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SUBJECT INFORMATION AND INFORMED CONSENT TO PARTICIPATE IN
RESEARCH
Royal Hospital for Children

Study Title: A Multi-center, Double-Blind, Randomized, Two-
Arm, Parallel-Group, Placebo Controlled Study to
Assess the Safety of ELGN-2112 in Populations of

Interest
Study Code: FIT-05
Sponsoring Company: ELGAN Pharma Ltd.

https://elganpharma.com/

Principal Investigator: Dr Judith Simpson/Dr Helen McDevitt
0141 232 7600

Please read this document about a clinical study

We invite your baby to participate in a clinical study looking to understand the effect of a study
medicine, ELGN-2112, on babies who are born prematurely. Participation in the study is entirely
voluntary. Before taking the decision whether your baby will participate, it's necessary that you
understand the reason why the study is conducted and what it will involve for your baby. Please,
be sure to read the following information carefully, taking as long as necessary, and discuss the
content with anyone you like, for example, with a friend or a relative or your baby’s doctor. Please,
don’t hesitate to ask questions if any aspect isn’t clear or if you need further information. We are

available to answer any question that you'd like to ask at any time during the study.
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If you decide you would like your baby to participate in the study, you should sign and date this

document. You will receive one copy (or a second original) of the document signed and dated by a

member of the research team.

INTRODUCTION

The digestive tract includes the oesophagus (gullet), stomach and intestines and in many
preterm infants it is not fully developed when they are first born. These infants may not
tolerate milk or absorb nutrients as well as in full-term infants. Your baby is being invited
to take part in a clinical study to test the effect of a medicine called ELGN-2112. We want
to see if this improves the development of the gut of preterm infants.

Mother’'s milk contains various components that are vital for a baby’s development, and
one of them is insulin. Oral consumption of this natural hormone produced by the mother’s
breast milk has important roles in the development of the infant’s intestine. However, the
insulin concentration in breast milk normally drops within three days after birth. The activity
of insulin is also destroyed by pasteurisation (heating up) of donated human milk and

insulin is also not present in commercial formula milk.

There is good evidence from clinical studies that oral administration of insulin in infants
speeds up the development of the gastrointestinal tract, and therefore improves food
absorption. This means infants may manage without intravenous nutrition (parenteral
nutrition,) more quickly. Insulin given by mouth ( feeding tube or orally) similar to oral
nutrition feeds affects only the intestines ability to absorb nutrition and there is good
evidence to show that this insulin added to the milk does not affect the blood sugar level
of the infant at all. Studies already show it is safe and there were no drug-related side

effects.
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A minimum of 60 infants will participate in this study across approximately 45 hospitals in

the UK, United States, Israel and Europe.

Before you agree your baby can participate in this study, we would like to provide you with
this information and will answer any questions you may have. We will explain the study in
more detail, and carefully explain any risks and benefits. After this you can decide for your

baby to join the study or not. This is known as giving “informed consent”.

Please read this information carefully. Ask the research team any questions you want.

You will have up to the 5" day after your baby’s birth to decide if you want to join.

There are 2 parts to this document: the information essential to your decision and your

written consent.
WHAT IS THE PURPOSE OF THE STUDY?

We wish to test the effect of adding ELGN-2112, an investigational medicinal product on

gut function in preterm infants.

ELGN-2112 contains human insulin which is administered the same way as other oral
medications (similarly to your baby’s nutrition at a dose of 0.3 Insulin Units per Kg per day.
This is roughly the same dose as the amount of insulin found in breast milk in the first few
days after birth. Because of being born too soon, infants born prematurely may benefit
from a longer period of such Insulin intake. This dose has been tested in a study including

303 preterm infants.

The insulin in ELGN-2112 was designed as a dry powder that can be mixed with baby’s
nutrition, water, or saline. It can then be given orally (by mouth) or with a feeding (gastric)
tube along with your baby’s nutrition. The insulin in ELGN-2112 is not absorbed into the

blood circulation and only works inside the gut. ELGN-2112 is not currently available or
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approved for routine use in the NHS and is therefore called an investigational medical
product. This study aims to find out if it is helpful for premature babies, however there is

no guarantee that your baby will benefit from taking part.

We will measure the time until your baby reaches what is called full enteral feeding,
meaning how long it will take for your baby to be fed a sufficient daily volume by mouth
(oral or feeding tube). This study will also look at the number of days to discharge from
the hospital, and the number of days to wean-off parenteral nutrition. Parenteral means
“outside of the digestive tract”, this type of feeding is given directly into your baby’s

bloodstream intravenously (through a vein).
WHO HAS REVIEWED THE STUDY?

AllNHS research is assessed by an independent group of people called a Research Ethics
Committee to protect the interests of the people taking part in it. This study has been
reviewed by Wales Research Ethics Committee 5.

DOES MY BABY HAVE TO TAKE PART?

No. The choice of whether you would like your baby to take part or not is completely up to
you. A doctor or nurse will discuss the study and answer any questions. Your baby’s care
will not be affected in any way if you decide not to take part. If you decide you want to take
part, you can change your mind at any time. You can withdraw from the study without

giving a reason and without affecting your baby’s treatment.
WHAT WILL HAPPEN IF MY BABY DOES TAKE PART?

If your baby takes part in this study, there will be a Screening Phase, a Treatment Phase,

and a Follow Up Phase. Below these phases are described in detail.
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Screening Phase:

The research team at your hospital will assess your baby’s notes and clinical condition to
decide if your baby may participate in this study, the following information would be

reviewed.
¢ Date and time of birth

o Week of pregnancy at birth (Gestational age)

¢ Infant’s condition at enroliment (within 24 hours before first dose of study drug),
this will be done by a physical exam and collecting vital signs such as heart rate
and oxygen levels.

¢ Birth weight, head circumference, APGAR score (condition at birth).
e Parenteral Nutrition use (nutrition given by the intravenous line).

e Breathing support and oxygen needs.

e Enteral feeding (nutrition given via the feeding tube).

In addition, the following information will be collected:
¢ Infant’s gender, race and ethnicity
e Maternal medications and medical history related to previous pregnancies
e Complications during the pregnancy and mother’s conditions that can have an

effect on your baby
¢ Neonatal medical history and medications taken since birth (including probiotics)

o Blood tests results. No additional blood needs to be collected; we will only look at

test results generated as part of your infant’s standard of care
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These assessments are done within 24 hours prior to the first dose of the study drug. If
the study doctor decides that your baby is eligible to participate, your baby must receive

the first dose of study drug within five days from birth.

Treatment Phase:

If your baby qualifies to be in the study, he/she will be randomized to one of two study

groups:

e ELGN-2112 at a dose of 0.3 1U/ kg/ day

e Placebo.

The placebo looks like the study drug but does not have any study drug (insulin)

ingredients in it.

The active ingredient in ELGN-2112 is Insulin, a natural health-promoting component
present in human breast milk. Mixed with the active form of ELGN-2112 is Maltodextrin.
Maltodextrin is commonly used as a component in infant formula or breast milk fortifier
and many other medications and dissolves immediately in liquid. In the placebo, there is

no study drug, and this is made up of Maltodextrin only.

The group your baby is in will be decided randomly, which is like rolling a dice. Your baby
will have a 50% (1 out of 2) chance of being assigned to the ELGN-2112 group or placebo.
The placebo looks like the study drug but does not have any study drug (insulin)
ingredients in it. Neither you nor the study staff and doctor will know if your baby is getting
the study drug or placebo. This is the only way we can be sure that we test the effect of
the supplement without bias. If required, the doctors can quickly find out which group your

baby is in.

Siblings (twins) will be assigned to the same group, so they receive the same treatment

(insulin or placebo).
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The medicine we are testing (study drug) will be given 4 times a day. Daily dose will be

based on your baby’s weight.
Study duration

Your baby will receive study drug for 42 days, or until discharge from the hospital,

whichever comes first and it will start within 5 days of birth.

If your baby is not discharged from the neonatal unit after 42 days of treatment, information
will be collected up to the actual day of discharge. As part of the follow up of your baby’s
health, we would wish to invite you to follow up on your baby’s progress at corrected age
of 3 months, 6 months, 1 year, and 2 years. Patrticipation in this study is expected to last

for a maximum of 28 months.
Treatment period up to discharge:

During the treatment period from day 1 to 42 / discharge date and up to discharge home,
your baby will be monitored but no additional tests will be required. The following

information will be recorded:

¢ Physical examination and vital signs (blood pressure, pulse rate, respiratory rate,
body temperature and temperature maintenance status) — these are collected

routinely.

e Blood glucose level (tests done as routine will be recorded twice a day in the first
96 hours, then periodically).
e Weight, length, head circumference.

e Respiration status.
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¢ The investigational medical product (IMP) will be administered with the enteral
feeding by the feeding tube, same as other oral medications and total daily oral
(enteral) and intravenous (parenteral) nutrition information will be recorded in infant

medical and nursing records.

o Record of adverse events(any untoward medical occurrence) and/or other

medicines used

¢ Imaging and other relevant diagnostic examinations results performed as standard
of care may be collected as well.

e Eye examinations (as performed in standard-of-care)

o Discharge dates.

Recording of the above-described procedures will be performed also in case of Early
Discontinuation of study treatment, this will occur if your baby is taken out of the study

early or if you decide you no longer wish your baby to participate.

Information on parenteral and enteral feeding, body weight, length, and head

circumference will be collected for days 43 and 44, without any drug administration.

If your baby is hospitalised and not discharged home at 40 weeks post-menstrual age,

additional information at that time will be documented as follows —

o Assessments of safety: adverse events
e Body weight, body length and head circumference
e Enteral feeding and parenteral feeding information

o Eye examinations (done as standard of care)
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¢ Final date your baby required respiratory support, nhaso/oro gastric tube feeds, a
heated device to maintain body temperature and enteral feeding information. If your
baby is transferred to a different hospital, for example your local hospital, information
will be collected until the day of discharge from the hospital they are transferred to.
However, they can only receive the study medication whilst at the hospital who

recruited them to the study.

If your baby remains in hospital beyond Day 42, they will not continue to receive the study
drug after Day 42, however they will continue to receive care from the hospital doctors. In
this case, once your baby is discharged the research team will collect information on your
baby for the actual day of discharge.

Follow up period:

Once your baby completes the treatment phase of the study, he/she will be invited to
return for follow-up visits at 3 Months, 6 Months, 1 year, and 2 years of the corrected age
of the infant. You will be invited to bring your baby in for these visits even if your baby
stopped the study drug early. These visits are part of the study research, however, it is
your prerogative to refrain from participation in such visits. After your baby completes the
2 years follow up, you may be contacted again to take part in an additional follow up study.
Taking part in this additional study is also optional. The Sponsor will review all the available
data and if required, will make arrangements for follow up study beyond 2 years of

corrected age of enrolled babies.

The following information will be collected in the 3-month follow up visit:

¢ Physical examination and vital signs (blood pressure, pulse rate, respiratory rate,
and body temperature) - and growth (weight, height, head circumference).
e Respiration status
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Record of adverse events (any untoward medical occurrence) and any
medications your baby is taking (including probiotics).

Results of various laboratory blood tests, from most recent available ( (as part of
the standard of care) such as glucose levels and complete blood count (can be
obtained from last 30 days before visit and only as available). No extra blood is
taken.

Enteral feeding and parenteral feeding information

Your baby will be invited to a development evaluation at 2 years old

Eye examinations performed post discharged (as performed in standard-of-care)

The following tests and information will be collected in the 6, 12 and 24 months follow-up

Visits.

Growth assessment (weight, head circumference, and height)

Known diagnosed allergies.

Diagnoses and evaluation of hospitalization history.

Your baby will be invited to a behavior and development evaluation at 24 month
follow-up visit.

If a 3 and 6-month corrected age follow-up visit is not performed per the site standard-of-
care, the site staff will reach out to you via phone call and ask you to provide any
information you might have regarding the above assessments.

Special Considerations:

You should inform your study doctor if your baby is given any new drugs (either prescribed

or over-the counter medicines for example Calpol). It is very important the study doctor is

aware of all the drugs your baby is taking.
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WHAT IF SOMETHING GOES WRONG?

If your NHS team need to know what group your baby has been allocated to for treatment

reasons, they can find this out from the study team.

If at any stage you have any concerns about this study, or the way it has been carried out,
you can contact the lead Investigator at your Neonatal Unit, or other research team
member or nurse (their names and contact details are provided in this document). They
can then discuss any concerns with the team leading the research. You can also speak to

any other neonatal consultant at your hospital.

WHAT HAPPENS IN THE EVENT THAT | HAVE A COMPLAINT ABOUT THIS
STUDY?

If you wish to complain about any aspect of the way you or your baby has been treated
you can discuss with the research team or you may use the normal National Health
Service complaints procedures. The Patient Advice and Liaison Service at your hospital
will advise you about this.

WHO IS ORGANISING AND FUNDING THE RESEARCH?

The sponsor for this study is ELGAN Pharma, Ltd. The study sponsor has responsibility
for the study. They will pay the research teams NHS hospital trust for the work involved.

WHAT IF RELEVANT NEW INFORMATION BECOMES AVAILABLE?

You will be told of any new information we learn about the study medication, ELGN-2112
during your baby’s participation in this study that may affect the health and welfare of your
baby, or your willingness to let your baby continue in the study. We will keep up to date

with any similar studies and look closely at their results. We will inform you if any important
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new information becomes available during the study, including information that might

make you think again about your involvement in this study.
ARE THERE ANY RISKS, BENEFITS OR SIDE EFFECTS FOR MY BABY?

The sponsor and the investigator hope this product may offer advantages for preterm
infants. There is, however, no guarantee that your baby will benefit from taking part in this
study, either because the study medication does not improve their condition, or because

they receive the placebo.

Insulin formulation (ELGN-2112) might speed the development of his/her digestive tract
and improve his/her intestinal absorption; therefore, your baby might be able to consume
more oral nutrition sooner, reducing the prematurity-related risks and may provide better
growth and better development.

The participation of infants in the study will help us learn whether a new medication may
help preterm infants in the future.

No side effects thought to be related to ELGN-2112 have been reported in infants treated
with the medication so far. Four clinical studies have been performed with this study
medication without any detected reason for concern, the most recent including 303
preterm infants. In these studies, no baby has experienced a change in their blood sugar
levels and no babies have shown any sign that it has affected the way their body
processes insulin. In addition, two other clinical studies with a much higher concentration
of insulin in the milk feeding didn’t result in changes in blood sugar. Unknown risks and
discomforts could appear. It is therefore very important that any new health problem is
reported to your study research team, regardless of whether or not you think it has to do

with the study.
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Blood tests taken as part of routine standard of care will be recorded. No additional blood

will be taken for the study.

Whenever blood is drawn, as part of normal health care, the following side effects may

occur, including pain, bleeding, bruising or swelling at the site, and infection.

There may be other potential risks or side effects associated with ELGN-2112 that we are

not yet aware of.
WHAT ALTERNATIVE TREATMENT IS AVAILABLE FOR MY BABY?

To the best of ELGAN Pharma Ltd’s knowledge, there are no alternatives to improve
gastrointestinal tract maturity in preterm infants. If your baby does not participate in the
study, he/she will receive standard nutrition support. The only difference if your baby
participates in the study is the addition of the medicine we are testing, ELGN-2112 or
placebo to the standard milk feeding.

WHAT ARE THE COSTS INVOLVED IN TAKING PART IN THIS STUDY?

There will not be any cost to you if your baby participates in this study. All tests beyond
normal standard of care (e.g. medical history and physical examinations done by the study
doctor, blood tests, study specific procedures) and study drug will be provided at no cost.

WILL | BE PAID IF MY BABY TAKES PART IN THIS STUDY?

You will not be given any incentives to have your baby participate in this study. For follow
up visits, reasonable travel expenses shall be reimbursed. You may opt in to be
reimbursed through a company appointed by the Sponsor to manage this service (Scout

Clinical). You will need to sign a separate consent form to use this service.
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IS MY DECISION FOR MY BABY TO PARTICIPATE VOLUNTARY?

Whether your baby takes part in this study is completely your decision. They do not have

to take part if you do not want them to.
CAN | WITHDRAW MY BABY FROM THE STUDY?

You may choose to stop your baby’s participation in this study and withdraw at any time.
Please talk to your study doctor first about this decision to help ensure your baby’s safe
withdrawal from the study. If you decide to withdraw your baby, the information already
collected about him/her may still be used in the study, but additional information will not
be collected, unless you give us permission, and study medication will no longer be given.
Your decision to stop your baby’s participation will have no effect on the access or quality
of medical care she/he will receive.

Your baby may be withdrawn from the study without your consent, and therefore stop
receiving the study medication, by the study doctor or study sponsor (ELGAN Pharma,
Ltd.) at any time. Some of the reasons your infant could be withdrawn are:

e The study doctor feels it is not in your baby’s best interest to continue.

e Your baby experiences a side effect or develops a medical condition during the

study that the study doctor thinks necessitate stopping treatment on the study

e The entire study is stopped.

Pag. 14 of 23
Sponsor’'s name: Elgan Pharma Ltd.
Study code: FIT-05
Subject Information and Informed Consent Form Version 4.0 UK dated 5Jun2025
Derived from Master Version 3.0 EN dated 24Jan2025
IRAS ID — 1008737
REC Reference - 24/WA/0015



NHS
N~

Greater Glasgow
and Clyde

WHAT WILL HAPPEN TO THE INFORMATION COLLECTED ABOUT ME AND MY
BABY DURING THE STUDY?

In this research study we (Elgan Pharma Ltd., the study sponsor) will use information from
you and your baby. We will only use information that we need for the research study. We
will let very few people know your name or contact details, and only if they really need it
for this study.

Everyone involved in this study will keep your data safe and secure. We will also follow all
privacy rules.

At the end of the study we will save some of the data in case we need to check it.
We will make sure no-one can work out who you are from the reports we write.

The Personal Information Leaflet tells you more about this (see Appendix A).

WHAT HAPPENS IN THE EVENT THAT | HAVE A COMPLAINT ABOUT THIS STUDY?

If you wish to complain about any aspect of the way you or your baby has been treated
you can discuss with the research team or you may use the normal National Health
Service complaints procedures. The Patient Advice and Liaison Service at your hospital
will advise you about this.

WHO SHOULD | CONTACT IF | HAVE QUESTIONS ABOUT THIS STUDY?

If you have questions about this study or need to report any problems, side effects, or
injuries, please call Dr Judith Simpson/Dr Helen McDevitt at 0141 232 7600 or via email
at GGC.obstetric.gcrf@nhs.scot
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You may also contact any member of the research team on 0141 232 7600.
You may also contact the Patient Advice and Liaison Service on 0800 917 2127.

You may discuss your baby’s rights as a research participant with the Wales Research
Ethics Committee 5 at 02922 940910. The Ethics Committee is a group of people not

involved with this study who have reviewed the study to protect study participant rights.

You will receive a signhed copy of this consent document after it has been signed.
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Statement of Participation

By signing this form, you declare that:

Please Initial Box

— | have read and understood the information contained in this consent

form and had an opportunity to ask the research team questions

about the nature and procedures of the study.

— | have had sufficient time to reflect and the opportunity to ask questions

about it and any questions that | have asked have been answered

to my satisfaction. | consent voluntarily for my infant to participate
as a participant in this study.

— | consent to being contacted in the future regarding the additional follow up
study

Print Name of Participant:

Name of Parent/Legal Guardian 1

Signature

Date: / / Time:

Day Month Year hour min

Relationship to Patient:

Name of Parent/Legal Guardian 2 (Optional)
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Signature

~
~

Date: Time:

Day Month Year hour min

Relationship to Patient:

I confirm that the parent/legal guardian was given the opportunity to ask questions about
the study, and all the questions asked by the parent/legal guardian have been answered
correctly and to the best of my ability. | confirm that consent has been given freely and

voluntarily.
A copy of this form has been provided to the participant’s parent/legal guardian.

Print Name of Person Conducting Consent

Signature of Person Conducting Consent

Date
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Appendix A — Personal Information Leaflet

How will we use information about you?

We will need to use information from you and from your child’s medical records for this
research project.

This information will include:

e The NHS number of you and your baby;

¢ The name and date of birth of you and your baby;

e The contact details for you and your baby including your postal address, email
address, home telephone number and mobile telephone number;

¢ NHS data about your baby’s birth, and their feeding and health on the Neonatal
Unit

o NHS data about your baby’s feeding and health and any health conditions;

o Demographic data, medical and family history and medical records, physical
examination results, vital signs, blood tests, concomitant medications, allergies,
adverse events, major morbidities, infant and toddler development and behavioral
scores, neurodevelopment disability composite.

People will use this information to do the research or to check your records to make sure
that the research is being done properly.
People who do not need to know who you are will not be able to see your name or
contact details. Your data will have a code number instead.
Elgan Pharma Ltd. is the sponsor of this research.
Elgan Pharma Ltd. is responsible for looking after your information. We will share your
information related to this research project with the following types of organisations:

e Contract Research Organizations.

o Cloud service providers used for secure data storage.

o Data analysis or processing services supporting the research.

e Ethics or regulatory bodies overseeing research compliance.

e Independent auditors reviewing the study for quality or compliance.
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We will keep all information about you safe and secure by:

e Your information will be stored securely on password-protected and encrypted
systems.

e Only authorised individuals will have access to your data.

o We will remove your name and other identifying details wherever possible to
protect your privacy.

o Any information we send will be transferred using secure, encrypted methods.

o Paper records will be kept in locked cabinets in secure locations.

e Weregularly back up data safely on protected servers.

e We follow strict data protection laws, including GDPR.

e All staff involved in the research are trained to handle your information safely and

responsibly.

International transfers
We may share or provide access to data about you outside the UK for research related
purposes to:

e To securely store research data on international cloud servers.

e To allow research team members based outside the UK to access the data.

e To analyse data using specialised tools or services located overseas.

e To meet the requirements of international research funders or regulators.

If this happens, we will only share the data that is needed. We will also make sure you
can’t be identified from the data that is shared where possible. This may not be possible
under certain circumstances — for instance, if you have a rare illness, it may still be
possible to identify you. If your data is shared outside the UK, it will be with the following
sorts of organisations:

e Contract Research Organizations;

e Cloud service providers used for secure data storage.
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Data analysis or processing services supporting the research.
Ethics or regulatory bodies overseeing international research compliance.

Independent auditors reviewing the study for quality or compliance.

We will make sure your data is protected. Anyone who accesses your data outside the

UK must do what we tell them so that your data has a similar level of protection as it

does under UK law. We will make sure your data is safe outside the UK by doing the

following:

Some of the countries your data will be shared with have an adequacy decision
in place. This means that we know their laws offer a similar level of protection to
data protection laws in the UK

we use specific contracts approved for use in the UK which give personal data
the same level of protection it has in the UK. For further details visit the

Information Commissioner’s Office (ICO) website: https://ico.org.uk/for-

organisations/uk-gdpr-quidance-and-resources/international-transfers/

we do not allow those who access your data outside the UK to use it for anything
other than what our written contract with them says

we need other organisations to have appropriate security measures to protect
your data which are consistent with the data security and confidentiality
obligations we have. This includes having appropriate measures to protect your
data against accidental loss and unauthorised access, use, changes or sharing
we have procedures in place to deal with any suspected personal data breach.
We will tell you and applicable regulators when there has been a breach of your
personal data when this is legally required. For further details about UK breach
reporting rules visit the Information Commissioner's Office (ICO)

website: https://ico.org.uk/for-organisations/report-a-breach
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How will we use information about you after the study ends?
Once we have finished the study, we will keep some of the data so we can check the
results. We will write our reports in a way that no-one can work out that you took part in

the study.

We will keep your study data for a maximum of 25 years after the study is finished. The

study data will then be fully anonymised and securely archived or destroyed.

What are your choices about how your information is used?

e you can stop being part of the study at any time, without giving a reason, but we
will keep information about you that we already have

e If you choose to stop taking part in the study, we would like to continue collecting
information about your baby’s health from central NHS records / your hospital /
your GP. If you do not want this to happen, tell us and we will stop

e you have the right to ask us to access, remove, change or delete data we hold
about you or your baby for the purposes of the study. You can also object to our
processing of your data. We might not always be able to do this if it means we
cannot use your data to do the research. If so, we will tell you why we cannot do
this

Where can you find out more about how your information is used?
You can find out more about how we use your information, including the specific
mechanism used by us when transferring your personal data out of the UK:

e by asking one of the research team
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e by sending an email to privacy@elganpharma.com or

e by contacting our UK representative, Data Rep, using one of the following
methods:
a. Sending an email to datarequest@datarep.com quoting “Elgan Pharma
LTD” in the subject line.
b. Using the following online form: https://www.datarep.com/data-request.
C. Mailing your inquiry to DataRep, 107-111 Fleet Street, London, EC4A
2AB, United Kingdom.

o www.hra.nhs.uk/patientdataandresearch;

e https://elganpharma.com/privacy-policy/.
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