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INTRODUCTION

What is MPGN?

MPGN stands for “Primary membranoproliferative glomerulonephritis” and represents a group of rare
kidney disorders associated with complement activation [1]. In MPGN, there is an abnormal thickening of
the glomerular basement membrane, which leads to impaired kidney function. The symptoms of MPGN can
include blood or protein in the urine, high blood pressure, swelling in the legs or feet, decreased urine
output, fatigue, edema, loss of appetite, anxiety and depression [2]. MPGN is severe and the prognosis is
unfavorable: about half of all patients, mostly children, develop end-stage renal disease and need dialysis
within 10 years of onset.

Treating MPGN is challenging because of its heterogeneity. Patients have abnormal activation at different
levels of the complement system. Historically, MPGN has been classified as type |, Il and Ill based on light
microscopy and glomerular ultrastructure. More recently, MPGN has been divided into different types of
sub-diseases including IC-MPGN, C3 glomerulopathy (C3G), Dense deposit disease (DDD) and C3
glomerulonephritis (C3GN). However, this current classification brings challenges and does not fully reflect
the disease etiology.

Treatment for MPGN depends on the type and severity of the disease, and may include medications to
control blood pressure, reduce inflammation, and suppress the immune system. In severe cases, kidney
transplant may be necessary. It remains often unclear which patients are most likely to respond to a
treatment [3].

Several drugs targeting the complement have been already approved or are investigated in trials for other
conditions. Conducting clinical trials for MPGN patients is essential to identify new and more efficient
treatment pathways. However, very little is known about what motivates or prevents MPGN patients from
participating in clinical trials. Developing clinical trials for small patient groups, and recruiting enough
participants, is often expensive and demanding. Participation may be influenced by considerations such as
the number of biopsies that have to be taken [4], where the trial takes place and for how long, how data
are used and shared with patients and researchers [5] [6], and whether access to treatment is secured, also
after trial closure [2]. Exploring the views of patients regarding diverse aspects of participation in clinical
trials is useful to support the design and development of future clinical trials and facilitate recruitment.

The DECODE project

DECODE (Defining stratification of patients with C3 Glomerulopathies/immune complex-mediated
glomerular diseases for better diagnosis and tailored treatment) is a 3-year European research project)
funded by ERAPerMed. The project aims to improve the diagnosis and treatment of patients with C3
Glomerulopathies and other immune complex-mediated glomerular diseases. By combining the use of
omics technologies and clustering analysis, the project develops a more precise and accurate method for
diagnosing and classifying patients with these diseases based on their individual disease mechanisms. This
involves identifying specific biomarkers, genetic mutations, and other factors that may contribute to the
disease. Developing new methods for diagnosing and classifying patients may contribute to identify more
tailored and personalized treatments for the patients.

A primary outcome of the project will be the design of protocols for future clinical trials to evaluate the
effect of selected complement inhibitors in patients stratified according to clusters. It is hoped that future
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clinical trials will offer patients a larger chance of recovery. The DECODE project (March 2021- February
2024) is led by professor Ariela Benigni at the Mario Negri Institute for Pharmacological Research in
Bergamo, Italy, and involves partner research institutions from Italy, Greece, Germany and Norway as well
as patient organizations in Italy and the Netherlands.

The IMPACT study

The IMPACT study is part of the DECODE project. IMPACT stands for “Identifying the perspectives of patients
diagnosed with primary Membranoproliferative glomerulonephritis and/or parents of patients regarding
potential PArticipation in future Clinical Trials.”

The overall objective of this study was to investigate the views and perspectives of an international sample
of patients diagnosed with MPGN and parents of children diagnosed with MPGN regarding any potential
future participation in clinical trials. More specifically, the study investigated:

e  Participant views regarding life with the disease
e Willingness to participate in future clinical trials
e Views regarding data sharing with researchers

e Help and support needed to live with the disease
e  Future expectations regarding research.

Results from the IMPACT study can provide directions for the design of future clinical trials and information
to patients regarding treatment options, consequences of participating in a clinical trial, data sharing
practices, and potential follow-up post clinical trial.

The IMPACT study was conducted in two steps:

e Aninternational anonymous online survey. Results from the survey are provided in this report.
e Digital individual interviews with MPGN patients and parents of patients. Results from the
interviews will be reported elsewhere.
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METHODS

An anonymous online survey was developed in collaboration with researchers and representatives from
patient organizations in Italy, Germany, and the Netherlands. The survey was posted on the DECODE
website in September 2022 and the survey link was shared with the patient organizations, which promoted
it in their networks including organization members and social media platforms. The link was also shared
with research groups collaborating with DECODE and that could disseminate it among their patients. The
survey closed in February 2023.

An IMPACT study flyer (Appendix 1) was developed to provide general information about the survey. The
flyer was shared with patient organizations and research groups in the network of DECODE.

The survey consisted of two questionnaires:

e A questionnaire to patients aged 16 years or older (29 questions)
e A questionnaire to parents of patients below 16 years of age (30 questions)

Completing each questionnaire was estimated to take approximately 15-20 minutes. The questionnaires
are provided in Appendix 2 (To patients) and Appendix 3 (To parents of patients).

Some questions in the survey were based on a previous questionnaire used in connection with the
organization of a patient meeting by the National Kidney Foundation in the United States [2].

Only the five first questions in the questionnaires were mandatory as they collected demographic data and
basic information. Patients or parents interested in completing the survey were asked to consent to the use
of their data for research at the start of the questionnaire.

The survey was available in 6 languages (English, Italian, Dutch, German, French, Norwegian) on the
DECODE website.

The survey protocol received an ethics waiver from the Regional Committees for Medical and Health
Research Ethics (REK Sgr-@st 479358) in Norway.

The survey data were processed in Excel and simple descriptive statistics were produced. The free-text
responses were analyzed qualitatively by translating responses in the different languages using Google
translate and summarizing them according to recurrent response categories.
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KEY FINDINGS

e Overall, survey respondents described their or their child’s quality of life and living conditions
with the disease as good or average. Living with MPGN, however, brings several important
physical limitations and mental burdens and has an impact on family life and family planning.

e Most respondents trusted that their doctor could help manage the disease, but experienced
that current treatments do not fully address their needs.

e Patients and parents of patients were largely willing to participate or let their child
participate in potential future clinical trials. The main motivating factor for entering a clinical
trial was hope that the new treatment will improve kidney function.

e Most important factors influencing a decision to participate or not in a clinical trial include
the types of expected side effects and the number of biopsies to undergo. Practical
considerations regarding participation such as trial duration and location, and frequency of
visits, were likely to be given less weight in the decision-making process.

e Respondents saw the severity and number of side effects as a playing a very important role in
the selection of a treatment, more so than how and how often the treatment must be taken.

e Survey respondents wanted to be informed about general trial results and their or their
child’s individual results. They also found important to have the possibility to continue
treatment for free after trial end.

e Survey respondents largely supported the sharing of their data for research on other
diseases, much less for research outside of the health sector. Main perceived benefits of data
sharing included contributing to the development of new treatments and helping to improve
the diagnosis of future patients. Main perceived drawbacks of data sharing included the risk
that the data may be used for purposes the respondents disagreed with. About a third of
respondents did not see any drawback with sharing their data.

e Survey respondents gathered information about their or their child’s kidney disease through
their general practitioner or their nephrologist. They also used internet and the media and
consulted patient organizations to collect information. They wanted to receive more
information about their own or their child’s prognosis, kidney-friendly diets, and strategies to
reduce symptoms.

e Survey responses were largely similar between patients aged 16 years or above and parents
of patients below the age of 16.
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RESULTS

Results from survey questionnaire to patients aged 16 years or older

Respondents’ demographics

This survey questionnaire collected responses from 97 people aged 16 or older. Most respondents were
young adults (45%, N=44 aged 16-29) or middle aged (24%, N=23 aged 40-49) and were women (60%,
N=58).

Age of patients Sex - Patients
50% — 45% 80%
60%
40% 60%
30% 24% 40%
. 40%
20% 11% 11% 8% Yo
10% . . °
0% ] 0%
16-29 3039  40-49  50-59 Above 60 Women Men

The respondents were primarily geographically located in Italy (61%, N=59), Germany (12%, N=12) and
the Netherlands (7%, N=7). 11 respondents (11%) were in countries outside of the European Union.

Patients - Country of residence Patients - Type of disease
70% 61% 35% 31%
60% 30%
50% 25% 22%
20%
40% 15% 12% 11% 10%
30% 10% 6% 5%
20% 12% 11% 5% I I I n 1% 1%
o 7A) 4% o o o 0% — —
10% I I 2% 1% 1%
0% || - — — (S)$ (,}’(9 O\$° QQQ \\Q’\’ O\'Q} *QQ/'\' @Q@% \\QQ:’)
< S . > & R A S A
\&’&* ’b(& N ,bﬁ\b 50@ 'z}& & ‘\\56\ & o Oe \\% ('>é
&0 & @ ¥ & < & &
& N S{—\(\ &R S = N & N
¥ ¢ ° & ¢
N O

Most respondents reported to have been diagnosed with C3GN (31%, N=30) or C3G (22%, N=21).

12 respondents had been diagnosed with MPGN but did not know which type. 11 had been diagnosed
with DDD and 16 with MPGN, either type 1, 2 or 3.
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Most respondents have been diagnosed in adulthood (47%, N=46) or in adolescence (29%, N=28).

Age of diagnosis

In adulthood (>19 years)
In adol 13-19 f
n adolescence ( years o

age)
In early childhood/childhood
(before 12 years of age)

0% 10% 20% 30% 40% 50%

Interaction with doctors

Most respondents (36%, N=35) reported to have visits to doctors, for instance nephrologists,
dermatologists, or eye specialists, due to their disease, more than ten times a year.

Yearly number of visits to doctors Does your doctor know your disease
due to the disease well enough to find the right therapy?
80%
’ 69%
70%
More than 10 visits a year °
60%
50%
Between 5 and 10 visits a
9 40%
30% 20%
20% 11%
Less than 5 visits a year 10% - .
0%
28% 30% 32% 34% 36% 38% Yes No Do not know

69% (N=66) of respondents believed that their doctor knows their disease well enough to be able to find
the right therapy for them. 20% (N=19) did not know and 11% (N=11) thought that it was not the case.
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Views on current treatment

Is you current therapy sufficient to Did you notice improvements since you
manage the disease? started your current therapy?

No
No

Do not know

Do not receive therapy Do not know
0% 10% 20% 30% 40% 0% 10% 20% 30% 40% 50% 60%

A slight majority of respondents (34%, N=33) thought their current therapy is sufficient to treat their
disease while 29% (N=28) did not think so and 22% (N=21) did not know. 15% of respondents (N=15)
reported not to receive any therapy for their disease.

57% of respondents (N=43)! experienced some improvements after they started their current therapy
while 26% (N=20) did not and 17% (N=13) did not know.

Access to treatment

Is your current therapy “off-label”? Have you ever experienced treatment

cost not being covered by your

y v national health services?
es (0]

No L7

No 33%
Yes

Do not receive therapy

Do not know 27%
Do not know &,

0% 10% 20% 30% 40%  50% 0% 10% 20% 30% 40% 50% 60%

41% (N=32) of respondents reported their current therapy to be “off-label”, which was defined in the
survey questionnaire as being “A drug approved by the European Medical Agency for another disease, not
for your diagnosis.” 33% (N=26) did not receive off-label therapy whereas 27% (N=21) did not know
whether their current therapy is off-label or not.

57% (N=55) of respondents had never experienced that the cost of their treatment was not covered by
their national health service whereas 29% (N=28) had made such experience.

1 Answers from respondents indicating they did not receive treatment were excluded.

10
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Living with the disease

How would you describe your quality
of life and living conditions with your

disease?

50%

39%
40% 32%
30%
20% 16%
10% l

0%
Good Average  Very good

12%

Poor

What do you consider the biggest
challenges of having your disease?

Lack of sleep and/or mental

health issues (e.g., fatigue,...

Symptoms (e.g., swelling,
edemas, headaches etc.)

Reduced quality of life (e.g.,

not being able to do sports,...

0%

10%

20%

Most respondents described their quality of life and living conditions with the disease as good (39%,

N=38) or average (32%, N=31).

The respondents could select two out of three types of challenges living with the disease. 41% of

respondents (N=40) considered lack of sleep and/or mental health issues (e.g., fatigue, anxiety,
depression, fears etc.) as being the biggest challenge. 37% reported (N=36) reported symptoms (e.g.,

30%

swelling, edemas, headaches etc.) to be challenging whereas 33% (N=32) saw their quality of life reduced
(e.g., not being able to do sports, pursue an education, maintain a job etc.).

The respondents had the possibility to provide some written feedback about experienced challenges.

These included:

e Disease progression: Having to manage the disease and limit its progression, having to undergo
several kidney transplant and experiencing disease recurrence on the transplants, and not

knowing what the future will bring.

o Concerns related to having an increased risk of developing other diseases, like Covid-19, and

having to manage these diseases and undergo treatment for them.

e Having to live with symptoms such as energy shortage and tiredness, always being cold, often
sick, prone to develop infections, falling suddenly asleep, experiencing muscle aches, headaches,

light oedemas, and hypertension.

e Reduced quality of life: Having to follow a low-salt diet, weight gain due to cortisone therapy, not

being able to take sports supplements, experiencing limited performance, having to avoid over-

exertion or not being able to go on a trip.

e Impact on pregnancy: Difficulty of carrying on a pregnancy without problems.

e Limited access to drugs due to bureaucracy.

DECODE - www.era-decode.eu
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Is there anything you do to cope with your disease?

Undergo regular health checks at my general practitioner

0,
/nephrologist 2k

Do not smoke 68%
Have a healthy diet 57%
Limit my alcohol consumption / be a teetotaler 55%
Limit my daily intake of salt (NaCl) 51%

Exercise regulalry 41%

Practice relaxation activities (e.g., yoga, meditation) 13%

0% 20% 40% 60% 80% 100% 120%

The respondents could select two out of seven types of activities to cope with the disease. Most
respondents (96%, N=93) underwent regular health checks with their general practitioner or nephrologist.
Not smoking was selected by 68% (N=66) of respondents, followed by having a healthy diet (57%, N=55),
limiting alcohol consumption or not consuming alcohol (55%, N=53), limiting daily intake of salt (51%,
N=49), exercising regularly (41%, N=40) and practicing relaxing activities (13%, N=13).
The respondents had the possibility to provide some written feedback about activities. These included:

e Taking transplant medication

e Enjoying life

e Not thinking of oneself as a sick person

e Vaping

e Trying to sleep more

e Taking extra vitamins.

Do you feel that your disease has changed you
in any way?

Very much 3

Not at all 44

0% 10% 20% 30% 40% 50% 60% 70%

Most respondents felt that the disease had changed them to some degree (66%, N=64%) or very much
(30%, N=29).

[EEN
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Participation in clinical trials

Have you ever participated, or do you currently
participate, in a clinical trial?

Yes 40%

v

Do not remember I 1%

0% 10% 20% 30% 40% 50% 60% 70%

Most respondents (59%, N=57) had never participated and did not participate in a clinical trial at the time
they completed the questionnaire whereas 40% (N=39) have had some experience of clinical trials.

Would you ever be willing to participate in a
clinical trial for a new drug?

o

0% 10% 20% 30% 40% 50% 60% 70% 80%

A large majority of respondents (72%, N=70) reported to be willing to participate in clinical trials for a new
drug whereas 19% (N=18) did not know whether they would be willing and 9% (N=9) were not willing to
participate in a trial.

13
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Factors influencing decision to participate in a clinical trial

What are the most important factors for you to decide on whether
you would like to participate in a trial or not?

have, if | receive it

The number of renal biopsies | will have to undergo
How often | will have to go to the hospital or

research centre

Where the trial will take place

Whether | have to reduce my current therapy to
:
introduce a new treatment

How long the trial will last

0% 10% 20% 30% 40% 50% 60% 70% 80%

The respondents could select the three most important factors that may influence their decision to
participate in a clinical trial. Most respondents (69%, N=67) selected the types of side effects the new
treatment may have as the most influential factor followed by the number of biopsies they would have to
undergo (57%, N=55). Other factors included how often participation in the clinical trial requires going to
the hospital or research centre (44%, N=43), where the trial will take place (39%, N=38), whether
participation in the clinical trial will require reducing current therapy (28%, N=27) and how long the trial
will last (10%, N=10).

The respondents had the possibility to indicate other factors in writing. These included:

e Results from Phase | and Il clinical trials

e Scientific data on mechanism of action and preclinical predictors of likely efficacy
o Disease progress, if placed in a placebo group

o If the trial is open to transplant recipients

e If guarantee is provided that the transplanted kidney will not be damaged

e Logistics related to the working obligations

e Size of the placebo arm.

14
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Decision to participate in a clinical trial

How would you make your final decision to participate or not in the
trial?

| would ask my general practitioner / nephrologist
-
for advice
I would ask for advice from my family and/or friends
| would make the decision on my own

| would ask for advice from a patient organization

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

The respondents could select all options that applied to make their final decision regarding participation in
a clinical trial. Most respondents (86%, N=83) would involve their practitioner or nephrologist in the
decision-making process regarding their participation in a clinical trial. 51% of respondents (N=49) would
ask for advice from family and friends whereas 25% (N=24) would make the decision on their own and 8%
(N=8) would ask for advice from a patient organization.

The respondents had the possibility to indicate other ways of making their decision in writing.

These included:

e Asking a doctor specialized in the disease
e Asking the partner instead of family.

15
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Motivations for entering a clinical trial

What would be your main motivation
for entering the trial?

| hope that the new treatment will
improve my kidney function
| can contribute to increase

knowledge about the disease

| wouldn't want to enter a clinical
trial . 4%

| can have check-ups more often I
than usual

0% 10% 20% 30% 40% 50% 60%

The respondents could select only one factor motivating participation in a clinical trial. 55% of respondents
(N=53%) reported that any hope that the new treatment will improve kidney function was the main
motivating factor. 39% (N=37) of respondents saw as motivating being able to increase knowledge about
the disease.

The respondents had the possibility to indicate other motivating factors. These included:

e  Contributing to finding a treatment that works for transplanted patients
o The possibility of improving the quality of life of those who will eventually benefit from the drug
in the future.

If you entered a clinical trial, would you
consider acceptable to experience more side
effects if the treatment worked better?

No

0% 10% 20% 30% 40% 50% 60%

Most respondents (51%, N=49) did not know whether experiencing more side effects would be acceptable
if the treatment worked better whereas 31% (N=30) thought it would be acceptable and 19% (N=18) did
not think so.

16
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Factors influencing treatment selection

How important for you is the following when selecting a course of

treatment?
Severity of side effects [MELA 87%
Number of side effects known for the drug 32% 68%
What my physician recommends 42% 55%

Whether treatment is taken by mouth, by

intravenous (IV), by injection in muscle or via 23% 49% 28%
subcutaneous (SC) infusion
How often | must take the treatment 30% 50% 20%

0% 20% 40% 60% 80% 100% 120%

H Not important B Moderately important B Very important

Most respondents (87%, N=84) reported the severity of side effects as a very important factor playing a
role in the selection of a treatment followed by the number of side effects known to the drug (68%, N=65)
and what the physician recommends (55%, N=53). How the treatment is taken was considered
moderately important by 49% of respondents (N=48). Similarly, how often the treatment must be taken
was seen as moderately important by 50% of respondents (N=48).

How important for you is the following?

I would like to be informed about my individual
results, e.g., how the treatment affected me

| Id like to be infi d about th |
would like to be informe a_ou e genera 11% 88%
results of the trial

5% 95%

| would like to continue treatment for free after trial

32% 61%
end

0% 10 % 20 % 30 % 40 % 50 % 60 % 70 % 80 % 90 %100 %

B Not important B Moderately important B Very important
95% of respondents (N=92) saw as very important to be informed about their individual results from a

clinical trial, and 88% (N=85) would like to be informed about general trial results. Having the possibility to
continue treatment for free after trial end was considered very important by 61% of respondents (N=59).
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Perspectives on data sharing

Your data may be useful for other research groups. If your data were
shared in an anonymous form with other research groups, would you say
that:

It can be used to conduct research on other diseases [ 92%

It can be used only to conduct research on my disease 18% 72%

It can be used for any type of research also outside of

1) 0,
the health research field =k Sk

0% 20% 40% 60% 80% 100% 120%

B Disagree M Agree Neither agree or disagree

92% of respondents (N=89) reported to support the sharing of their data to conduct research on other
diseases. 40% of respondents (N=39) support the use of their data to conduct research outside of the
health research field whereas 39% do not (N=38).

The respondents had the possibility to make additional comments. These included:

e Depends on the research
e OKif the data sharing is anonymous

How important is it for you to know about with whom
your data is shared and for which purposes?

Very important 42%

Somewhat important 40%

Not important 18%

0% 5% 10% 15% 20% 25% 30% 35% 40% 45%

82% (N=80) of respondents saw as important or somewhat important to know with whom their data is
shared and for which purposes.

DECODE - www.era-decode.eu



What do you see as the most likely benefit of sharing your data
with other research groups?

Sharing my data may contribute to help
66%
researchers develop new treatments

Sharing my data may improve the diagnosis of

0,
future patients )

Sharing my data may participate in advancing

0,
genetic technology el

| do not see any benefits I 2%

0% 10% 20% 30% 40% 50% 60% 70%

Respondents were asked to select what they saw as the most likely benefit of sharing their data with
other research groups and could select only one benefit. Most respondents (66%, N=64) believed that
sharing their data may contribute to help researchers develop new treatments whereas 21% (N=20)
thought it may help improve the diagnosis of future patients. 11% (N=11) believed sharing their data may
contribute to advancing genetic technology.

What do you see as the most likely drawback of sharing your
data with other research groups?

My data may be used for purposes | disagree o
with S

| do not see any drawbacks 32%

Some people may learn about my health status

. . 11%
against my will

Sharing my data may negatively impact my
access to treatment

0,

U-I ‘

0% 10% 20% 30% 40% 50% 60%

Respondents were asked to select what they saw as the most likely drawback of sharing their data with
other research groups and could select only one drawback. Most respondents (52%, N=50) saw as a likely
drawback that their data may be used for purposes they disagree with, whereas 32% (N=31) did not see
any drawback. 11% (N=11) feared that some people may learn about their health status against their will
and 5% (N=5) feared that data sharing may negatively impact access to treatment.
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Information sources and needs

How do you get information about your kidney disease?

Through my GP or my nephrologist 96%

Internet / media 49%

Patient organization 37%

Scientific journals 24%

Family / friends [l0}A

0% 20% 40% 60% 80% 100% 120%

The respondents were asked to select sources of information about the disease and could select as many
as they wanted. Most respondents (96%, N=93) get information about their kidney disease through their
general practitioner of their nephrologist. Other sources of information include internet and the media
used by 49% of respondents (N=48), information through patient organizations (37%, N=36) and scientific
journals (24%, N=23) and family and friends (10%, N=10).

What are your needs in terms of information / education in
your disease and treatment?

| would like to learn more about my own

. 69%
prognosis

I would like to learn more about kidney-friendly

0,
diets Sl

| would like to learn more about how to reduce

51%
symptoms

0% 10% 20% 30% 40% 50% 60% 70% 80%

Most respondents (69%, N=67) would like to know more about own prognosis whereas 56% (N=54) would
like to know more about kidney-friendly diets and 51% (N=49) would like to know more about how to
reduce symptoms. Other needs expressed in writing include:

e Physicians across specialties to be more knowledgeable about the disease and comorbidities
e Knowing more about new diets.
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Results from survey questionnaire to parents of C3G/IC-MPGN patients aged
below 16 years of age

Respondents’ demographics

This survey questionnaire collected responses from 33 people. Most respondents were mothers (82%,
N=27) residing in ltaly (52%, N=17), Germany (15%, N=5) and the Netherlands (12%, N=4). 5 respondents
(15%) were in countries outside of the European Union.

Parents of patients Parents - Country of residence
100% 60% 0
oy 52%
80% 40%
9 30%
60% - 20% 15%  15% 199
10% B B % 3%
40% 0% — -_—
» D & & S &
20% ¢ & & &
& SO IRS
0% %",} r—;* .{@6
Mothers Fathers Ny
Age of child Kidney disease of child
52% 359% 3% 30y

51%
50%
49%
48%
47%
46%

30%
25%
20% 15%
1% I 6% 3% 3%
0% . | |
8% © o> Q Vv N g
» O ¢ e N
¢ 9 ¢ & &
S & o &
Below 12 years of age 13-16 years old A\ A\ N

52% of parents (N=17) reported their child to be below 12 years of age whereas 48% (N=16) had a child in
adolescence.

Most parents reported their child to have been diagnosed with C3G (33%, N=11) or C3GN (30%, N=10).

The children of 5 respondents (15%) had been diagnosed with DDD whereas 6 had been diagnosed with
MPGN, either type 1, 2 or unknown.
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Age og diagnosis - Child
In early childhood/childhood
91%
(before 12 years of age)
In adolescence (13-16 years of I 9ok

age)

0% 20% 40% 60% 80% 100%

Most children (91%, N=30) had been diagnosed in early childhood or in childhood.

Interaction with doctors

In average, how many visits to doctors Does your child’s doctor knows
does your child have per year due to his/her disease well enough to find
his/her disease? the right therapy?
Between 5 and 10 visits a 80%
year 60%
More than 10 visits a year 40%

20%
Less than 5 visits a year ’

0%
0% 10% 20% 30% 40% 50% Yes

0,
Do not know No

Most parents (42%, N=14) reported their child to have visits to doctors, for instance nephrologists,
dermatologists, or eye specialists, due to their disease, between five to ten times a year.

67% (N=22) of parents believed that their child’s doctor knows the disease well enough to be able to find
the right therapy for the child. 21% (N=7) did not know and 12% (N=4) thought that it was not the case.
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Views on current treatment

Do you think that your child’s current Did you notice any improvements
therapy is sufficient to manage the since you child started his/her current
disease? therapy?
Yes Yes
No
NI 12%
No therapy
Do not know Do not know  [EJ
0% 10% 20% 30% 40% 0%  20% 40%  60%  80%  100%

A slight majority of parents (33%, N=11) believed their child’s current therapy to be sufficient to treat the
disease whereas 27% (N=9) did not think so and 18% (N=6) did not know. 21% of parents (N=7) reported
that their child did not receive any therapy for their disease.

81% of parents (N=21)? experienced some improvements after their child started his/her current therapy
while 12% (N=3) did not and 8% (N=2) did not know.

Access to treatment

Is your child’s current therapy “off- Have you ever experienced that the cost
label”? of your child’s treatment was not
covered by your national health service?

No

N 0,
° ML No therapy
Do not know 15% Yes
0% 20% 40% 60% 80% 0% 20% 40% 60% 80%

65% (N=17)? of parents reported their child’s current therapy to be “off-label”, which was defined in the
survey questionnaire as being “A drug approved by the European Medical Agency for another disease, not
for your diagnosis.” 19% (N=5) did not receive off-label therapy whereas 15% (N=4) did not know whether
their current therapy is off-label or not.

64% (N=21) of parents had never experienced that the cost of their child’s treatment was not covered by
their national health service whereas 15% (N=5) had made such experience.

2 Answers from respondents indicating their child did not receive treatment were excluded.
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Living with the disease

How would you describe your child’s What do you consider the biggest
quality of life and living conditions challenges related to your child’s
with the disease? disease?

40%

Lack of sleep and/or mental
pand/

30% 36% health issues (e.g., fatigue,.
30% . .
20% Reduced q.uallty of life (e.g.,
21% not being able to do...
10% Symptoms (e.g., swelling,
12% e
0% edemas, headaches etc.) 26%
(1]

Average Good Very good Poor 0% 10% 20% 30% 40% 50%

Most parents described their child’s quality of life and living conditions with the disease as average (36%,
N=12) or good (30%, N=10) whereas 21% (N=7) considered it as very good and 12% (N=4) as poor.

The respondents could select 2 types of challenges out of 3, that their child encountered by living with the
disease. 45% of parents (N=17) reported lack of sleep and/or mental health issues (e.g., fatigue, anxiety,
depression, fears etc.) as being the biggest challenge. 29% (N=11) saw their child’s quality of life reduced
(e.g., not being able to do sports, pursue an education, maintain a job etc.) whereas 26% (N=10) reported
their child’s symptoms (e.g., swelling, edemas, headaches etc.) to be challenging.

The parents had the possibility to provide some written feedback about challenges. These included:

e Psychological consequences such as phobia and anxiety, fear about the future and about being
very sick again

o Tiredness and mood swings
e Frequent visits to hospitals for treatment, inability to make long, distant journeys
e Dependence on the supplier of the drug (insurance will not reimburse treatment)

e Having to follow a low sodium diet.

24

DECODE - www.era-decode.eu



Do you feel that your child’s disease has
changed him or her in anyway?

To some degree 48%

Very much 42%

Not at all 9%

0% 10% 20% 30% 40% 50% 60%

Most parents experienced that the disease had changed their child to some degree (48%, N=16) or very
much (42%, N=14).

In your opinion, how much does your child’s
disease affect your family life?

To some degree 39%

Not at all 6%

0% 10% 20% 30% 40% 50% 60%

Most parents experienced that their child’s disease affected their family life very much (55%, N=18) or to
some degree (39%, N=13).
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Participation in clinical trials

Has your child ever participated, or is currently
participating, in a clinical trial?

:

0% 20% 40% 60% 80% 100%

According to the parents, most children (82%, N=27) have never participated and do not currently
participate in a clinical trial whereas 18% (N=6) have some experience of clinical trials.

Would you ever be willing to let your child
participate in a clinical trial for a new drug?

Do not know 24%

No 9%

T
Ea

0% 10% 20% 30% 40% 50% 60% 70%

Most parents (67%, N=22) reported to be willing to let their child participate in clinical trials for a new
drug whereas 24% (N=8) did not know whether they would be willing and 9% (N=3) were not willing to let
their child participate in a trial.

26

DECODE - www.era-decode.eu



Factors influencing decision to let own child participate in a clinical trial

What are the most important factors for you to decide on
whether you would like to let your child participate in a trial or
not?

What types of side effects the new treatment

0,
may have, if my child receives it 822

The number of biopsies my child will have to

70%
undergo

How often my child will have to go to the

0,
hospital or research centre 2

Whether my child will have to reduce his/her

. 39%
current therapy to introduce a new treatment

Where the trial will take place 15%
How long the trial will last 3%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

The respondents could select the three most important factors that may influence their decision to let
their child participate in a clinical trial. Most parents (82%, N=27) selected the types of side effects the
new treatment may have as the most influential factor followed by the number of biopsies their child
would have to undergo (70%, N=23). Other factors included how often participation in the clinical trial
requires going to the hospital or research centre (42%, N=14), whether participation in the clinical trial
will require reducing the child’s current therapy (39%, N=13), where the trial will take place (15%, N=5),
and how long the trial will last (3%, N=1).

The parents had the possibility to indicate other factors in writing. These included:

e What the doctor thinks

o Not willing to let the child participate in the placebo arm of a study.
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Decision to participate in a clinical trial

How would you make the final decision to let your child
participate or not in the trial?

| would ask our general practitioner /

0,
neprhologist for advice B0

I would ask my child what he/she wants

| would ask for advice from my family ”
and/or friends

| would ask for advice from a patient

. 129
organization

0% 20% 40% 60% 80% 100%

The respondents could select one or several ways to make their final decision regarding participation in a
clinical trial. All parents (100%, N=33) would involve their practitioner or nephrologist in the decision-
making process regarding their child’s participation in a clinical trial. 67% of parents (N=22) would ask their
child what he/she wants whereas 30% (N=10) would ask for advice from family and friends. 12% (N=4)

would ask for advice from a patient organization.
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Motivations for letting own child entering a clinical trial

What would be your main motivation for letting
your child enter the trial?

| hope that the new treatment will

improve my child’s kidney function kit

My child can contribute to increase o
knowledge about the disease

| would not want my child to enter a

0,
clinical trial I 3%

My child can have check- ups more

0,
often than usual 0%

0% 10% 20% 30% 40% 50% 60% 70% 80%

The respondents could select only one factor motivating participation in a clinical trial. 76% of parents
(N=25%) reported that any hope that the new treatment will improve kidney function was the main

motivating factor. Being able to increase knowledge about the disease was selected by 21% of the parents
(N=7).

If your child entered a clinical trial, would you
consider acceptable that he/she experiences more
side effects if the treatment works better?

o

0% 10% 20% 30% 40% 50% 60% 70%

Most parents (59%, N=19) did not know whether it would be acceptable to let their child experience more
side effects if the treatment worked better whereas 25% (N=8) thought it would be not acceptable and
16% (N=5) thought it would be acceptable.
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Factors influencing treatment selection

How important for you is the following when selecting a
course of treatment?

Severity of side effects
Number of side effects known for the drug
What our physician recommends
Whether treatment Ps .takgn b.y mouth, by
intravenous (1V), by injection in muscle or...
How often my child must take the treatment JisPA 58% 27%

0% 20% 40% 60% 80% 100% 120%

H Not important B Moderately important B Very important

Most parents (91%, N=30) reported the severity of side effects as a very important factor playing a role in
the selection of a treatment for their child, followed by the number of side effects known to the drug
(76%, N=25) and what the physician recommends (70%, N=23). How the treatment is taken (by mouth, by
intravenous (1V), by injection in muscle or via subcutaneous (SC) infusion) was considered moderately
important by 55% of parents (N=18) whereas how often the treatment must be taken was seen as
moderately important by 58% of respondents (N=19).

How important for you is the following?

| would like to be informed about my child’s
individual results, e.g., how the treatment  E}A 97%
affected him/her

| would like to be informed about the

0, 0,
general results of the trial Eb S

| would like my child to continue treatment

[) ()
for free after ending the trial 2 73%

0% 20% 40% 60% 80% 100% 120%

B Not important B Moderately important B Very important

97% of parents (N=32) saw as very important to be informed about their child’s individual results from a
clinical trial, and 91% (N=30) would like to be informed about general trial results. Having the possibility
for their child to continue treatment for free after trial end was considered very important by 73% of
parents (N=24).

w
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Perspectives on data sharing

Your child’s data may be useful for other research groups. If
your child’s data were to be shared in an anonymous form,
would you say that:

It can be used to conduct research on other

. 6% 88% 6%
diseases
It should be used only to conduct research on
o 36% 48% 15%
my child’s disease
It can be used for any type of research also
y P ‘ 52% 30%  18%

outside of the health research field

0% 20% 40% 60% 80% 100% 120%

W Disagree M Agree M Neither agree nor disagree

88% of respondents (N=29) supported the sharing of their data to conduct research on other diseases. A
majority of parents (52%, N=17) do not support the use of their data to conduct research outside of the
health research.

How important is it for you to know about with whom your
child’s data is shared and for which purposes?

0% 5% 10% 15% 20% 25% 30% 35% 40% 45% 50%

87% (N=29) of parents found it important to know with whom their child’s data is shared and for which
purposes.
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What do you see as the most likely benefit of sharing
your child’s data with other research groups?

Shari hild’s dat tribute t
o researchers develop new treatments

help researchers develop new treatments

Sharing my child’s data may improve the . 6%
diagnosis of future patients ?

Sharing my child’s data may participate in

[}
advancing genetic technology I 3%

| do not see any benefits 0%

0% 20% 40% 60% 80% 100%

Respondents were asked to select what they saw as the most likely benefit of sharing their child’s data
with other research groups and could select only one benefit. Most parents (91%, N=30) believed that
sharing their data may contribute to help researchers develop new treatments whereas only 6% (N=2)
thought it may help improve the diagnosis of future patients.

What do you see as the most likely drawback of sharing
your child’s data with other research groups?

My child’s dat b df '
y child's data may be usedior purposes

disagree with

I do not see any drawbacks

Some people may learn about my child’s =
health status against our will

Sharing my child’s data may negatively B 3%
impact my access to treatment :

0% 10% 20% 30% 40% 50% 60%

Respondents were asked to select what they saw as the most likely drawback of sharing their data with
other research groups and could select only one drawback. Most parents (52%, N=17) saw as a likely
drawback that their data may be used for purposes they disagree with, whereas 36% (N=12) did not see
any drawback. 9% (N=3) feared that some people may learn about their child’s health status against their
will and 3% (N=1) feared that data sharing may negatively impact access to treatment.
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Information sources and needs

How do you get information about your child’s kidney
disease?

Through our general practitioner or our

* ephrologist
Internet / media
Patient organization
Scientific journals

Family / friends - 9%
0% 20% 40% 60% 80% 100% 120%

The parents were asked to select sources of information about the disease and could select as many as
they wanted. Most respondents (97%, N=32) get information about their kidney disease through their
general practitioner or their nephrologist. Other sources of information include internet and the media
used by 52% of respondents (N=17), information through patient organizations (36%, N=12) and scientific
journals (33%, N=11) and family and friends (9%, N=3).

What are your needs in terms of information / education
in your child’s disease and treatment?

| would like to learn more about my child’s

. 82%
own prognosis

| would like to learn more about how to

58%
reduce symptoms

I would like to learn more about kidney-
friendly diets

42%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%
Most respondents (82%, N=27) would like to know more about their child’s prognosis and 58% (N=19)

would like to know more about how to reduce symptoms. 42% (N=14) would like to learn more about
kidney-friendly diets.
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DISCUSSION

The IMPACT study aimed to investigate the views and perspectives of an international sample of patients
diagnosed with MPGN and parents of children diagnosed with MPGN regarding any potential future
participation in clinical trials. Such perspectives are useful to guide the design and development of future
clinical trials.

Strong interest in participating in future clinical trials

Living with MPGN is physically and mentally challenging. Overall, the survey respondents described quality
of life and living conditions with MPGN as good or average (71% of patients, 66% of parents) despite physical
and mental constraints. Only about a third (34% of patients, 33% of parents) experienced that their — or
their child’s - therapy was sufficient to treat the disease, thus suggesting that this patient group is in need
for better treatments.

Although most survey respondents had no experience of participation in clinical trials (59% of patients, 82%
of children, according to parents), they were largely willing to participate or let their child participate in a
clinical trial for a new drug (72% of patients, 67% of parents). Previous studies have shown similar levels of
interest in clinical trial participation [2]. For the IMPACT survey respondents, the main motivating factor for
participation was the hope that new treatments will improve kidney function. Other studies have shown
that maintaining kidney function is of great importance for patients [7].

For a long time, access to clinical trials for MPGN has been scarce. Conducting research on a very rare
disease that affects a very small number of individuals is often not prioritized by pharmaceutical companies
in search of high market returns. When MPGN trials are conducted, the inclusion criteria are often strict,
making the trials hardly accessible to transplant recipients and young patients despite disease occurrence
in early age [2]. In recent years, more interventional trials have been launched or are under planning?. The
DECODE project aims to support the design of protocols for clinical trials of smaller size such as single arm
studies, based on a precise diagnostic re-classification of patients. In such trials, all participants will ideally
be exposed to potentially effective treatment, which should increase trial acceptability and facilitate patient
enrollment.

Participation in clinical trials is conditioned by several factors

Willingness to participate in clinical trials is not unconditional. Our results show that the factors having
greatest influence on any decision to participate or not in clinical trials are 1) the severity of side effects the
new treatment may have (87% of patients, 82% of parents), 2) the number of side effects (68% of patients,
70% of parents) and 3) the number of biopsies to undergo (57% of patients, 70% of parents). Contrary to
results from a previous study among C3G patients [2], most of our respondents did not know whether they
would find acceptable to experience more side effects of the new treatment offered in a clinical trial if the
treatment worked better (51% of patients, 59% of parents). This suggests the need for providing patients
and families with comprehensive information about potential sides effects and what they may mean for
the trial participant’s quality of life. Other practical factors regarding participation such as the frequency of
required visits to the hospital or research centre, trial location and duration, and how treatment is
administered, were seen as less important when considering participation in a clinical trial.

As new clinical trials are under way, it will be important to address the concerns of patients and parents by
providing clear and comprehensive information about the risks and benefits of participation as well as
alternatives to participation. Examples of the type of information to provide in informed consent forms
have been recently proposed [8] and the DECODE project is outlining a guideline for informed consent
specifically tailored for MPGN patients, that will be available on the DECODE website in 2024. Research

3 See ClinicalTrials.gov
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groups may also consider involving patients and patient advocacy groups in the design of trial protocols and
information material to ensure that the specific needs and concerns of the patients are addressed, and
potential burdens related to participation are reduced to the extent possible [9].

Interest in clinical trial results

Survey respondents clearly indicated that they wanted to be informed about general clinical trial results
(88% of patients, 91% of parents) and about their - or their child’s - individual results (95% of patients, 97%
of parents). Providing information to participants about trial results is a basic ethical requirement that is
still insufficiently fulfilled [10]. General results can for instance be provided through the trial’'s website,
direct communication to participants, or by using platforms such as ClinicalTrials.gov. The return of
individual trial results, including results from genetic analysis, is also encouraged given that such return is
carefully planned, participants are informed that the results will be provided and have consented to such
feedback, resources are available to communicate results in a clear and appropriate manner, and medical
follow-up can be organized [11]. Providing concise and understandable information is particularly important
when trial participants are young children and adolescents. Access to individual results can enable patients
to make more informed decisions about their ongoing care and potential treatment options and contribute
to building trust and confidence in the research process.

Strong willingness to support data sharing for research purposes

Our results show that patients and parents largely support the sharing of their - or their child’s - data for
health research both on MPGN and on other diseases (92% of patients, 88% of parents). They were much
less supportive of the sharing of their data to conduct research outside of the health research field (39% of
patients and 52% of parents did not support such data sharing). The respondents were aware of the
potential benefits of data sharing for health research and had few concerns regarding such sharing. About
a third of respondents (32% of patients, 36% of parents) did not see any drawback with data sharing.

The respondents’ willingness to share data is likely motivated by the understanding that health data can
contribute to scientific knowledge and lead to improved treatment for their disease. Previous research has
shown that rare disease patients largely support data sharing and, in some cases, even initiate data sharing
through patient communities [12]. Our results, however, show that any support of data sharing practices is
conditioned by a requirement to inform patients about how the data are being used, and for which
purposes (very or somewhat important for 82% of patients and 87% of parents). Researchers planning for
future clinical trials will have to clearly communicate their data sharing plans and explain to patients how
privacy and data security will be protected to maintain patient trust and engagement in research endeavors.

Need for additional information and support

Our respondents used a variety of information channels to learn about their — or their child’s - disease.
However, general practitioners and nephrologists remain the main trusted source of information for most
respondents (96% of patients, 97% of parents). Health care professionals have a critical role to play to
inform patients and families about diagnosis and ways to manage the disease, kidney-friendly diets, and
approaches to reduce symptoms as pinpointed by survey respondents. As shown by our results, patients
and parents would make the final decision to participate in a clinical trial in collaboration with their
practitioner or nephrologist (86% of patients, 100% of parents). In the future, more efforts can be done to
ensure that health care professionals are aware of, and can inform patients and families, about clinical
trials. Health care professionals are well placed to collaborate with patients and help them make informed
choices based on a discussion of the risks and benefits of participation and available evidence [13]. Support
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information and clinical trial material should also be made more easily available, for instance, through
digital platforms, to increase patient and health care professional awareness about clinical trials.

Equity in access to treatment

A significant share of survey respondents (41% of patients, 65% of parents) reported to have access to “off-
label” therapy, i.e., drugs approved by the European Medical Agency for another disease, not for their — or
their child’s — diagnosis. Some respondents had experienced that the cost of the treatment was not covered
by their national health service (29% of patients, 15% of parents). Treatment for MPGN can be very
expensive if patients receive drugs such as Eculizumab, which is one of the most expensive drugs on the
market to treat orphan diseases [14]. Expensive treatments are usually covered by health care services in
Europe, but this could change as financial resources may be restricted in the future due to stringent budget
limitations. It is also unclear for how long treatments such as Eculizumab should be administered to
patients. Outside of Europe, patients experience to be denied access to treatment if they cannot pay for it
themselves in the absence of a universal social welfare system [15]. Preventing MPGN patients from
becoming so ill that they need dialysis, or a transplant, is the most humane and cost-efficient approach and
should be the greatest priority. This can only be achieved by ensuring fair and equitable access to clinical
trials and treatment for all [16].

STUDY LIMITATIONS

The IMPACT survey was made publicly available on the DECODE website and shared with patient
organizations and research groups in the project’s network, which primarily encompasses Europe. The
survey respondents were likely patients and parents who are engaged and interested in issues related to
MPGN. The survey results are not representative of the views of MPGN patients worldwide, but rather
provide an indication of which perspectives MPGN patients and families have regarding participation in
clinical trials for MPGN.
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CONCLUSION

Still a lot is unknown regarding how to best treat MPGN and maintain kidney function in MPGN patients.
More clinical trials are highly needed to evaluate the effects of new drugs, offer patients a greater chance
of recovery, and reduce costs for health care systems. Patients and parents of patients are willing to
participate in clinical trials and trust their physicians that they can provide them with good guidance. The
number of patients participating in clinical trials could potentially be significantly higher given that clear
and concise information is provided to patients and is easily accessible, and physicians are well-informed
about the trials and know how to discuss the pros and cons of participation with their patients.
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APPENDIX

Appendix 1 — The IMPACT Study flyer

DECODE

The IMPACT survey: ldentifying the perspectives of patients diagnosed with primary
membranoproliferative glomerulonephritis and/or parents of patients regarding potential
participation in future clinical trials

Currently, there is no approved treatment for primary membranoproliferative glomerulonephritis diseases
like MPGN, IC-MPGN, C3G, C3GN or DDD. Clinical trials are often the only opportunity for patients to access
new drugs. Understanding how to design future clinical trials in ways that take into consideration the needs
of patients and caregivers is important and can help improve trial outcomes.

Are you diagnosed with a primary membranoproliferative glomerulonephritis disease or are you a parent
of a child with membranoproliferative glomerulonephritis? Take our online survey to let us know:

o Whatiis it like to live with a primary membranoproliferative glomerulonephritis disease?
e What is important for you when considering participation in a clinical trial for you or your child?
e  What kind of support do you need from researchers and health care professionals?

The survey is anonymous, available in 6 languages (English, Italian, Dutch, German, French, Norwegian),
and takes approximately 20 minutes to complete:

hiip://www.era -decode.eu/survey.html

After taking the survey, you can also volunteer to a digital interview with our research team to discuss
survey questions in more detail, if you so wish. Your responses will help researchers design future clinical
trials for MPGN. General results will be available on the DECODE website in 2023.

DECODE is a project aiming to identify new strategies to improve diagnosis, prognosis, and treatment of
MPGN patients. The project is led by Professor Ariela Benigni at the Mario Negri Institute, Italy. The survey
is organized in collaboration with Progetto DDD Onlus, the Dutch Kidney Patients Association, and the
German association for rare complement-mediated diseases.

To know more about DECODE: hiip://www.era -decode.eu/index.html

For any questions regarding the survey, please contact decode@fhi.no
PROGETIO

Selbsthilfegruppe fiir
kompler ittelte Apy DT.
6 Erki . L\ D y,
fo

,,D ‘“\\‘1
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Appendix 2 - Survey questionnaire to patients aged 16 years and older

INFORMED CONSENT
Please tick the box.
e | am above 16 years of age and | consent to the use of these data for research

Please tell us a little bit about yourself

1. What is your age? (Mandatory question)

e 16-29
e 30-39
e 40-49
e 50-59
e >60

2. Do you identify as: (mandatory question)

e Male
e Female

e  Other/Prefer not to tell

3. In which country do you reside? (Mandatory question)

‘List of countries’

4. What is your kidney disease? (Mandatory guestion)

e MPGN Type 1

e MPGN Type 2

e MPGN Type 3

e |IC-MPGN/Ig-MPGN

e MPGN, but | don’t know the type
e (3G glomerulopathy (C3G)

e Dense Deposit Disease (DDD)

e (3 glomerulonephritis (C3GN)

e Other, please specify:
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5. When were you diagnosed? (Mandatory question)

e In early childhood/childhood (before 12 years of age)
e In adolescence (13-19 years of age)
e In adulthood (>19 years of age)

e Do not know

6. In average, how many visits to doctors do you have per year due to your disease? E.g., nephrologist,

dermatologist, eye specialist

[) Less than 5 visits a year
II) Between 5 and 10 visits a year

[11) More than 10 visits a year

7. Do you think that your doctor knows your disease well enough to be able to find the right therapy for

you?
1) Yes
I1) No

) I do not know

8. Do you think that your current therapy is sufficient to treat your disease?

1) Yes
1) No
1) | do not know

IV) | currently do not receive any therapy

9. Did you notice any improvements since you started your current therapy?

1) Yes

Il) No

1) | do not know

IV) I currently do not receive any therapy
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10. Is your current therapy “off-label”? (Off-label means, that the drug you get is approved by the

European Medical Agency for another disease, not for your diagnosis)

1) Yes
1) No
1) I do not know

IV) | currently do not receive any therapy

11. Have you ever experienced that the cost of your treatment was not covered by your national health

service?

1) Yes

1) No

1) | do not know

IV) I currently do not receive any therapy

12. How would you describe your quality of life and living conditions with your disease?

1) Poor
Il) Average
) Good

IV) Very good

13. What do you consider the biggest challenges of having your disease (please select maximum 2

challenges)?

I) Reduced quality of life (e.g., not being able to; do sports, pursue an education etc.)
I) Lack of sleep and/or mental health issues (e.g., fatigue, anxiety, depression, fears etc.)
[lI) Symptoms (e.g., swelling, edemas, headaches etc.)

IV) Other: [Free text]

14. Is there anything you do to cope with your disease? (Select all that apply)

I) Undergo regular health checks at my general practitioner

II) Have a healthy diet
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[I) Exercise regularly

IV) Do not smoke

V) Limit my alcohol consumption / be a teetotaler

VI) Limit my daily intake of salt (NaCl)

VII) Practice relaxation activities (e.g., yoga, meditation)

VIII) Other: [Free text]

15. Do you feel that your disease has changed you in anyway?

I) Not at all
II) To some degree

1) Very much

Participation in a clinical trial

16. Have you ever participated, or do you currently participate, in a clinical trial, e.g., to test a new drug
for your disease?

1) Yes
Il) No

1) I do not remember

17. Would you ever be willing to participate in a clinical trial for a new drug?

1) Yes
I1) No

1) | do not know

18. What are the most important factors for you to decide on whether you would like to participate in a
trial or not? Please select the three most important factors

I) The number of renal biopsies* | will have to undergo

II) Whether | have to reduce my current therapy to introduce a new treatment**
[11) How long the trial will last

IV) Where the trial will take place

V) How often | will have to go to the hospital or research centre

VI) What types of side effects the new treatment may have, if | receive it

VIl) Other: [Free text]
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* Renal biopsy is performed by inserting a thin needle through the skin and into the kidney after local
anesthesia is performed. It is generally considered to be a safe procedure and serious complications are
uncommon. Less serious complications can occur and include pain, bleeding and development of an

abnormal connection (fistula) between two blood vessels.

** This transition period between different treatments could last over several weeks or months.

19. How would you make your final decision to participate or not in the trial? (Select all that apply)

1) I would ask my general practitioner / nephrologist for advice
I1) I would make the decision on my own

1) I would ask for advice from my family and/or friends

IV) I would ask for advice from a patient organization

V) Other: [Free text]

20. What would be your main motivation for entering the trial (please select one)?

[) | can contribute to increase knowledge about the disease
I1) | can have check-ups more often than usual
1) I hope that the new treatment will improve my kidney function

V) Other: [Free text]

21. If you entered a clinical trial, would you consider acceptable to experience more side effects if the

treatment worked better?

1) Yes
II) No

1) I do not know

22. How important for you is the following when selecting a course of treatment (Not important,

moderately important, very important)?

I) Whether treatment is taken by mouth, by intravenous (1V), by injection in muscle or via subcutaneous

(SC) infusion

II) How often | must take the treatment

1) Number of side effects known for the drug
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IV) Severity of side effects
V) What my physician recommends

VI) Other: [Free text]

23. How important for you is the following? (Not important, moderately important, very important)?

[) I would like to be informed about the general results of the trial
I1) I would like to be informed about my individual results, e.g., how the treatment affected me
1) I would like to continue treatment for free after ending the trial

IV) Anything else you think is important regarding clinical trials, please specify: [Free text]

Use and sharing of health data, including genetic data

If you should participate in a clinical trial, the researchers will likely collect health data about you. This
may include genetic data.

24. Your data may be useful for other research groups wanting to develop treatments for your disease. If

your data were shared in an anonymous form (i.e., the researchers will not be able to re-identify you)

with other research groups, would you say that (agree, disagree, neither agree nor disagree):

) It can be used only to conduct research on my disease
) It can be used to conduct research on other diseases than C3G/IC-MPGN
1) It can be used for any type of research also outside of the health research field

IV) Other: [Free text]

25. How important is it for you to know about with whom your data is shared and for which purposes?

I) Not important
II) Somewhat important

) Very important

26. What do you see as the most likely benefit of sharing your data with other research groups (please

select only one)?

II) Sharing my data may improve the diagnosis of future patients
I) Sharing my data may contribute to help researchers develop new treatments
[11) Sharing my data may participate in advancing genetic technology

IV) I do not see any benefits
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V) Other: [Text box]

27. What do you see as the most likely drawback of sharing your data with other research groups (please

select only one)?

I) My data may be used for purposes | disagree with
[1) Sharing my data may negatively impact my access to treatment
IIl) Some people may learn about my health status against my will

IV) | do not see any drawbacks

V) Other: [Text box]

Further information

28. How do you get information about your kidney disease? (Select all that apply)

I) Through my GP or my nephrologist
) Internet / media

[1) Patient organization

IV) Scientific journals

V) Family / friends

V1) Other: [Free text]

29. What are your needs in terms of information / education in your disease and treatment? (Select all

that apply)

I) I would like to learn more about how to reduce symptoms

I1) I would like to learn more about kidney-friendly diets
1) I would like to learn more about my own prognosis

IV) Other: [Free text]
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Appendix 3 - survey questionnaire to parents of C3G/IC-MPGN patients aged
below 16 years of age

INFORMED CONSENT
Please tick the box.
e | am above 16 years of age and | consent to the use of these data for research

Please tell us a little bit about yourself as a parent

1. Are you a mother or father? (Mandatory question)

e Mother
e Father

2. In which country do you reside? (Mandatory question)

‘List of countries’

3. What is your child’s age? (Mandatory question)

e Below 12 years of age
e 13-16 yearsold

4. What kidney disease does your child have? (Mandatory question)

e MPGN Type 1
e MPGN Type 2

e MPGN Type 3

e |IC-MPGN/Ig-MPGN

e MPGN, but | don’t know the type
e (3G glomerulopathy (C3G)

e Dense Deposit Disease (DDD)

e C3glomerulonephritis (C3GN)

e Other, please specify:

5. When was your child diagnosed? (Mandatory question)

e In early childhood/childhood (before 12 years of age)

e In adolescence (13-19 years of age)
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6. How would you describe your child’s quality of life and living conditions with the disease?

1) Poor
Il) Average
1) Good

IV) Very good

7. In average, how many visits to doctors does your child have per year due to his/her disease? E.g.,

nephrologist, dermatologist, eye specialist

[) Less than 5 visits a year
II) Between 5 and 10 visits a year

[11) More than 10 visits a year

8. Do you think that your child’s doctor knows your child’s disease well enough to be able to find the right

therapy for him/her?

1) Yes
I1) No

1) I do not know

9. Do you think that your child’s current therapy is sufficient to manage the disease?

1) Yes
1) No
1) | do not know

IV) My child currently does not receive any therapy

10. Did you notice any improvements since you child started his/her current therapy?

1) Yes
I1) No
1) | do not know

IV) My child currently does not receive any therapy
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11. Is your child’s current therapy “off-label”? (Off-label means, that the drug is approved by the

European Medical Agency for another disease, not for your child’s diagnosis)

1) Yes
1) No
1) I do not know

IV) My child currently does not receive any therapy

12. Have you ever experienced that the cost of your child’s treatment was not covered by your national

health service?
1) Yes

1) No

1) | do not know

IV) My child currently does not receive any therapy

13. How would you describe your child’s quality of life and living conditions with the disease?

1) Poor
Il) Average
) Good

IV) Very good

14. What do you consider the biggest challenges related to your child’s disease (please select maximum 3

challenges)?

1) Various side effects of the treatment (e.g., nausea, shortness of breath, allergic reactions etc.)

II) Reduced quality of life (e.g., not being able to; do sports, pursue an education etc.)

[1) Restrictions due to nutrition/diet

IV) Lack of sleep and/or mental health issues (e.g., fatigue, anxiety, depression, fears etc.)
V) Symptoms (e.g., swelling, edemas, headaches etc.)

VI) Other: [Free text]
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15. Do you feel that your child’s disease has changed him or her in anyway?

I) Not at all
II) To some degree

1) Very much

16. In your opinion, how much does your child’s disease affect your family life?

1) Not at all
2) To some degree

3) Very much

Participation in phase Il clinical trials

17. Has your child ever participated, or is currently participating, in a clinical trial, e.g., to test a new drug
for your disease?

1) Yes
1) No

1) I do not remember

18. Would you ever be willing to let your child participate in a clinical trial for a new MPGN drug?

1) Yes
Il) No

1) I do not know

19. What are the most important factors for you to decide on whether you would like to let your child
participate in a trial or not? Please select the three most important factors

I) The number of biopsies* my child will have to undergo

II) Whether my child will have to reduce my current therapy to introduce a new treatment**
[11) How long the trial will last

IV) Where the trial will take place

V) How often my child will have to go to the hospital or research centre

V1) What types of side effects the new treatment may have, if my child receives it
VIl) Other: [Free text]
* Renal biopsy is performed by inserting a thin needle through the skin and into the kidney after local

anesthesia is performed. It is generally considered to be a safe procedure and serious complications are
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uncommon. Less serious complications can occur and include pain, bleeding and development of an

abnormal connection (fistula) between two blood vessels.

** This transition period between different treatments could last over several weeks or months.

20. How would you make the final decision to let your child participate or not in the trial? (Select all that

apply)

1) I would ask my child what he/she wants

I1) I would ask our general practitioner for advice

1) I would ask for advice from my family and/or friends
IV) I would ask for advice from a patient organization

V) Other: [Free text]

21. What would be your main motivation for letting your child enter the trial (please select one)?

I) My child can contribute to increase knowledge about the disease
I1) My child can have check- ups more often than usual
) I hope that the new treatment will improve my child’s kidney function

IV) Other: [Free text]

22. If your child entered a clinical trial, would you consider acceptable that he/she experiences more side

effects if the treatment works better?

1) Yes
I1) No

1) I do not know

23. How important for you is the following when selecting a course of treatment (Not important,

moderately important, very important)?

I) Whether treatment is taken by mouth, by intravenous (1V), by injection in muscle or via subcutaneous

(SC) infusion

II) How often my child must take the treatment
[11) Number of side effects known for the drug

IV) Severity of side effects
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V) What our physician recommends

VI) Other: [Free text]

24. How important for you is the following? (Not important, moderately important, very important)?

1)  would like to be informed about the general results of the trial

1)  would like to be informed about my child’s individual results, e.g., how the treatment affected
him/her

1) I would like my child to continue treatment for free after ending the trial

IV) Anything else you think is important regarding clinical trials, please specify: [Free text]

Use and sharing of health data, including genetic data

If your child were to participate in a clinical trial, the researchers will likely collect large amounts of health
data about him/her. This may include genetic data.

25. Your child’s data may be useful for other research groups wanting to develop treatments for your

disease. If your child’s data were to be shared in an anonymous form (i.e., the researchers will not be able

to re-identify your child) with other research groups, would you say that (agree, disagree, neither agree

nor disagree):

1) It should be used only to conduct research on my child’s disease
) It can be used to conduct research on other diseases than C3G/IC-MPGN
1) It can be used for any type of research also outside of the health research field

IV) I do not have any opinion on how it should be used

V) Other: [Free text]

26. How important is it for you to know about with whom vour child’s data is shared and for which

purposes?

I) Not important
II) Somewhat important

) Very important

27. What do you see as the most likely benefit of sharing your child’s data with other research groups

(please select one)?

I1) Sharing my child’s data may improve the diagnosis of future C3G/IC-MPGN cases

52

DECODE - www.era-decode.eu



1) Sharing my child’s data may contribute to help researchers develop new treatments
1) Sharing my child’s data may participate in advancing genetic technology

IV) | do not see any benefits

V) Other: [Text box]

28. What do you see as the most likely drawback of sharing your child’s data with other research groups

(please select one)?

1) My child’s data may be used for purposes | disagree with

I1) Sharing my child’s data may negatively impact my access to treatment
[II) Some people may learn about my child’s health status against our will
IV) I do not see any drawbacks

V) Other: [Text box]

Further information

29. How do you get information about your child’s kidney disease? (select all that apply)

I) Through our general practitioner or our nephrologist
) Internet / media

[l) Patient organization

IV) Scientific journals

V) Family / friends

VI) Other: [Free text]

30. What are your needs in terms of information / education in your child’s disease and treatment?
(Select all that apply)

I) I would like to learn more about how to reduce symptoms
I1) I would like to learn more about kidney-friendly diets
1) I would like to learn more about my child’s own prognosis

IV) Other: [Free text]
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