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When a child is diagnosed with a rare disease, it is normal

for families to have many questions. Some families wonder

about whether they should join a research study. This new
didgnosis may be the first time a family has thought

dbout clinical research.

Whether your family has been asked to join a research
study or you dre just curious to explore what research
might look like for your family, the goal of this guide is to
help you understand your options.

Ooften, families learn about clinical research from the
team running the study. It can be helpful to get
information from many different sources and points of
view. The goal of this guide is to give you the information
you need to make a truly informed decision about what is

right for your family.

Throughout the guide, you will find ideas about helpful

questions to dsk researchers about their study.
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The purpose of medical research is to help answer scientific questions

about diseases and how to treat them.

Basic Seience Keseardh
Basic science research is done on samples in a R
lab. Scientists can studj cells, genes, proteins, %
and chemicals. They may use samples from
animadls or from humans, or even cells that

they grow in a test tube.

Transtational
: (‘Bercdto-Bedsids’)
. NO Kesearch

O(—/ When basic science resedrchers make a
discovery (“at the lab bench”), translational
researchers help find ways to test that

discovery in humans (clinical research).

Livical Kesearch
Clinical resedrch uses data from humans to
understand health and disease. This includes
clinical trials that test whether a new medicine
works, and also many other types of studies.



Many different people must work together to find a new treatment for

a disedse.

/% docfor discovers a new\
rare disease. She writes
about it in medical sa

journals so that other
doctors can learn about
it, too. /% basiv scienlist figures N
\ / out which gene causes the

disease. He publiskes this so
& that others can learn
about it, too.
VRN | y
(" A divisal, researdher asks ) LU

people with the disease to be in
A reseadrch s’cuoij. She gives
participants a survey to figure

out how the disease affects 4 4 basic scierlis! does )
, - 2 oe

them. She collects blood or .
testing on those so\mples to
other samples from them, to be
learn more about the

K used for more resedrch. / disease. He publishes his

\ findings. Y




(" Ancther basic scientiet sees )
that scientist’s results and

discovers a new medicine
that might be helpful to N
treat the disease.
\ J

(" A travslational researcher figures

out how to give that medicine to

humans. Should it be a pill or a
shot? How many times a day does it

have to be taken? He looks at the

clinical researcher's data to decide

f how to measure whether the
K medicine works. /
O Adivial O

researiher |eads

severdl clinical trials

|% to see if the

medicine is safe and

/ The TVA reviews \ \ LS A s /
the results of the
clinical trials and
decides whether or
not to approve the

\ medicine. /

4 4 SPONSOr (a company or R
the government) decides it ﬂg

wants to fund a clinical trial

9 for this new medicine,




There are many different types of clinical research studies. Some studies
might just involve the study team looking at your child’s medical records.
Other studies might involve a survey that you fill out once or maybe
yearly. Some studies involve an experimental medicine and might require

many visits to the study site.

Cross-sedionals
A type of study that

collects information at a
single point in time.

Ketrospedve:
A type of study that looks
back in time to gather

information that has already

been collected. Often, study
teams will read old medical
records to gather

information.

Observatioral:

A type of study that collects
data without giving
participants dny new
medicine or treatment.
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Lovgitudival:
A type of study that

collects information over a
long time.

Vrospedive:

A type of study that collects
specific, new information
from participants at
different points in time.

Wtervertioral:

A type of study that is testing
a specific medicine or
treatment; these studies are
called “clinical trials.”
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A type of study that is done to understand how

a disease affects people. This type of study is not
‘_—/{ studying a medicine or treatment. These studies
- dre important because they make it possible to

test medicines or treatments in later studies. By

understanding how diseases affect people, in the
@ future we will be able to figure out whether a

new medicine or treatment works.

Biorepository [Bivbank:

A type of study that collects tissue or fluid samples
from participants. The study may collect blood,
saliva, or spinal fluid, and sometimes they may ask
for details about the person’s symptoms or health.
Researchers test these samples to better understand
d certain disease. Sometimes, resedrchers only collect
samples from people with the disease. Sometimes
researchers also collect samples from people without
the disease. These participants are called “healthy
controls.” Sometimes the samples may be studied
right away. Sometimes the samples may be stored in
a freezer to be studied later, or shared with other

researchers for more testing.

a
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Studies that test a new medicine or treatment in humans to see how
sdfe it is and how well it works.

Placebo:

Something that looks and tastes like the study
medicine but does not have any therdpeutic E ]
effect. Placebos are sometimes called “sugar D .
pills.” Using them helps researchers understand Study
the “placebo effect.” This is a bias that makes Medicine
people feel better when they believe they are

receiving a new treatment, but they aren't.

Control Grrowp:

A group of participants in a trial who
dre assigned to receive the standard-
of-care treatment for their disease
instead of the study medicine.

/ \ “Standard-of-care” means the

o . treatment that they would get if they
mode 1T ] T,,;:,,::M were not in the trial. This type of
D D study tool helps researchers

understand whether a new treatment
is better than an existing one.

Placebo

Knvdomized:
A type of clinical trial where some
participants receive the study
medicine and some receive a
placebo or control treatment. A
computer randomly decides which
participants are in which group.
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nieal Trials

Open-[abel:

The participants and the researchers know

] L] who is in which group (study medicine or

D (@ control). No one is receiving Placebo. This
Sfudy

U4 Control  Placebo type of study is used when it would be
Medication
unethical to give some loeo[ole a lolacebo.

Types: of

' l _f. 2 ‘:,

Single Blirded oo

The resedrchers, but not the participants, know 9,
who is receiving the study medicine and who is [’\JP

receiving a lolo\cebo or control.

n 9 Double Blivded:
* 6 The participants don't know who is receiving the
B r\\ study medicine and who is receiving a [olacebo or
h-l control. Neither do the resedrchers. Someone
outside of the study keeps track of this.

Crossover

After a period of time, participants switch from one group (medicine or

lololceloo/control) to the other.

M’M‘/M’N"“X 'ﬂ"ﬁ"ﬂ"ﬁ‘
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Is the medicine or treatment safe?
* Monitors for side effects to find the safest dose
* Small number of participants

* Highest risk, lowest chance of benefit

Does the medicine or treatment work?
* Studies whether the medicine or treatment is

effective

* Continues to monitor safety

Is the medicine or treatment more
effective than other options?

* Compares medicine or treatment to other
olo’cions
* Larger number of participants

What are the long-term effects

of the medicine or treatment?

* After full FDA approval of the
medicine or treatment

* Lasts many years

FDA
Aloprovo\l

For a rare disease, some of these phases

mzlghi‘ be combined into one study. ”



O What type of research study is this?

O What would we need to as part of the study?
O Who is the sponsor of this study?

L How long will this study last?

Q How many participants will be in this study?

For Clinical Trials:

0 What phase is this trial?

O will all participants receive the s’cuo(j medicine, or is there a
placebo or control group?

O if there is a (ololcebo or control group, how mdny participants
will be in that group?

O After the main study is over, is there an opportunity for
participants who were in the placebo or control group to
receive the study medicine?

( Are there any early data available about participants who
are already in the trial?

{ Has the study medicine ever been studied in other trials? If

yes, what were the results?

C O O O
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To decide whether or not to participate in a study

To change your mind about being in a study

To withdraw from a study at any time

To understand the goals of a study and what you
dre dgreeing to if you choose to participate in a
study

To understand the risks and potential benefits
from participating in a study

To understand your other options if you choose
not to participate in a study

To be able to take your time in deciding whether
to participate in a study

To ledarn about how your conFiden‘l‘iali‘tg will be
loro’cec’ceo(, including who will have dccess to your
personal and health information

To know who you can contact with questions or
complaints about the study

To continue to receive medical care even if you

choose not to participate in o study

13



Informed, Cons

A very important part of clinical research is informed
consent. This is how people learn about a research study and
decide whether to participate. They should not feel pressured
to join a study. The person should be given plenty of time to
understand all of the information, to ask any questions they

have, and to think about it before making a decision. Some
eople choose to talk it over with friends or family members
before making up their mind. After all of this, if someone
chooses to be part of a study, they will sign an informed

Consent Form, and so will the researcher.

Informed consent is more than a one-time conversation. It is
an ongoing process. At any time, if someone decides they do
not want to be in the s’tuo(y dnymore, 'tkev can withdraw their
consent and leave the study. Even after signing an informed
consent form, a participant can leave a study at any time.

Every hosloitoll has a resedrch ethics committee, called the
Institutional Review Board (IRB), that oversees clinical
research studies and informed consent. Study teams must get
approval from the IRB before beginning a study and any time
they want to make a change to the research study. If you
have concerns dbout a research study, feel that you dre loein9
pressured to participate, or feel that your rights are not being
protected, you can always contact someone at the IRB. Their
job is to advocate on your behalf.

14



Sometimes, d resedarch team must make ckanges to a stuoiv while
the study is still ongoing. They must ask for approval from the
IRB. If the change is approved, the IRB might require that they
add new information to the Informed Consent Form. If this
occurs, the s’ﬁw(y team will exlololin these changes to you and ask
you to sign a new Informed Consent Form if you agree to
continue participating.

Children under 18 years legally cannot provide their own consent.
Depending on their age and maturity, children might be able to
learn about the study and agree or decline to participate.
Agreeing is called providing assent. The study team will tell you
whether they feel your child is able to learn about the study and
provide assent. If they do, they will explain the study to your
child in a developmentally-appropriate way. They might use
pictures, videos, or other tools, depending on how your child

learns best. They will let your child ask any questions they have.

Very young School-dge children
children: and teendgers:
Parents/quardians Parents/quardians can give
can give consent on  consent on behalf of their child,
behalf of their and the child/teenager can agree
child (provide assent) to participate

For a clinical trial, usually both parents/quardians are required to
consent for their child to participate. There are exceptions to this
rule if one parent is not available or if one parent has sole
CUlS'tOd:-,. For studies that are less riskj, sometimes onlj one
parent/quardian needs to provide consent.

15



Participating in research is entirely voluntary. You have several options if
you choose not to be in a research study.

(nit and Tee:

Maybe resedrch is not right for
your family right now. You can Z —
always say “no” to research
and then change your mind
later on. There may be a new

research study for your child’s

disedse in the future.

_lavdlard, Lave:

You can always choose “standard care” for your

@ child’s disedse. “Standard care” might include o

HHE treatment that hds already been approved by
the FDA. But some disedses do not have an

o\loloroveo( treatment. In that case, you can talk
to your child’s doctor about the best way to
@ manage their symptoms. This could include

— medicines to I'\ello with pain, seizures, or tight
/—7 muscles. Many children also get phgsical

therapy (PT), occupational therapy (OT), or
speech therapy.

10



Q How will you protect my child’s confidential health
information in this study?

O What are the risks involved in this study?

O 1f we choose not to participate, what other options do we
have?

0 Who can I contact with questions or concerns about the
s‘tudj?

O Do you think my child would be able to learn about the
study and provide assent? If so, what tools do you have to
help them understand what the study is?

o O 0O O
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The goal of clinical research is to understand diseases better in
order to find safe dnd effective treatments. To do this, clinical
resedrch has to be done in a consistent, standardized way.

All clinical research studies have a set of “eligibility criteria” that
people must meet to be in the study. This is important so that the
researchers can understand how the research results may affect
different groups of people. Eligibility criteria are designed to keep
everyone ds safe as possible and to best measure how well o
medicine works.

Many studies will have a set of “inclusion criteria” and a set of
“exclusion criteria.”

Inlusion Criferia: Oxdusion Criferia:

Traits that a person must have Traits that mean a person
to be part of a study. Some cannot be in a study.
examples are a confirmed Some examples are other
diagnosis, o specific dge range, medical conditions,
and a willingness to return to adbnormal labs, or reasons
the study site for follow-up the study would be unsafe
visits. for that person.

18



Eligibility criteria can be a big source of stress for families.
Clinical trials often have a long list of specific eligibility criteria.
The first few visits for these studies are called “screening visits.” At
these visits, a lot of data (like lab tests, imaging, and surveys) are
collected to figure out whether a person is eligible. The study team

uses these data to decide whether a child can be part of the
study. This process can take days to weeks.

Often, clinical trials state that people who have had an
experimental therapy in the past are not eligible. “Experimental
therapy” means a medicine or therapy that was part of o
research study and is not FDA-approved. Sometimes this rule is
waived after a certain period of time. For example, an exclusion
criterion might be “people who have received another experimental

’ckeraloj within the past 3 months.”

When research studies are started, they are dpproved to enroll a
certain number of participants. This number can vary greatly,
from under ten to hundreds of participants. The exact number
depends on the goals of the study and how rare the disease is.

Once the study enrolls that many people, the study team cannot

enroll dny more loar’ciciloan’cs.

Sometimes, research studies also need to enroll people without the
disease (“healthy controls”). Other studies may enroll family
members who dre carriers of d genetic disease but are not

affected themselves.

19



O What are the eligibility criteria for this study?

O Do you anticipate that my child would be eligible for this
s‘tudj?

0 What types of tests and procedures will be done at the
screening visit for this study?

0 How long does it usually take to figure out whether a child is
eligible to enroll in this study?

O How quickly do you expect this study to fill up? If we say “no”
now and later change our mind, is there a chance our child
may no longer be able to participate?

O if my child is not eligible for this study, can we still be
considered for future studies?

O Do you think that participating in this study could make my
child ineligible for future studies for their disease?

O Beyond just my child, would any other members of my family
be eligible to participate, either das “hedlthy controls” or

unaffected carriers of the disedse?

CcC o o 0O O

20



Time Commitment

It can be overwhelming to consider being in a study with
many study visits over weeks to months or even years. Study
@ visits themselves may be many hours long. Are there any

commitments or family activities you would have to sacrifice

to participate in the s’tuo(g?

Travel [%‘
Being in a stuolj migh’c require Frec[uen’c, long-o(istomce travel to ‘o:fo

a study site. How much will this cost your family? How does
your child do with travel? Do they have special medical N
equipment you'll need to bring with you?

o Siblings
(ﬂd% It can be challenging to balance the needs of multiple
children, even before thinking about research! will your other
children travel with you to visits? How much school will they
{[n;nf@ have to miss? Are there activities for them to pass the time
while you are busy? I they stay home, who will watch them?

Inpact on Wiedical Cave @
If your child is in a research study, they will still receive all of —

the medical care that ’cheg need. But some medicines and
dctivities might be restricted becduse of the study.

21



Copingy wifh Sludy Visits

Study visits can be long and sometimes

stressful. How does your child generally

do in medical settings? Are they afraid A

of hospitals or tests? What about their SR

siblings? Are there dny things you or the saaf]ass

study team can do to make visits easier
for your family?

Child Lo
Some hospitals have o team of Child Life
Specialists. Their role is to help children
cope before and during medical
procedures. Some strategies they might
use with your child include distraction,
practicing the procedure on a doll or
stuffed animal first, numbing creams

before blood draws, etc.

“Cayivg TF Torvara”

Some types of resedrch aren't likely to
directly help the participants. Instead,
resedrchers l'\oloe that the study will kello

them learn about the disease to help —

people in the future. Some families feel it is
important to “pay it forward” and help >>>
with resedrch so that other families in the

future can benefit. But this can also feel

like a bi9 burden. What do you think?

22



O Does this study involve scheduled study visits?

0 What will happen at each study visit?

O How long will each study visit be?

O Can any of the study visits be performed remotely (either
over the phone or via a video visit)?

L How does scheduling work? Is there a strict time window
when edch visit needs to take place?

O if there will be blood draws, will my child need to be fasting
(not eat/drink for several hours before)?

O 1f my child also needs to have blood draws done as part of
their reqular medical care, can you coordinate these blood
draws with the ones for the study?

O Will any of the study procedures be painful, uncomfortable,

or scary for my child? What supports do you have to help m
J Y PP Y ™Y

child through these procedures? Do you have Child Life
Specialists or numbing (“EMLA") cream available for blood
draws?

o O O 0O O
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Toancial,

Lonsidlerafwns

There are often costs involved in clinical research studies. Some
costs are direct, like the cost of stuo(j proceo(ures such as lab
draws dnd imaging. Some costs are indirect, like the cost of travel
to a study site or overnight lodging for multi-day visits. Before
deciding whether to participate in a study, it is important to
understand the potential costs, stipends, and reimbursement that

Vired Costs

Cost of medical exams,
labs, imaging, and other
studj [oroceo(uwes.

® 4 &
i

might be involved.

These costs are often covered by the
study. In some cases they are billed to
your health insurance. This might
involve costs to you through a co-pay,
co-insurance, or your deductible.

It is helpful to understand upfront how

direct costs will be mandged in a study.

If your health insurance will be billed
for anything, it is kelp{:ul to ask
whether the study site is in-network for
your health insurance and what your

out-of-pocket costs will be.

24



Indirect Costss

Costs involved in
participating in a study
outside of study procedures
themselves. This includes
transportation to the
s’tuo(g site, overnigk't
lodging, meals, childcare
for other children, time

away from work, etc.

=

O

==
=

Often, these costs are covered by a
study. This may be in the form of a
stipend or as reimbursement for
expenses.

Sometimes, o s’cuoig might have a
person available to book travel and
hotels for your family, so that you do

not have to cover the cost upfront.

For other studies, you might be
expected to book your own travel and
hotels and save your receipts. After
the visit, the study team may

reimburse you based on your receipts.

In other cases, you might be given a
stipend that you can use to cover
your costs. It can be helpful to
estimate what your actual expenses

will be and make sure that the

stipend will cover those costs.

Remember to consider ’cmnsporta’cion,

hotels, meals, and childcare.

If overnight lodging is not provided
bj the study, hospital social workers
may have resources in the area where
families can stay for low to no cost.

25
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O What potential expenses would be involved if we choose to
participate in this study?

0 Who on the study team can I reach out to if I receive a bill
in error?

O will any parts of the study be billed to our health insurance?

J How many visits does the study include, and how often will
we need to travel to the study site for visits?

O Does the study cover the cost of travel for study visits? What
about overnight lodging if a multi-day stay is required?

J Does the s’cudy cover incidental costs during our stuolj visits,
like meals?

Q 15 there a daily stipend provided bg the study team?

CcC O O 0O O
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Several new types of treatments have gotten a lot of attention in the
past few years. They have all shown promise for treating neurological
diseases. Some of them have already been approved by the FDA for
certain diseases. There is o lot of new research using these tools to
treat new diseases.

Greve Therapy

* Genetic diseases are caused by copies &( {/WD:
of genes that are missing or not souitn 6oos B eollls
working properly. outside the body
* Gene therapy is a way of giving people Cone
a new, working copy of the gene that _D@q- Vector with Gene Inside
is missing or not working. AN | AN
* Scientists use something called a O\O/O O\RHX[/O
vector to get the working copy of the Vector O
gene into the cells in the body. k
* A vector is like a vehicle that brings =
the working copy of the gene where it Person’s Cells

Person’s Cells w1’c|f\

needs to 9e’t in individual cells. Geme and Vector

* Sometimes, the vector is put into a

person’s cells outside of the body (ex
vivo), dand sometimes it enters the
person’s cells inside the boo(g (in vivo)

Gene

, X 0
: o] VA
Zh WO ()/ \() Aﬁ O ])@([O This person now
vector goes into cells \O/ \O/ has a working copy

inside the body Vector with Gene Inside of the gene!

Vector 27
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* Some 9ene’cic diseases dre caused

reactions quickly).

by a missing enzyme (a protein
that helps cells perform chemical
* Enzyme replacement therapy gives %

the missing enzyme to patients in

the form of a drug.

* One ckallenge is getting the dmg
where it needs to go in the bodj. It
is difficult to get the drug to

travel to the brain without putting
it there o(irec’clj.

-

l

/
y

!
@

Bad Protein

T

X

AsO Blocking RNA

!
>

No Bad Protein!

Artisense Qligoneledtiae
In some genetic disedses, the problem is
that cells make a protein that is
harmful to cells.

RNA is the type of building block that
is used to make proteins.

Antisense oligonucleotides (ASOs) are
short strands of RNA. They attach to
the RNA that makes the harmful
protein.

Because the ASOs are attached, they
block the RNA from making the
harmful protein.

ASO therapy only works for diseases
that make a protein that is harmful to

cells.

28



[ifioral Kesowrees

If you're looking for more information after reading this quide, there are
many resources you can explore:

Clivical Trials gov
* A website that has a page for each clinical trial taking place in
the US, and many around the world.

* Great resource to explore what types of resedrch studies exist for
your child’s condition, even before you meet with a studj team.

Wowr Child's: Pediatriian or [lerologist

* Your family’s trusted medical providers can provide a helpful
perspective on the research study.
* Some families bring their Informed Consent Form to discuss with

their child’s doctor before deciding whether to participate.

Institutfional. eview Board, (TCB)

e While deciding whether to be in a s’cuoij, you can o\lwajs contact
the study site's research ethics board.

* If you have complaints about a study or feel that your child's
rights are not being protected, you can report this to the IRB.
They will investigate and advocate on your behalf.

29



‘@W ZhoNsor

If a study has a sponsor, they may have a website for
resedrch participants. You can visit the site to learn movre
olbOu‘t ﬂ'\e S'tuo(j.

* Remember that these websites are written and paid for by
people who want participants to join their studies.

Vatient Support avd), Advocacy Qrganizations

* There are a huge number of patient support and advocacy
groups for families affected by specific diseases. Many more
than could be listed in this guide!

* Many of these groups have email lists, Facebook groups, and
even meetings (virtual or in-person) to connect with other
families.

* If you don't know where to start, ask your child'’s specialist if
they are familiar with any groups for your child’s diagnosis.

Ofher Tamidies [Farficipants

* It may be possible to talk to other families who have decided
to participate in the study.

* Sometimes this is not possible due to strict confidentiality
policies. You can always ask the study team if there are
families who have agreed to be contacted.



Tamily Experts

This guide would not have been possible without the perspectives
offered by several family experts. These parents shared their own
experiences with clinical research in order to help support the
next generation of families.

CHRISTIE HIGUERA JENNIFER & MATT STEICHEN

Wientors

In conversations over many years, the following individuals

helped inspire and shape the creation of this guide.

0.J. SAHLER, MD (PROJECT MENTOR) CHIN-To FonG, MD
CATHERINE BECKER, MSN, PNP JONATHAN MINK, MD, PHD
MARIANNE CHIAFERY, DNP, PNP PATRICIA MuUsoLiNo, MD, PHD

FLORIAN EICHLER, MD ROBERT THOMPSON STONE, MD

Advocacy Partrers

The following patient advocacy and support organizations helped
identify families willing to share their stories and edit this guide.

ALD CoNNECT
BATTEN DISEASE SUPPORT AND RESEARCH AssoCIiATION (BDSRA)
HUNTER's HOPE FOUNDATION
NATIONAL TAY-SACHS & ALLIED DiseAses AssociaTioN (NTSAD)
UNITED LEUKODYSTROPHY FOUNDATION (ULF)



Camille Corre is a vresident
physician training to be a child
neurologist. She has been
continually  inspired by  the
dedication, love, dnd resilience of
families affected by rare diseases.
She is motivated to support families
as they face uncertainty, and to
empower them with the information
they need to make the best
decisions  for  their  families.
Contact: colmillecorre24@9mai|.com.

This guide is dedicated to Camille’s
little sister, Caroline. Caroline was
spirited, determined, and silly. She
spoke her mind freely and was
infamous for her pranks and
mischief. She had a rare disease
called ataxia telangiectasia (A-T).
Her lifelong dream was for
resedrchers to find a cure for A-T.
She leaves behind a legacy of

embmcing one's own abilities to

live a full life.
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