authorized by an individual to be the legally binding equivalent of
the individual's handwritten signature’.

* FDA-regulated research: 21 CFR Part || outlines criteria under which FDA considers
electronic records, electronic signatures, and handwritten signatures executed to electronic
records (e.g., signature using a stylus on a tablet) ‘to be trustworthy, reliable, and generally
equivalent to paper records and handwritten signatures executed on paper’.
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“l Agree”

* Clicking “l agree” is not considered an eSignature.

* BUT there are certain circumstances when clicking “l agree” may be permissible:

* The research qualifies for exempt status and signed consent is not required under other requirements (e.g.,
HIPAA, FERPA, GDPR, etc.)

* The IRB has approved a Waiver of Documentation of Consent

* The Privacy Board has approved an alteration of HIPAA authorization (eliminating the signature requirement) for
HIPAA-regulated research involving PHI
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Required Elements

* The eConsent must contain all elements of informed consent required by 45 CFR 46.116, and by FDA
regulations at 21 CFR 50.25 when applicable, unless:

* |RB approves an informed consent procedure that waives or that alters some or all of the elements

* The research is determined to be exempt from IRB review
* The eConsent may be combined with HIPAA authorization when both are presented in electronic format.

* FDA Regulated Research:
* Systems used for eConsent and electronic signature must meet 21 CFR | | requirements

* Electronic system used for eConsent must capture and record the date of consent
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Identity Confirmation

* When the eConsent process takes place remotely and is not

witnessed by the study team, the systems used for eConsent should
include a method to confirm the identity of the signer.

* For FDA regulated research, Part || regulations do not specify a
particular method for verifying the identity of the signer.

* FDA notes that methods may include, but are not limited to:

* Using information from some form of official identification

* Use of security questions

* Use of strong digital login credentials + multi-factor authentication

* Use of video observation
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Sigher’s Copy of the ICF

. The person who signed the consent must receive a copy.

. Paper or electronic copies are acceptable.

. If a paper copy of the informed consent is provided to the person who signed, any information provided via
hyperlinks, websites, or other digital media should be included in print form.

Hyperlinks to information on the Internet included in consent forms should be maintained and remain

accessible through study completion.

. FDA regulations do not require that the participant’s copy include a signature. However, FDA recommends
the copy include the date when the eConsent was signed.
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Designing an eConsent Process

* The consent process should be suitable to the study population and paper-based consent should remain
an option for participants who may need or want an alternative to eConsent.

* Materials should be easy to navigate and facilitate comprehension by allowing the user to proceed
forward or backward within the system, as well as the ability to stop and continue the process later.

* Subjects must have initial and ongoing access to all consent materials, including when the electronic
process includes hyperlinks to information on the Internet or other external documents.

* When approved by the IRB, the use of electronic and paper-based forms of consent is interchangeable
through the lifespan of a study.
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Audit-Ready eConsents

* For the eConsent process to be fully auditable, the following must be accessible by the research team and
any individual or group that may need to review the study records:

* Every version of the eConsent form that is used (including each
version of a revised eConsent form);

AND

* Each individual participant’s signed or accepted eConsent form).
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Submitting eConsent for IRB Review

eConsent Platform
Methods of Contact
Discussion

Access

Delivery

Identity Verification
Passwords

Special Considerations
Confidentiality
Recording
Feedback/Questions
Tech Support
Withdrawal

Specify which electronic platform(s) will be used.

Describe how participants will be contacted and the method used.

Explain whether the eConsent discussion will be in-person or remote. If remote, which technology will be used?

Describe how participants will have access to the eConsent Form prior to discussion.
Explain how the eConsent form will be provided.

Detail the methods used to verify the participant’s identity

Explain if and how passwords will be provided for accessing the eConsent form.

Cover scenarios involving non-readers, non-English Speakers, or LARs.

Address how confidentiality concerns related to e-communication will be managed.
Describe iffhow consent will be recorded and how recordings will be managed securely.
Describe how participants can ask questions or provide feedback during consent.
Explain how technical issues will be handled during the eConsent process.

Describe how participants can withdraw their consent and how data will be handled post-withdrawal.
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Summary

* The informed consent process is the critical communication link
between a prospective research participant and an investigator.

* Informed consent is an ongoing process that involves providing
updates about the research as it progresses and addressing any
concerns raised by participants.

* Electronic informed consent refers to the use of electronic
systems and processing to convey information related to the
study and not obtain and document informed consent.

* Key Regulations: 45 CFR 46.116;21 CFR 50.25;21 CFR I1.

Yale Human Research Protection Program
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Resources

Yale HRPP Guidance on the use of Electronic Consent in Research involving Human Subjects
* Yale HRPP 21 CFR Part I | Compliance Guidance
* FDA Part || Guidance

* Consent/assent form templates

* Consent addendum template
e HHS Informed Consent FAQs

* HHS New Information Provided to Previously Enrolled Subjects

* HRPP Policy and Procedure Manual

* HRPP Investigator Manual
* Common Rule (2018)
* IRB Questions: hrpp@yale.edu
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https://your.yale.edu/sites/default/files/files/ResearchSupport/eConsent%20Guidance_FINAL_20250331.pdf
https://your.yale.edu/sites/default/files/files/ResearchSupport/Part%2011%20Guidance_FINAL_20230331.pdf
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/part-11-electronic-records-electronic-signatures-scope-and-application
https://your.yale.edu/research-support/human-research-protection-program/policies-procedures-guidance-and-related-0
https://your.yale.edu/sites/default/files/files/ResearchSupport/HRPP/Consent%20Addendum_20200724.doc
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/faq/informed-consent/index.html#:%7E:text=The%20informed%20consent%20process%20should,seek%20clarification%20from%20the%20investigator.https://www.hhs.gov/ohrp/sachrp-committee/recommendations/april-7-2020-attachment-a/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/faq/informed-consent/index.html#:%7E:text=The%20informed%20consent%20process%20should,seek%20clarification%20from%20the%20investigator.https://www.hhs.gov/ohrp/sachrp-committee/recommendations/april-7-2020-attachment-a/index.html
https://your.yale.edu/research-support/human-research-protection-program/policies-procedures-guidance-and-related-2
https://your.yale.edu/research-support/human-research-protection-program/policies-procedures-guidance-and-related-3
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46
mailto:hrpp@yale.edu

Upcoming IRB Essentials Sessions

Monday, June 30, |0am

Learn key definitions related to untoward research events (e.g., UAP, NC, AE, SAE,
PD, etc.) and how to submit Reportable New Information applications in IRES IRB.

Monday, July 28, 10am

Learn the process for requesting use of a non-Yale IRB, local requirements, and
ongoing responsibilities toward the Yale HRPP.

Yale Human Research Protection Program
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https://yale.zoom.us/meeting/register/1Zwi2DQ8QLefvjmX2nygoA#/registration
https://yale.zoom.us/meeting/register/qGS4V_1dQiS4xStR7xr5bw#/registration

Yale Human Research Protection Program

Questions?

o

Questions? Contact HRPP@yale.edu Yale muman Research Protection Program
Yale HRPP WVebsite



mailto:HRPP@yale.edu
https://your.yale.edu/research-support/human-research-protection-program
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