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Rationale — Why we did it

The complexity of informed consent forms
makes it hard for potential study participants
to make informed decisions .

Office for Human Protection (OHRP) Common Rule*
requires consent forms begin with concise and focused
key information help subjects understand why they may
or may not want to participate in research organized
and presented to support understanding.

Why: Research informed
consent forms are hard to read

* Protection of Human Subjects Regulations, New Common Rule. Vol. 82, No. 12 Fed. Reg, Pg. 7265 (January 19, 2017)
General Requirements for Informed Consent, § .117 a.5.i



Aim — What we did

 Develop valid and reliable tool to assess
readability, understandability, and
actionability of key information on
informed consent forms

e Reduce complexity and support research
informed consent decision-making

What: Develop a tool (checklist) to
evaluate and reduce complexity of key
information on informed consent forms



Methods — How we did it

* ldentified criteria for assessment — reviewed
health literacy and plain language measures

 Established face and content validity —
selected assessment items through expert review

e Conducted reliability testing — with study

coordinators and others familiar with consent How: Literature review, expert
. validation, rater reliability
e Conducted end user testing — with study testing, end-user review and

participants to obtain evidence of validity virtual focus group



Results — What we found

Constructs of Interest Definition and Indicators

Fa ce a n d co nte nt Va I id ity Construct Definition Indicator

Readability Key information on informed consent
. e . . form is easy to read when:
- |dent|f|6d 61 Crlterla fOI" - Plain language writing and - Plain language writing and
. design principles are present design items on checklist
assessment |tems - Reading grade level is 8.9 or - Flesh-Kincaid grade level
below in Word
- End users (potential study - End users survey

— Defined 3 constructs of interest: P i fenni =

infermation is easy to read
rea d a bi I ity’ u n d e rSta n d a bi I ity’ Understandability | Key information on informed consent
a n d a Ctio n a bi I ity form is understandable when:

- Key information about the study | - Key information content
is included items on checklist
- End users (potential study - End users survey

- Valldated 23 assessment |tem fOf' participants) answer questions

about key information correctly

inC| USIOn On the Initlal CheCk“St Actionability Key information on informed consent

form is actionable when:
- Concept and process of giving - Action item on checklist
informed consent is explained - Confidence scales
- End users (potential study
participants) are confident about
their consent decision

Defined three constructs of interest: Readability,
Understandability and Actionability



Results — What we found

I nte r- rate r Re I ia b i I ity Table 4. Inter-rater Reliability Round 4

Percent Agreement, Fleiss’ Kappa, Gwet's ACL

Percent

— Twenty-four raters applied the tool to key i ——
information on 10 informed consent forms. ltems
with less then 80% agreement revised or
eliminated after each round of testing.

Understandability

— Eighteen items demonstrated almost perfect I B S—(T

percent agreement (.88) and substantial 2 N (T
agreement per Fleiss’ Kappa (Average = .76) and T — O —
Gwet’s AC1 (Average = .77); and almost perfect N ——

# ltemn had perfect agreement “not applicable" and "not present” both correct answers.

i nt ra-ra te r pe rce nt a g reeme nt (Ave ra ge =, 84) . * ltems had higher than expected agreement compared to observed agreement causing negative Kappa.
Percent Agreement per Kappa

Poor (0), Slight (0.01-0.20), Fair (0.21-0.40),
Moderate (0.41-0.60), Substantial (0.61-0.80), or
Almost perfect (0.81-1.0)



Results — What we found
Construct Validity

— Focus group feedback from 16 end users confirmed
key information scored high (94%) by the tool was
easier to read than key information scored low (63%)

RUAKI predicted reading ease
confirmed by end users (potential
study participants)



RUAKI Indicator Score 63% (Before)

A PHASE 2 TRIAL OF INFLIXIMAB IN CORONAVIRUS DISEASE 2019 (COVID-19).
ICF version: 13 Aug 2020

TUFTS MEDICAL CENTER
TUFTS UNIVERSITY
Hematology & Oncology

INFORMED CONSENT TO PARTICIPATE IN RESEARCH

A PHASE 2 TRIAL OF INFLIXIMAB IN CORONAVIRUS DISEASE 2019
(COVID-19).

Key Information: The following is a short summary of this study to help you decide whether
or not to be a part of this study. More detailed information is listed later on in this form.

A person who takes part in a research study is called a research subject. In this consent form
“you™ always refers to the research subject. If you are the legally authorized representative
giving permission for the subject to take part in this study, please remember that “you” refers to
the research subject.

‘Why am 1 being invited to take part in a research study?

We invite you to take part in a research study of an investigational drug, infliximab because you
are diagnosed with COVID-19. The name of the study drug is called infliximab or infliximab-
abda. A research study is when scientists try to answer a question about something that we don’t
know enough about. This research study will be referred te as the “study™ throughout this form.

What should I know about a research study?

e Someone will explain this research study to you.

Plcasc also read all of the following information carcfully.

Whether or not you take part is up to you.

You can choose not to take part.

You can decide to take part and later change your mind.

e Your decision will not be held against you and il will not affect your ability to get
medical carc within Tufts Mcdical Center.

e You can ask all the questions you want before you decide. Do not sign unless you
understand the informatien in it and have had your questions answered to your
satisfaction.

e Ifyou sign this form and decide to take part in this research study, keep a copy of the
signed form for your records. It has information, including important names and
telephone numbers that you may wish to refer to.

Why is this research being done?

COVID-19, which is a respiratory infection caused by a new virus called SARS-CoV2,
currently has no approved treatments. In the majority of cases, the infection causcs no or
mild to moderate symptoms. However, in some cases, the infection can be bad enough to
cause a lot of swelling, pain and injury to the lungs and other organs, leading to breathing
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failure needing a tube or machine for you te breathe. It is thought that the body’s ways of
fighting an infection and the swelling of tissues actually may cause further injury and illness
or worsening of medical problems.

The main purpose of this study is to determine if infliximab or its biosimilar called
infliximab-abda can safely decrease your need for additional oxygen given to you with a tube
or machinc. We also would like to know long it takes for you to get better if you arc really
sick and need intensive care.

A biosimilar is an FDA approved drug that is highly similar to the original drug (infliximab) and
has no significant difference in the safety or effectiveness compared to the original drug. The
study drug will be referred to as infliximab throughout this consent ferm, but includes the use of
its biosimilar, depending on what is available at the time of treatment.

Infliximab is a type of drug called a “monoclonal antibody”. An antibody is a special kind of
protein that your immune (defense) system normally makes to fight bacteria and viruses.
Infliximab works by shutting down the action of a molecule called tumor necrosis factor-alpha
(TNFa) in your body, TNFa. is a protein in the immune system that has been shown to play an
important role in inflammation, including the severe inflammation associated with severe cases
of COVID-19 where the levels of this protein are found to be elevated. The effectiveness and
safety of using infliximab in this conditien are unknown and need to be evaluated which is why
this research study is being conducted.

Infliximab is considered an investigational drug in this study because it has not been approved
for marketing by any health authority (including the Food and Drug Administration) for the
condition being studied (COVID-19) but it has been approved in multiple countrics, including
the USA, for a number of discascs including active rheumatoid arthritis and inflammatory bowcl
disease. Infliximab will be given to subjects enrolled as part of the research study and will not
be available to the participants after they complete the participation in the study, unless their
treating physician decides to give the drug outside a clinical trial or in the event that the drug
becomes FDA approved for this condition.

This study will take place at Tufls Medical Center (TMC) in Boston, Massachusetts. We expect
up to 37 subjects will be cnrolled in this study at Tufts Medical Center.

How long will the research last and what will I need to do?

If you decide to participate, we cxpect that you will be in this rescarch study for up to 28
days starting from the day you receive the study drug.

You will be asked to receive at least one dose of the study drug. You may receive another
dose 7-21 days later at if the treating physician thinks you should have one. You will be
watched carefully for up to 28 days after the first dose or until discharge from the hospital
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RUAKI Indicator Score 94% (After)

You can choose not to take part. If you choose to take part, you Infliximab
can change your mind latcr.

This rescarch study will take place at Tufts Mcdical Center. Your decision to take part or not
take part will not affect your ability to receive medical care at Tufts Medical Center.

Please ask all the questions you have about the study. Do not sign this form until you
understand all the information and have all of your questions answered.

If you decide to take part in this research study, you will sign this form to show you choosc and
consent to take part in the study. Keep a copy of this form because it includes important
information you may want latcr.

Why is this research being done?

COVID-19 is an infcction caused by a new virus called SARS-CoV2, At this time, there is no
drug approved to treat COVID-19. COVID-19 can cause swelling and damage to the lungs.
This may lcad to problems breathing and causc you to need oxygen given in a tube or by
machine to help you breathe.

The main purpose of this study is to find out il the drug infliximab is safe and will help your
lungs. We also want to know how long it will take for you to get better after taking infliximab.
Especially, il you are really sick and need oxygen given to you with a tube or machine,
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e Infliximab is a type of drug called a monoclonal antibody. An antibody is a protein your
immune system makes to fight viruses that cause infections. Monoclonal antibodies are made in
a laboratory to work as drugs. Infliximab works to reduce swelling by shutting down the action
of another protein in the immune system called TNFa. We don’t know if infliximab can shut
down the action of TNFa in COVIDI19 or will reduce lung swelling.

* The Food and Drug Administration (FDA) has approved infliximab to treat some diseases.
Infliximab is an investigational drug in this study because the FDA has not approved it to treat
COVID-19. A biosimilar is a drug that is very closc to the original drug, like a gencric copy.
This study will use both infliximab and a biosimilar called infliximab-abda.

o You will receive infliximab only as part of this research study. You will not be able get
infliximab after you complete this study, unless it is approved to treat COVID-19 by the FDA
and your doctor decides to give it to you

®  This study will take placc at Tufts Medical Center (TMC) in Boston, Massachusctts. We expect
up to 37 paticnis with COVID-19 will take part in this study.

* You will not receive any payment for being in the study.
How long will the research last and what will | need to do?
*  We expect this study will take up to 28 days starting [rom the day you [irst receive infliximab.

o You will get at least one dese of the study drug. You may get another dose 7-21 days later if
your doctor thinks it may help you. We will watch you carefully for up to 28 days after your first
dose or until you leave the hospital.

*  Your will get standard blood tests as part of your usual care in the hospital. The study doctor
will ask for extra blood samples for a Lotal of up to 3 times on the 1st, 3" and 14™ days ol the
study or on the day you go home. If you leave the hospital before the 28" day of the study, we
will call you for an update on day 28. We will ask you questions about your health which will
take about 30 minutes of your time.

® For more details about what will happen as part of the study, please read “Procedures to be
Followed” later on in this form,

Is there any way being in this study could be bad for me?

s You will receive your does of Infliximab intravenously (through an IV in your vein). We do not
know all the risks involved in getting infliximab intravenously with COVID-19 infection.

e We do know somec of the risks and side effects of infliximab. Some paticnts may get more
infections. I you arc getting other drugs that alleet your immune system, your risk of scrious
infection could be greater.
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Limitations — What we can’t say

e Focused only on small summary section of the informed consent
document recently added under the final common rule.

e Consent document key information section cannot be presented
as a substitute for full informed consent discussion.

e Despite good percent agreement, inter-rater reliability measured
by Kappa was negative for some items is known problem.

e Study only tested small, convenience sample of key information
sections (n=10) raters (n=24) and stakeholders (n=16).



Implications — What we shared



Next Steps — What we do next

+ The higher the score, the easier the key information is to read, understand, and act on.

6 | Headers. Sections or chunks of information are labeled with
headers. Headers clearly describe sections so readers can
scan and find information.

Ll yes=1

LINo=0

7 | Font type and size. Font type or style is easy to read. Font
size is at least 11-12 point.

LIyes=1

[INo=0

8 | White space. Uses bulleted or numbered lists to increase
white space on the page.

[yes=1

[MNo=0

9 | Image. Contains at least one image that is related to the
topic of the study. Not a logo.

[Tyes=1

[TNo=0

Understandability

10 | Purpose of the study. Includes a statement that says, “the
purpose of the study is...” Purpose of the study is stated,
rather than implied.

[1yves=1

[INo=0

11 | Main reason to join the study — benefits. Includes
description or list of potential benefits to participants or
others.

[Jyes=1

[ONo=0

12 | Main reasons not to join the study — risks. Includes
description or list of potential risks to participants.

[Jyes=1

U No=0

13 | Information being collected. Describes the information that
will be collected from participants and about participants.

Ll yes=1

LINo=0

14 | Study procedures. Describes what participants will need to
do AND how much time it will take.

[IYes=1

[INo=0

15 | study is research. Includes a statement that says, “study is
research” or “research study” not just consenting to
treatment.

[1yves=1

[INo=0

16 | Participation is voluntary. States that participation is
voluntary, that participants have a choice to be in the study or
not.

[Tyes=1

[TNo=0

17 | Costs and compensation. Describes any financial
payments (or costs) to study participants.

[Mves=1

[MTNo=0

Actionability

18 | Consent Process. Describes the process by which the
reader gives their consent, either by signing a document,

verbal agreement, via computer, or other.

[Myes=1

[MTNo=0

Readability Rating
Language
1 | Active voice. Uses active verbs (e.g. will use) rather than TYes=1| [JNo=0
passive verbs (e.g. will be used) all or most of the time, more
than 90% of the time.
2 | Word choice. Avoids scientific jargon (i.e. hypertension). TYes=1| [1No=0
Uses words readers are familiar with (i.e. high blood
pressure) all or most of the time, more than 90% of the time.
3 | Topic definition. Provides a definition of the main disease or TYes=1| [JNo=0
topic the study is about.
4 | Numbers. Avoids mathematical calculations including [lyes=1| [INo=0
comparison of numeric probability of risk.
5 | 8th grade or below. Reading grade level calculated in JYes=1| [INo=0
Microsoft Word is Flesch-Kincaid Grade Level 8.9 or below.
Design

1 protection of Human Subjects Regulations, “Final Rule”. Vol. 82, No. 12, Fed. Reg, Pg. 7265 (January 19, 2018)
(General Requirements for Informed Consent, §_.116(a)(5)(i)

Total
Divide by
Multiply by 100

Score

18

%

How to calculate sore: Add total items present (Yes = 1). Divide by number of items
(18 items}). Multiply by 100 to get percent score. The goal is 18 / 18 x 100 = 100%.

How to interpret score: The higher the score, the easier the key information is to read,
understand, and act on. For example, key information with a score of 94% is easier to
read than key information with a score of 77%. Revise items that are not present (No =

0) to increase percent items present score.
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