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The Journey to Diagnosis
for People Living with Rare Diseases

A Rare Barometer Survey

Target population:
- Patients living with a rare disease
- People not yet diagnosed but living with a disease

considered to be rare
- Their family member (parents or close relatives)

March 17 - June 15, 2022

6 13300 respondents worldwide and

10486 in Europe

@ 27 languages

@ 107 countries

V' 1900+ diseases represented
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DASHBOARD FOR EUROPE

HOW TO USE THIS DASHBOARD

In this dashboard, you will find results for every question of the Rare
Barometer survey on the journey to diagnosis for people living with a rare
disease.

Please do not use results of questions for which there are less than 30
respondents.

Please refer to Rare Barometer or add the Rare Barometer logo when using
the results.

LANGUAGES

You can change the language at the bottom left of this page, and have access
to the questions and modalities as they appeared to respondents in the 27
languages of the survey.

Translation is not available for new variables that were calculated after the
guestionnaire was closed and for some comments added in this dashboard.

INFORMATION

For more information
» contact the Rare Barometer team at rare.barometer@eurordis.org
« orvisit the Rare Barometer website at eurordis.org/rare-barometer
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Lei e...

Paziente

Una persona guarita o in via di guarigione (ad es.

sopravvissuto/a al cancro)

Un parente di una persona che convive con una malattia

rara
Nonno/a di un bambino affetto da una malattia rara
Coniuge di una persona affetta da una malattia rara
Zio/zia di una persona affetta da una malattia rara

Il fratello di una persona che convive con una malattia

rara

6.772

247

3.078

40
186
23

48
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Number of respondents

10.486

Paziente

Una persona guarita o in via di guarigione (ad
es. sopravvissuto/a al cancro)

Un parente di una persona che convive con
una malattia rara

Nonno/a di un bambino affetto da una malattia
rara

Coniuge di una persona affetta da una malattia
rara

Zio/zia di una persona affetta da una malattia
rara

Il fratello di una persona che convive con una
malattia rara

Altro, si prega di specificare

Lei e...

N 5%

N
ES

| 0%
B 2%
0%
0%

1%

29%

Respondents can be:

- the person directly affected by the rare
disease

- or family members of the person
affected (parents, grand-parents, spouses,
uncles/aunts, siblings or other family
member).

Lei e...

Family member

32%
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Lei rappresenta le persone malate, ad esempio & coinvolto/a in Lei rappresenta le persone malate, ad esempio é coinvolto/a in attivita politiche a sostegno delle malattie rare?
attivita politiche a sostegno delle malattie rare?

N

Si 2.073 Si 20%

No 7.666

Non so 747

TOTALE 10.486 No 73%

Non so 7%

9 et v
V7o *3
Rare

*
DA
Barometer  ERORDIS

AEURORDIS ¥ INITIATIVE 'RARE DISEASES EUROPE




Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Age of the respondent when the questionnaire was filled in

Calculated based on:
- the date of birth of the respondent: "What is your month and year of birth?"

- the date when questionnaire was filled (automatically saved by the
software)

Age of the respondent when filling the questionnaire Age of the respondent when filling the questionnaire
N
Meno di 20 || 2%
Meno di 20 259
Da 20 a 30 575 Da20a 30 _ 5%

Da 302 40 1734 pa30a 40 |, 7

padnast = pa40as0 [, 25w
Da 50 a 60 2.451
pasoaso [ 2%
60 e piu 1.913
Non risposta 940 60 e piu 18%
TOTALE 10.486 Non risposta 9%
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Age of the person affected by the rare disease when the first symptoms were noticed
Calculated based on:
- date of birth of the respondents who are patients themselves: "What is your month and year of birth?"

- date of birth of the patient when respondents are family members of the person affected by the rare disease:
"What is the month and year of birth of the person affected by the rare disease?"

- date when first symptoms were noticed: "As far as you remember, when did you or a healthcare professional
first notice the symptoms of the rare disease or think that something was wrong?"

Age of the person affected by the rare disease when first Age of the person affected by the rare disease when first symptoms were noticed

symptoms were noticed
2 to less that 10 years old 925
10 to less than 20 years old 952
20 to less than 30 years old 978 20 to less than 30 years old _ 9%
30 to less than 50 years old 2.353
30 to less than 50 years oid [ oo

Less than 2 years old 2.045

50 years old or more 1.107
0,
Non risposta 2126 50 years old or more 1%
TOTALE 10.486 Non risposta 20%
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Lei e: Lei e:
Donna 7.930

u 1.807
Gender of the respondent ome Uomo _ 17%
Altro 56

Non risposta 693 Altro 1%
TOTALE 10.486
Non risposta 7%
Gender of the person affected Gender of the person affected by Gender of the person affected by the rare disease

by the rare disease the rare disease

Donna 6.659

Uomo 2.810

Altro 101 Altro 1%

Non risposta 916 Non risposta 9%
TOTALE 10.486
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Education of the respondent

Quanti anni aveva quando ha completato gli studi a Quanti anni aveva quando ha completato gli studi a tempo pieno?
tempo pieno?

N 15 anni o meno - 5%
15 anni o meno 455
Trai16 ei 19 anni 2.464 Trai16 ei 19 anni _27%
Trai20 ei23 anni 3.022
24 anni o piu 3.145 Trai20ei23 anni 33%
TOTALE 9.086
24 anni o piu 35%
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Come descriverebbe sé stesso/a? Come descriverebbe sé stesso/a?
N
Appartengo alla maggioranza etnica del Paese in cui vivo 7.125 cui vivo
Appartengo a una minoranza etnica del Paese in cui vivo 465 Appartengo a una minoranza etnica del Paese in - 5%
Altro, si prega di specificare 337 cui vivo
Non risposta 1.653 Altro, si prega di specificare 4%
TOTALE 9.580
Non risposta 17%
Lei, o la persona di cui si prende cura, vive in: Lei, o la persona di cui si prende cura, vive in:
N

un villaggio o un'area rurale 2.416

una grande citta 2.760
Non risposta 1.409 una grande citta 26%
TOTALE 10.486

Non risposta 13%

34 WERG

W Tk
Barometer  EURORDIS

A EURORDIS & INITIATIVE 'RARE DISEASES EUROPE




Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Qual é il Suo Paese di residenza? Qual é il Suo Paese di residenza?

0%

482 5%
43 0%
183 2%
3 0%
70 1%
0,
356 - 3% 0%
1 0%
54 1%
1 0%
128 1%
0%
104 1%
6 0% 09,
253 0% o
183 2%
71 1%
20 0%
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Questions as they appear in the questionnaire:

Selezioni tutte la frase che descrive la Sua situazione o quella della persona di cui si prende cura:

N %

Conosco il NOME della malattia, sindrome o malformazione rara ed & stata CONFERMATA da appropriati esami genetici, clinici, molecolari, biochimici o di diagnostica per immagini (ad es. biopsia, esami del 9.048 86%
sangue o delle urine)

Conosco il NOME della malattia, sindrome o malformazione rara ma NON ¢é stata ancora confermata da appropriati esami genetici, clinici, molecolari, biochimici o di diagnostica per immagini 760 7%
Ho soltanto informazioni PARZIALI sul nome della malattia rara, sul gene coinvolto o sul tipo di malattia 306 3%
So che si tratta di una malattia rara ma il nome o la causa NON SONO STATE IDENTIFICATE 348 3%
Altro, si prega di specificare 24 0%
TOTALE 10.486 100%

Simplified items Selezioni tutte la frase che descrive Selezioni tutte la frase che descrive la Sua situazione o quella della persona di cui si
di h la Sua situazione o quella della prende cura:
corresponding to the persona di cui si prende cura:

questions above:

Confirmed diagnosis 9.048
Initial diagnosis 760 Initial diagnosis . 7%
Partial diagnosis 306

Partial diagnosis 3%
Unsolved case 372
TOTALE 10.486

Unsolved case 4%
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Le seguenti frasi si applicano alla Sua situazione? Le seguenti frasi si applicano alla Sua situazione?
Si NO TOTAL
i > i ; q [
La malattia rara é stata diagnosticata prima della nascita 222 9.513 9.735 La malattia rara & stgta dlagnostlcgta ST
prima della nascita
La malattia rara € stata diagnosticata mediante esami standard eseguiti alla
396 9.139 9.535 ) . )
nascita La malattia rara & stata diagnosticata  Z¥8 96%
mediante esami standard eseguiti alla
Altri familiari hanno ricevuto la stessa diagnosi in precedenza 1.309 8.426 9.735 nascita
lo, o la persona di cui mi prendo cura, siamo stati indirizzati presso un Altri familiari hanno ricevuto la stessa 87%
5.998 4.415 10.413 diagnosi in precedenza

ospedale specializzato nella malattia rara o in un gruppo di malattie rare

TOTALE 7.925 31.493 39.418 lo, o la persona di cui mi prendo cur... 42%
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Respondent living with a rare disease that is currently part of the
NBS programme of the country they live in Source: ISNS

Newborn screening

Respondents living with a disease that is being screened as part of a compulsory newborn
screening programme in their country AND who answered "yes" to the question "The rare
disease was diagnosed through standard tests carried out at birth" (see previous page).

Source: ISNS list of diseases screened per country.

Y Informazioni sul campione : NBS_recod among "Si"
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”

Dimensione del campione 10486 responses

Variables calculated based on the name of respondents' disease and Orphanet data

Calculation of point prevalence 2 modalities

1-5/10 000
1-9 /100 000
1-9 /1 000 000
<1/1 000 000
Non risposta

TOTALE

N

2.407
1.999
459
856
4.765
10.486

%
23%
19%
4%
8%
45%
100%

Calculation point prevalence

1-5 /10 000
/' (23%)

Non risposta
(45%)

- 1-9/100 000
(19%)

\ 1-9/ 1 000 000

<1/1 000 000 (4%)

(8%)

Calculation point prevalence

<1/1 000 000
(15%)

1-9/1 000 ...
(8%) 1-5/10 000

(42%)

1-9/100 000 /
(35%)
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Variables calculated based on the name of respondents' disease and Orphanet data

Transmission mode of the disease
o Transmission mode of the disease
Genetic diseases
N
N

Autosomal dominant 3.165

Genetic diseases 5.447
Autosomal recessive 1.147

Non Genetic diseases 2.627
Mitochondrial inheritance 25

Non risposta 2.412
Multigenic/multifactorial 882

TOTALE 10.486
No data available 15 Non risposta Autosomal
Not applicable 1.486 (27%) _~ dominant

(30%)
Unknown 907
X-linked dominant 0
Genetic diseases X-linked recessive 0
Non risposta 2.858
Unknown
TOTALE 10.485 (9%)
52% \ Autosomal
recessive
1%
Not applicable / (11%)
(14%) \ Multigenic/multifactorial
@ Genetic diseases @ Non Genetic diseases (8%)
@ Non risposta
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Orphacode associated nomenclature (english)

N %
Hereditary hemorrhagic telangiectasia 458 5%
Hypermobile Ehlers-Danlos syndrome 317 4%
Sarcoidosis 170 2%
orphacode
Classical Ehlers-Danlos syndrome 137 2%
Williams syndrome 136 2%
Cystic fibrosis 128 2%
Myasthenia gravis 120 1%
Systemic sclerosis 107 1%
Tuberous sclerosis complex 98 1%
. Neurofibromatosis type 1 92 1%
Interstitial cystitis 74 1%
Addison disease 73 1%
22q11.2 deletion syndrome 68 1%
Chronic inflammatory demyelinating polyneuropathy 65 1%
Perineural cyst 63 1%
Acute inflammatory demyelinating polyradiculoneuropathy 62 1%
Rett syndrome 60 1%
Marfan syndrome 52 1%
Fragile X syndrome 49 1%
BehA§et disease 47 1%
Primary sclerosing cholangitis 46 1%
Primary lymphedema 43 1%
Granulomatosis with polyangiitis 42 0%
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EURORDIS European Federations

HHT Europe

Federation of European Scleroderma Associations
Sarcoidosis

Lupus Europe

European Myasthenia Gravis Association
European Federation of Williams Syndrome

CF Europe

NF Patients United

European Tuberous Sclerosis Complex Association
PHA Europe (Pulmonary Arterial Hypertension)
22Q11 Europe

Multinational Interstitial Cystitis Association
Marfan Europe Network

Rett Syndrome Europe

Perineural cyst

European Federation for Hereditary Spastic Paraplegia

458
200
178
150
139
136
128
125
98
86
80
74
72
65
63
52

EURORDIS European Federations

European Fragile X Network

Sclerosing Cholangitis

European Society for Phenylketonuria

OIFE - Osteogenesis Imperfecta Federation Europe
Albi France

Duchenne Muscular Dystrophy

European Federation of Associations of Patients with

Haemochromatosis
SMA Europe
MPS Europe

European Ildiopathic Pulmonary Fibrosis & Related Disorders Federation

49
46
45
43
41
41

41

35
34
32
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Orphanet_classification

N %
Abdominal surgical diseases 239 3%
Allergic diseases 3 0%
Bone diseases 799 9%
Cardiac diseases 660 8%
Variables calculated based on the name of respondents’ disease and Orphanet data Cardiac malformations 295 3%
Circulatory system diseases 1.351 16%
Developmental anomalies during embryogenesis 3.347 40%
Diseases due to toxic effects 3 0%
Endocrine diseases 995 12%
Gastroenterological diseases 305 4%
Genetic diseases 5.447 65%
Gynecologic/obstetric diseases 284 3%
Hematological diseases 412 5%
Hepatic diseases 891 1%
Immunological diseases 286 3%
Inborn errors of metabolism 774 9%
Infectious diseases 17 0%
Infertility 410 5%
Neoplastic diseases 870 10%
Neurological diseases 4.169 49%
Odontological diseases 222 3%
Ophthalmic diseases 1.784 21%
Ophthalmic disorders 7 0%
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Chapter 2.

Diagnosis journey
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Combined analysis

In base a quanto ricorda, quando Lei, o un professionista sanitario, ha notato per 5% 7% 12% 43% 11%
la prima volta i sintomi della malattia rara o ha pensato che ci fosse qualcosa di
strano?

... ha consultato per la prima volta UN MEDICO per i sintomi della malattia rara? 43% 12%

... € stato/a indirizzato/a per la prima volta presso un ospedale specializzato nella  PAZIEF) 8% 49% 18%
malattia rara o in un gruppo di malattie rare, per la diagnosi o per ricevere
assistenza per la malattia rara?

In base a quanto ricorda, quando ha ricevuto per la prima volta trattamenti, cure 0o REFIREYZS 46% 18%
¢ stato/a sottoposto/a a intervento chirurgico per gestire i sintomi associati alla
malattia rara o da essa causati?

... ha saputo per la prima volta il NOME della malattia, sindrome o malformazione [RRZRNEE/S 9% 46% 19%
rara?

... ilnome della malattia, sindrome o malformazione rara & stato CONFERMATO  PAZSY 8% 48% 21%
da appropriati test genetici, clinici, molecolari, biochimici (ad es. biopsia, esame
del sangue o urine) o di diagnostica per immagini?

@ Before the 01/01/1980 @ From 01/01/1980 to 01/01/1990 @ From 01/01/1990 to 01/01/2000 @& From 01/01/2000 to 01/01/2010 From 01/01/2010 to 01/01/2020 After the 01/01/2020

-
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Average diagnosis journey
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If number of years is negative, it means that on average
the step of the diagnosis journey happened before first

symptoms were noticed

LOWER UPPER
MEDIA QUARTILE MEDIAN QUARTILE MINIMUM MAXIMUM CONSISTENZA
Time between first symptoms and first medical contact, in years 0,5 0,0 0,0 0,3 -568,9 78,1 7.820
Time between first symptom and first symptomatic treatment, in years 355 0,0 0,5 3,6 -56,9 62,7 7.322
Time between first symptoms and first referral to a Centre of Expertise, in years 3,9 0,0 0,4 3,4 -51,9 70,0 4.335
Time between first symptoms and initial diagnosis (first hearing the name of the disease), in years 3,6 0,0 0,4 3,8 -54.6 70,0 7.843
Time between first symptoms and confirmed diagnosis, in years 4,7 0,1 0,8 5,0 -54,6 71,2 6.507
Time from first symptom to when the questionnaire was filled, for undiagnosed respondents
13,8 4,2 9,5 20,6 0,0 63,6 378
(unsolved cases and "other"), in years
First symptoms = when they, or a healthcare professional, first noticed the symptoms of the rare Average Number of Number of Number of Lowest number Highest Number of
disease or thought that something was wrong. number of years it took for years it took for years it took for of years number of respondents for
25% of th % of th 75% of th i
First medical contact = when they first seeked medical help regarding the symptoms of the rare years 5% of the 50% of the 5% of the years which we have
. sample to get sample to get sample to get the number of
disease ) . : )
to this step of to this step of to this step of years to this step
First symptomatic treatment = when they first receive treatments, surgery or care to help them their diagnosis their diagnosis their diagnosis of the diagnosis
manage the symptoms associated with the rare disease or caused by this disease. journey journey journey journey

The initial diagnosis = the first time they heard the name of the rare disease, syndrome or
malformation.

The first referral to a centre of expertise (CoE) =when they were first referred to a hospital unit
specialised in the rare disease or group of rare diseases, as part of the diagnosis or care of the rare
disease (only for respondents who said they were referred to a centre of expertise).

Confirmed diagnosis = when the name of the rare disease, syndrome or malformation was confirmed
by appropriate genetic, clinical, medical imaging, molecular or biochemical tests (e.g biopsy, blood or
urine test).
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Time between first symptoms and confirmed diagnosis, in years
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Multiple Cross

TIME BETWEEN FIRST SYMPTOMS
TIME BETWEEN FIRST SYMPTOMS  TIME BETWEEN FIRST SYMPTOM  TIME BETWEEN FIRST SYMPTOMS AND INITIAL DIAGNOSIS (FIRST TIME BETWEEN FIRST SYMPTOMS

AND FIRST MEDICAL CONTACT, IN AND FIRST SYMPTOMATIC AND FIRST REFERRAL TO A HEARING THE NAME OF THE AND CONFIRMED DIAGNOSIS, IN
YEARS TREATMENT, IN YEARS CENTRE OF EXPERTISE, IN YEARS DISEASE), IN YEARS YEARS
Gender of the person affected
by the rare disease MEDIA N MEDIA N MEDIA N MEDIA N MEDIA N
Donna 0,6 5.053 41 4.750 4.6 2.787 42 5.050 54 4.193
Uomo 0,3 2113 25 1.976 24 1.198 2.5 2.186 3.7 1.839

B Under-represented elements [l Over-represented elements

The relationship is weakly significant. p-value= 0,1 ; Fisher= 2,4.
Varianza inter= 107,9. Varianza intra= 45,4.

Mean = average time, in number of years

N = number of respondents for which we have the average time
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”

Dimensione del campione 10486 responses

Quanti anni aveva quando ha
completato gli studi a tempo
pieno?
15 anni o meno
Trai16 ei 19 anni

Trai20ei23 anni

24 anni o piu

TIME BETWEEN FIRST
SYMPTOMS AND FIRST MEDICAL
CONTACT, IN YEARS

MEDIA N
0,6 292
0,6 1.807
0,5 2.340
0,4 2.435

The relationship is not significant. p-value= 0,8 ; Fisher= 0,3.
Varianza inter= 13,5. Varianza intra= 45,2.

Mean = average time, in number of years

Multiple Cross

TIME BETWEEN FIRST SYMPTOM
AND FIRST SYMPTOMATIC
TREATMENT, IN YEARS

MEDIA N
3,7 298
3,6 1.677
3,5 2.163
3,5 2.303

B Under-represented elements

N = number of respondents for which we have the average time

TIME BETWEEN FIRST
SYMPTOMS AND FIRST
REFERRAL TO A CENTRE OF
EXPERTISE, IN YEARS

MEDIA N
4.1 170
3.9 951
3,9 1.323
3,8 1.372

B Over-represented elements

TIME BETWEEN FIRST
SYMPTOMS AND INITIAL
DIAGNOSIS (FIRST HEARING THE
NAME OF THE DISEASE), IN

YEARS
MEDIA N
3,9 312
3.4 1.835
3,6 2.345
3,7 2.454

TIME BETWEEN FIRST
SYMPTOMS AND CONFIRMED
DIAGNOSIS, IN YEARS

MEDIA
4,9
4,9
4,7

4,7

N

253
1.495
1.987
2.067
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Multiple Cross

TIME BETWEEN FIRST

TIME BETWEEN FIRST TIME BETWEEN FIRST SYMPTOMS AND INITIAL
TIME BETWEEN FIRST SYMPTOM AND FIRST SYMPTOMS AND FIRST DIAGNOSIS (FIRST HEARING TIME BETWEEN FIRST
SYMPTOMS AND FIRST SYMPTOMATIC TREATMENT, REFERRAL TO A CENTRE OF THE NAME OF THE DISEASE), SYMPTOMS AND CONFIRMED
MEDICAL CONTACT, IN YEARS IN YEARS EXPERTISE, IN YEARS IN YEARS DIAGNOSIS, IN YEARS
Come descriverebbe sé stesso/a? MEDIA N MEDIA N MEDIA N MEDIA N MEDIA N
Appartengo alla maggioranza etnica del Paese in cui vivo 0,3 5.468 3,5 5.124 3,7 2.962 3,5 5.494 4,7 4.605
Appartengo a una minoranza etnica del Paese in cui vivo 0,8 324 3,3 305 3,9 156 3,6 323 4.2 268
Altro, si prega di specificare 0,7 243 3,3 222 4,0 103 4.6 233 51 196

B Under-represented elements [l Over-represented elements

The relationship is not significant. p-value= 0,3 ; Fisher= 1,2.
Varianza inter= 51,2. Varianza intra= 44, 3.

Mean = average time, in number of years

N = number of respondents for which we have the average time
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”

Dimensione del campione 10486 responses

Lei, o la persona di cui si prende
cura, vive in:

un villaggio o un'area rurale
una piccola o media cittadina

una grande citta

The relationship is not significant. p-value= 0,4 ; Fisher= 0,8.

TIME BETWEEN FIRST

SYMPTOMS AND FIRST MEDICAL

CONTACT, IN YEARS

MEDIA
0,4
0,4

0,6

Varianza inter= 36,5. Varianza intra= 45,1.

Mean = average time, in number of years

N = number of respondents for which we have the average time

N

1.841

2974

2.051

Multiple Cross

TIME BETWEEN FIRST SYMPTOM
AND FIRST SYMPTOMATIC
TREATMENT, IN YEARS

MEDIA N
3,5 1.732
387 2.749
3,4 1.955

B Under-represented elements

TIME BETWEEN FIRST
SYMPTOMS AND FIRST
REFERRAL TO A CENTRE OF
EXPERTISE, IN YEARS

MEDIA N
4.1 1.019
3,8 1.656
3,8 1.138

B Over-represented elements

TIME BETWEEN FIRST
SYMPTOMS AND INITIAL

DIAGNOSIS (FIRST HEARING THE

NAME OF THE DISEASE), IN

YEARS
MEDIA N
3,7 1.847
315 2.981
3,5 211

TIME BETWEEN FIRST
SYMPTOMS AND CONFIRMED
DIAGNOSIS, IN YEARS

MEDIA N
4,8 1.520
4,8 2.500
4,8 1.776
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

TIME BETWEEN FIRST
TIME BETWEEN FIRST TIME BETWEEN FIRST SYMPTOMS AND

TIME BETWEEN FIRST SYMPTOM AND FIRST SYMPTOMS AND INITIAL DIAGNOSIS TIME BETWEEN FIRST
SYMPTOMS AND SYMPTOMATIC FIRST REFERRAL TO (FIRST HEARING THE SYMPTOMS AND
FIRST MEDICAL TREATMENT, IN A CENTRE OF NAME OF THE CONFIRMED
CONTACT, IN YEARS YEARS EXPERTISE, IN YEARS DISEASE), IN YEARS DIAGNOSIS, IN YEARS
Selezioni tutte la frase che descrive la Sua situazione o quella della persona di cui si
prende cura: MEDIA N MEDIA N MEDIA N MEDIA N MEDIA N
Conosco il NOME della malattia, sindrome o malformazione rara ed € stata CONFERMATA da
appropriati esami genetici, clinici, molecolari, biochimici o di diagnostica per immagini (ad es. 0,5 6.818 3,4 6.506 3,6 3.876 3.3 7.135 4.7 6.501
biopsia, esami del sangue o delle urine)
Conosco il NOME della malattia, sindrome o malformazione rara ma NON ¢ stata ancora
confermata da appropriati esami genetici, clinici, molecolari, biochimici o di diagnostica per 0,8 566 52 475 6.1 228 6.6 539 -6,0 3
immagini
Ho soltanto informazioni PARZIALI sul nome della malattia rara, sul gene coinvolto o sul tipo di
-0,2 190 3,1 167 6,5 95 6,2 167 -0,7 2
malattia
So che si tratta di una malattia rara ma il nome o la causa NON SONO STATE IDENTIFICATE 0,7 241 2,7 168 47 134 2,5 2 0,1 1
Altro, si prega di specificare 0,9 5 9,7 6 11,0 2 0 0

B Under-represented elements [ Over-represented elements

The relationship is not significant. p-value= 0,5 ; Fisher= 0,9.
Varianza inter= 40,1. Varianza intra= 46,0.
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”

Dimensione del campione 10486 responses

lo, o la persona di cui mi prendo
cura, siamo stati indirizzati
presso un ospedale specializzato
nella malattia rara o in un gruppo
di malattie rare

Si

No

TIME BETWEEN FIRST
SYMPTOMS AND FIRST MEDICAL
CONTACT, IN YEARS

MEDIA N
0,5 4.422
0,5 3.345

The relationship is not significant. p-value= 0,7 ; Fisher= 0,1.

Varianza inter= 5,6. Varianza intra= 46, 2.

Mean = average time, in number of years

Multiple Cross

TIME BETWEEN FIRST SYMPTOM
AND FIRST SYMPTOMATIC
TREATMENT, IN YEARS

MEDIA N
3,3 4.272
3,8 2.999

B Under-represented elements

N = number of respondents for which we have the average time

TIME BETWEEN FIRST
SYMPTOMS AND FIRST
REFERRAL TO A CENTRE OF
EXPERTISE, IN YEARS

MEDIA N
3,9 4.334
33,0 1

B Over-represented elements

TIME BETWEEN FIRST
SYMPTOMS AND INITIAL
DIAGNOSIS (FIRST HEARING THE
NAME OF THE DISEASE), IN

YEARS
MEDIA N
3.0 4.491
4.4 3.299

TIME BETWEEN FIRST
SYMPTOMS AND CONFIRMED
DIAGNOSIS, IN YEARS

MEDIA N
43 3.875
5.4 2.594
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”

Dimensione del campione 10486 responses

Altri familiari hanno ricevuto la
stessa diagnosi in precedenza

Si

No

TIME BETWEEN FIRST
SYMPTOMS AND FIRST MEDICAL
CONTACT, IN YEARS

MEDIA N
1.9 785
0,3 6.552

The relationship is very significant. p-value= < 0,01 ; Fisher= 40,1.
Varianza inter= 1.832,5. Varianza intra= 45,7.

Mean = average time, in number of years

Multiple Cross

TIME BETWEEN FIRST SYMPTOM
AND FIRST SYMPTOMATIC
TREATMENT, IN YEARS

MEDIA N
5.7 757
3,2 6.175

B Under-represented elements

N = number of respondents for which we have the average time

TIME BETWEEN FIRST
SYMPTOMS AND FIRST
REFERRAL TO A CENTRE OF
EXPERTISE, IN YEARS

MEDIA N
59 527
3.4 3.543

B Over-represented elements

TIME BETWEEN FIRST
SYMPTOMS AND INITIAL
DIAGNOSIS (FIRST HEARING THE
NAME OF THE DISEASE), IN

YEARS
MEDIA N
13 834
3,8 6.840

TIME BETWEEN FIRST
SYMPTOMS AND CONFIRMED
DIAGNOSIS, IN YEARS

MEDIA N
71 707
4,4 5.797
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Multiple Cross

TIME BETWEEN FIRST SYMPTOMS
TIME BETWEEN FIRST SYMPTOMS TIME BETWEEN FIRST SYMPTOM TIME BETWEEN FIRST SYMPTOMS AND INITIAL DIAGNOSIS (FIRST TIME BETWEEN FIRST SYMPTOMS

AND FIRST MEDICAL CONTACT, IN AND FIRST SYMPTOMATIC AND FIRST REFERRAL TO A HEARING THE NAME OF THE AND CONFIRMED DIAGNOSIS, IN
YEARS TREATMENT, IN YEARS CENTRE OF EXPERTISE, IN YEARS DISEASE), IN YEARS YEARS
Point prevalence of the
rare disease MEDIA N MEDIA N MEDIA N MEDIA N MEDIA N

1-5/10 000 0,8 1.802 4.4 1.753 49 1.087 3,4 1.925 5.7 1.674
1-9/100 000 0,3 1.544 3.2 1.486 3.1 929 3.1 1.640 4.0 1.417
1-9/1 000 000 0,1 352 3,8 330 3,7 188 4.1 379 5,0 335
<1/1 000 000 0,3 638 3,4 567 3,8 326 49 654 B 528

B Under-represented elements [ Over-represented elements

The relationship is weakly significant. p-value= 0,1 ; Fisher= 2,1.
Varianza inter= 98,0. Varianza intra= 46, 3.

, , Disease prevalence:
Mean = average time, in number of years

- very rare diseases: less than 1 case for 100,000 people

N = number of respondents for which we have the average time
- less rare diseases: from 2 cases for 5,000 people to 1 case for 100,000 people.

- Non-response: unsolved cases (undiagnosed respondents) or disease prevalence
unknown.

Source: orpha.data
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”

Dimensione del campione 10486 responses

TIME BETWEEN FIRST SYMPTOMS
AND FIRST MEDICAL CONTACT, IN

YEARS
Genetic diseases MEDIA N
Genetic diseases 0,6 4.017
Non Genetic diseases 01 2.154

The relationship is very significant. p-value= < 0,01 ; Fisher= 8,5.
Varianza inter= 352,6. Varianza intra= 41,6.

Mean = average time, in number of years

Multiple Cross

TIME BETWEEN FIRST SYMPTOMS
AND FIRST REFERRAL TO A
CENTRE OF EXPERTISE, IN YEARS

TIME BETWEEN FIRST SYMPTOM
AND FIRST SYMPTOMATIC
TREATMENT, IN YEARS

MEDIA N MEDIA N
41 3.700 4.6 2.368
2.4 2.161 2.3 1.142

B Under-represented elements [l Over-represented elements

N = number of respondents for which we have the average time

TIME BETWEEN FIRST SYMPTOMS
AND INITIAL DIAGNOSIS (FIRST
HEARING THE NAME OF THE
DISEASE), IN YEARS

MEDIA N
42 4.276
2.2 2.247

TIME BETWEEN FIRST SYMPTOMS
AND CONFIRMED DIAGNOSIS, IN

YEARS
MEDIA N
59 3.632
2,6 1.888
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

!&Chapter 3.

Age of the person
affected when first
symptoms were noticed
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Informazioni sul campione : IN.-TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Multiple Cross

TIME BETWEEN FIRST

TIME BETWEEN FIRST TIME BETWEEN FIRST SYMPTOMS AND INITIAL

SYMPTOM AND FIRST SYMPTOMS AND FIRST DIAGNOSIS (FIRST HEARING TIME BETWEEN FIRST
TIME BETWEEN FIRST SYMPTOMS AND SYMPTOMATIC TREATMENT, REFERRAL TO ACENTRE OF  THE NAME OF THE DISEASE), SYMPTOMS AND CONFIRMED
Age of the person affected by the rare disease FIRST MEDICAL CONTACT, IN YEARS IN YEARS EXPERTISE, IN YEARS IN YEARS DIAGNOSIS, IN YEARS
when the first symptoms were noticed (calculated
variable) MEDIA N MEDIA N MEDIA N MEDIA N MEDIA N

Less than 2 years old 11 1.699 3,2 1.576 3,4 989 44 1.762 50 1.529
2 to less that 10 years old 1.8 758 6.5 705 7.7 417 7.0 789 8.8 666
10 to less than 20 years old 341 819 8.3 767 9.7 438 8.0 815 10,4 629
20 to less than 30 years old 0,6 841 4,2 773 43 451 3,8 841 585 691
30 to less than 50 years old -0.7 2.062 2.3 1.904 22 1.120 1.6 2.005 2.7 1.671
50 years old or more 1.5 941 0.3 943 0.6 549 0.0 972 0.6 807

B Under-represented elements [l Over-represented elements

The relationship is very significant. p-value= < 0,01 ; Fisher= 64,8.
Varianza inter= 2.821,1. Varianza intra= 43,5.

If number of years is negative, it means that on average
the step of the diagnosis journey happened before first
symptoms were noticed

Mean = average time, in number of years

N = number of respondents for which we have the average time
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Gender of the person affected by the rare disease / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50
GENDER OF THE PERSON OoLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD 50 YEARS OLD OR MORE TOTAL
AFFECTED BY THE RARE
DISEASE N % N % N % N % N % N % N %

Donna 1.069 18% 550 10% 750 13% 800 14% 1.882 33% 735 13% 5.786 100%
Uomo 939 38% 360 14% 188 8% 174 7% 461 19% 369 15% 2.491 100%
Altro 37 45% 15 18% 14 17% 4 5% 10 12% 3 4% 83 100%
TOTALE 2.045 24% 925 11% 952 1% 978 12% 2.353 28% 1.107 13% 8.360

B Under-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 580,2 ; Gradi di liberta= 10

Cross: Quanti anni aveva quando ha completato gli studi a tempo pieno? / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
QUANTI ANNI AVEVA QUANDO OoLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
HA COMPLETATO GLI STUDI A
TEMPO PIENO? N % N % N % N % N % N % N %

15 anni o meno 114 29% 64 17% 51 13% 31 8% 81 21% 46 12% 387 100%
Trai16ei19 anni 434 20% 230 1% 236 1% 243 1% 659 31% 353 16% 2.155 100%
Trai20ei23 anni 668 25% 315 12% 285 10% 323 12% 771 28% 357 13% 2.719 100%
24 anni o piu 807 29% 293 10% 329 12% 335 12% 755 27% 310 11% 2.829 100%
TOTALE 2.023 25% 902 1% 901 11% 932 12% 2.266 28% 1.066 13% 8.090

B Under-represented elements [l Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 100,0 ; Gradi di liberta= 15
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Lei, o la persona di cui si prende cura, vive in: / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
OLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
LEI, O LA PERSONA DI CUI SI
PRENDE CURA, VIVE IN: N % N % N % N % N % N % N %
un villaggio o un'area rurale 536 25% 215 10% 234 1% 221 10% 642 30% 305 14% 2.153 100%
una piccola o media cittadina 828 24% 396 1% 392 1% 425 12% 971 28% 450 13% 3.462 100%
una grande citta 655 27% 291 12% 273 1% 286 12% 651 26% 310 13% 2.466 100%
TOTALE 2.019 25% 902 1% 899 1% 932 12% 2.264 28% 1.065 13% 8.081

B Under-represented elements [l Over-represented elements

The relationship is significant. Valore-P= 0,0 ; Khi2= 19,9 ; Gradi di liberta= 10

Cross: Typology of countries based on size and welfare / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50
oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD 50 YEARS OLD OR MORE TOTAL
TYPOLOGY OF COUNTRIES

BASED ON SIZE AND WELFARE N % N % N % N % N % N % N %
Group A ('Eastern Europe') 454 35% 213 16% 145 1% 142 1% 272 21% 67 5% 1.293 100%
Group B ('Western Europe') 986 23% 445 10% 486 1% 543 13% 1.253 29% 593 14% 4.306 100%
Group C (‘Northern Europe') 601 22% 264 10% 315 12% 288 1% 817 30% 442 16% 2.727 100%
TOTALE 2.041 25% 922 1% 946 1% 973 12% 2.342 28% 1.102 13% 8.326

B Under-represented elements Il Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 228,7 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Come descriverebbe sé stesso/a? / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)
LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR

oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
COME DESCRIVEREBBE SE STESSO/A? N % N % N % N % N % N % N %
Appartengo alla maggioranza etnica del Paese in cui vivo 1.612 25% 705 1% 716 11% 723 1% 1.778 28% 836 13% 6.370 100%
Appartengo a una minoranza etnica del Paese in cui vivo 107 27% 57 14% 36 9% 61 15% 113 28% 26 7% 400 100%
Altro, si prega di specificare 73 25% 28 10% 20 7% 27 9% 92 32% 49 17% 289 100%
TOTALE 1.792 25% 790 11% 772 1% 811 11% 1.983 28% 911 13% 7.059

B Under-represented elements [l Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 34,8 ; Gradi di liberta= 10

Cross: Genetic diseases / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)
LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR

oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE NON RISPOSTA TOTAL
GENETIC DISEASES N % N % N % N % N % N % N % N %
Genetic diseases 1.656 30% 675 12% 554 10% 465 9% 886 16% 324 6% 887 16% 5.447 100%
Non Genetic diseases 119 5% 123 5% 199 8% 320 12% 988 38% 594 23% 284 1% 2.627 100%
TOTALE 1.775 22% 798 10% 753 9% 785 10% 1.874 23% 918 1% 1.171 15% 8.074

B Under-represented elements Il Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 1.500,5 ; Gradi di liberta= 6
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / Selezioni tutte la frase che descrive la Sua situazione o quella della persona di cui si
prende cura:

AGE OF THE PERSON AFFECTED SELEZIONI TUTTE LA FRASE CHE DESCRIVE LA SUA SITUAZIONE O QUELLA DELLA PERSONA DI CUI S| PRENDE CURA:

BY THE RARE DISEASE WHEN

THE FIRST SYMPTOMS WERE CONFIRMED DIAGNOSIS INITIAL DIAGNOSIS PARTIAL DIAGNOSIS UNSOLVED CASE TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N % N %

Less than 2 years old 1.838 90% 95 5% 48 2% 64 3% 2.045 100%
2 to less that 10 years old 814 88% 54 6% 27 3% 30 3% 925 100%
10 to less than 20 years old 789 83% 98 10% 27 3% 38 4% 952 100%
20 to less than 30 years old 850 87% 79 8% 21 2% 28 3% 978 100%
30 to less than 50 years old 2.009 85% 188 8% 69 3% 87 4% 2.353 100%
50 years old or more 973 88% 79 7% 21 2% 34 3% 1.107 100%
TOTALE 7.273 87% 593 7% 213 3% 281 3% 8.360

B Under-represented elements WM Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 50,0 ; Gradi di liberta= 15

Cross: Calculation of point prevalence 2 modalities / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 2 TO LESS THAT 10 10 TO LESS THAN 20 TO LESS THAN 30 TO LESS THAN 50 YEARS OLD OR
YEARS OLD YEARS OLD 20 YEARS OLD 30 YEARS OLD 50 YEARS OLD MORE TOTAL
CALCULATION OF POINT PREVALENCE 2 MODALITIES N % N % N % N % N % N % N %
Respondents with less rare diseases 772 20% 418 1% 481 13% 473 12% 1.127 29% 572 15% 3.843 100%
Respondents with very rare diseases 365 33% 170 16% 102 9% 107 10% 239 22% 11 10% 1.094 100%
TOTALE 1.137 23% 588 12% 583 12% 580 12% 1.366 28% 683 14% 4.937

B Under-represented elements [l Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 123,7 ; Gradi di liberta= 5
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Disease complexity classified into five groups, based on the number of affected body parts. / Age of the person affected by the rare disease when the first symptoms were noticed (calculated
variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

DISEASE COMPLEXITY LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
CLASSIFIED INTO FIVE GROUPS, oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
BASED ON THE NUMBER OF
AFFECTED BODY PARTS. N % N % N % N % N % N % N %

1-3 body parts 1.120 23% 527 1% 532 1% 570 12% 1.350 28% 737 15% 4.836 100%
4-7 body parts 677 27% 269 11% 274 11% 269 11% 701 28% 279 1% 2.469 100%
8-11 body parts 181 24% 87 11% 98 13% 105 14% 214 28% 78 10% 763 100%
12-15 body parts 54 23% 28 12% 37 16% 27 11% 76 32% 13 6% 235 100%
16 body parts or more 13 23% 14 25% 1" 19% 7 12% 12 21% 0 0% 57 100%
TOTALE 2.045 24% 925 1% 952 1% 978 12% 2.353 28% 1.107 13% 8.360

B under-represented elements M Over-represented elements
The relationship is very significant. Valore-P= < 0,01 ; Khi2= 83,5 ; Gradi di liberta= 20
Cross: ... disturbi del comportamento che causano problemi a scuola, a casa o nelle situazioni sociali / Age of the person affected by the rare disease when the first symptoms were noticed (calculated
variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 2 TO LESS THAT 10 10 TO LESS THAN 20 TO LESS THAN 30 TO LESS THAN 50 YEARS OLD OR
YEARS OLD YEARS OLD 20 YEARS OLD 30 YEARS OLD 50 YEARS OLD MORE TOTAL
... DISTURBI DEL COMPORTAMENTO CHE CAUSANO PROBLEMI
A SCUOLA, A CASA O NELLE SITUAZIONI SOCIALI N % N % N % N % N % N % N %
Si 726 31% 342 15% 274 12% 219 9% 539 23% 214 9% 2.314 100%
No 1.243 22% 557 10% 644 1% 717 13% 1.705 30% 851 15% 5.7117 100%
Non so 76 23% 26 8% 34 10% 42 13% 109 33% 42 13% 329 100%
TOTALE 2.045 24% 925 11% 952 1% 978 12% 2.353 28% 1.107 13% 8.360

B uUnder-represented elements WM Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 185,7 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: ... disabilita intellettive o sintomi cognitivi (ad es. problemi di memoria, linguaggio, pensiero o giudizio) / Age of the person affected by the rare disease when the first symptoms were noticed
(calculated variable)

. AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)
... DISABILITA INTELLETTIVE O

SINTOMI COGNITIVI (AD ES. LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
PROBLEMI DI MEMORIA, oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
LINGUAGGIO, PENSIERO O
GIUDIZIO) N % N % N % N % N % N % N %

Si 900 38% 314 13% 190 8% 210 9% 563 24% 189 8% 2.366 100%
No 1.099 19% 586 10% 744 13% 733 13% 1.723 30% 874 15% 5.759 100%
Non so 46 20% 25 1% 18 8% 35 15% 67 29% 44 19% 235 100%
TOTALE 2.045 24% 925 1% 952 1% 978 12% 2.353 28% 1.107 13% 8.360

B uUnder-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 418,1 ; Gradi di liberta= 10

Cross: ... segni e sintomi clinici altalenanti / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
... SEGNI E SINTOMI CLINICI
ALTALENANTI N % N % N % N % N % N % N %
Si 963 20% 506 10% 600 12% 651 14% 1.488 31% 612 13% 4.820 100%
No 908 30% 359 12% 295 10% 282 9% 723 24% 413 14% 2.980 100%
Non so 174 31% 60 1% 57 10% 45 8% 142 25% 82 15% 560 100%
TOTALE 2.045 24% 925 11% 952 11% 978 12% 2.353 28% 1.107 13% 8.360

B Under-represented elements Ml Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 174,5 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: ... sintomi invisibili come dolore, vertigini, mal di testa, stanchezza, ecc. / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR

... SINTOMI INVISIBILI COME oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL

DOLORE, VERTIGINI, MAL DI

TESTA, STANCHEZZA, ECC. N % N % N % N % N % N % N %
Si 821 14% 555 10% 752 13% 795 14% 1.939 34% 804 14% 5.666 100%
No 966 42% 307 14% 176 8% 170 7% 379 17% 276 12% 2.274 100%
Non so 258 61% 63 15% 24 6% 13 3% 35 8% 27 6% 420 100%
TOTALE 2.045 24% 925 1% 952 1% 978 12% 2.353 28% 1.107 13% 8.360

B Under-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 1.196,8 ; Gradi di liberta= 10

Cross: ... sintomi a insorgenza improvvisa che richiedono cure urgenti / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
... SINTOMI A INSORGENZA oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
IMPROVVISA CHE RICHIEDONO
CURE URGENTI N % N % N % N % N % N % N %
Si 891 24% 397 1% 435 12% 491 13% 1.072 29% 458 12% 3.744 100%
No 1.040 25% 479 1% 476 1% 440 11% 1.150 28% 594 14% 4.179 100%
Non so 114 26% 49 1% 41 9% 47 1% 131 30% 55 13% 437 100%
TOTALE 2.045 24% 925 11% 952 11% 978 12% 2.353 28% 1.107 13% 8.360

B Under-represented elements Ml Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 23,6 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Altri familiari hanno ricevuto la stessa diagnosi in precedenza / Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable)

AGE OF THE PERSON AFFECTED BY THE RARE DISEASE WHEN THE FIRST SYMPTOMS WERE NOTICED (CALCULATED VARIABLE)

LESS THAN 2 YEARS 2 TO LESS THAT 10 10 TO LESS THAN 20 20 TO LESS THAN 30 30 TO LESS THAN 50 50 YEARS OLD OR
ALTRI FAMILIARI HANNO oLD YEARS OLD YEARS OLD YEARS OLD YEARS OLD MORE TOTAL
RICEVUTO LA STESSA DIAGNOSI
IN PRECEDENZA N % N % N % N % N % N % N %
Si 134 14% 89 9% 144 15% 164 17% 297 31% 119 13% 947 100%
No 1.795 26% 775 1% 737 1% 758 1% 1.873 27% 926 13% 6.864 100%
TOTALE 1.929 25% 864 11% 881 1% 922 12% 2.170 28% 1.045 13% 7.811

B Under-represented elements Ml Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 99,2 ; Gradi di liberta= 5

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / lo, o la persona di cui mi prendo cura, siamo stati indirizzati presso un ospedale
specializzato nella malattia rara o in un gruppo di malattie rare

AGE OF THE PERSON AFFECTED 10, O LA PERSONA DI CUI MI PRENDO CURA, SIAMO STATI INDIRIZZATI PRESSO UN OSPEDALE SPECIALIZZATO NELLA MALATTIA RARA O IN UN GRUPPO DI MALATTIE RARE

BY THE RARE DISEASE WHEN .

THE FIRST SYMPTOMS WERE Si NO TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N %

Less than 2 years old 1.219 60% 817 40% 2.036 100%
2 to less that 10 years old 540 59% 380 41% 920 100%
10 to less than 20 years old 537 57% 413 43% 950 100%
20 to less than 30 years old 535 55% 441 45% 976 100%
30 to less than 50 years old 1.312 56% 1.028 44% 2.340 100%
50 years old or more 644 58% 460 42% 1.104 100%
TOTALE 4.787 57% 3.539 43% 8.326

B Under-represented elements M Over-represented elements

The relationship is weakly significant. Valore-P= 0,1 ; Khi2= 10,7 ; Gradi di liberta= 5
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / Quanti professionisti sanitari diversi ha consultato (di persona o virtualmente) alla
ricerca di una diagnosi?

AGE OF THE PERSON AFFECTED QUANTI PROFESSIONISTI SANITARI DIVERSI HA CONSULTATO (DI PERSONA O VIRTUALMENTE) ALLA RICERCA DI UNA DIAGNOSI?

BY THE RARE DISEASE WHEN ;

THE FIRST SYMPTOMS WERE 0 1 TRA2E4 TRASE7 TRASE 10 PIU DI 10 TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N % N % N % N %

Less than 2 years old 46 2% 270 13% 848 41% 379 19% 138 7% 364 18% 2.045 100%
2 to less that 10 years old 1 1% 70 8% 381 41% 194 21% 74 8% 195 21% 925 100%
10 to less than 20 years old 9 1% 70 7% 346 36% 182 19% 86 9% 259 27% 952 100%
20 to less than 30 years old 6 1% 93 10% 424 43% 185 19% 79 8% 191 20% 978 100%
30 to less than 50 years old 17 1% 217 9% 1.062 45% 530 23% 197 8% 330 14% 2.353 100%
50 years old or more 12 1% 138 12% 605 55% 193 17% 68 6% 91 8% 1.107 100%

B uUnder-represented elements M Over-represented elements
The relationship is very significant. Valore-P= < 0,01 ; Khi2= 271,1 ; Gradi di liberta= 25
Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / ... attribuiti erroneamente ad almeno un'altra malattia fisica?

AGE OF THE PERSON AFFECTED ... ATTRIBUITI ERRONEAMENTE AD ALMENO UN'ALTRA MALATTIA FISICA?

BY THE RARE DISEASE WHEN . .

THE FIRST SYMPTOMS WERE SI, UNA VOLTA Sl, DIVERSE VOLTE NO TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N %
Less than 2 years old 338 17% 679 33% 1.028 50% 2.045 100%
2 to less that 10 years old 176 19% 377 41% 372 40% 925 100%
10 to less than 20 years old 176 18% 489 51% 287 30% 952 100%
20 to less than 30 years old 185 19% 507 52% 286 29% 978 100%
30 to less than 50 years old 479 20% 1.183 50% 691 29% 2.353 100%
50 years old or more 242 22% 420 38% 445 40% 1.107 100%
TOTALE 1.596 19% 3.655 44% 3.109 37% 8.360
B uUnder-represented elements M Over-represented elements
The relationship is very significant. Valore-P= < 0,01 ; Khi2= 293,4 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / ... trascurati, non presi sul serio e/o considerati di natura psicologica?

AGE OF THE PERSON AFFECTED ... TRASCURATI, NON PRESI SUL SERIO E/O CONSIDERATI DI NATURA PSICOLOGICA?

BY THE RARE DISEASE WHEN X .

THE FIRST SYMPTOMS WERE S, UNA VOLTA Sl, DIVERSE VOLTE NO TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N %

Less than 2 years old 206 10% 717 35% 1.122 55% 2.045 100%
2 to less that 10 years old 91 10% 458 50% 376 41% 925 100%
10 to less than 20 years old 96 10% 597 63% 259 27% 952 100%
20 to less than 30 years old 115 12% 561 57% 302 31% 978 100%
30 to less than 50 years old 334 14% 1.249 53% 770 33% 2.353 100%
50 years old or more 139 13% 420 38% 548 50% 1.107 100%
TOTALE 981 12% 4.002 48% 3.377 40% 8.360

B uUnder-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 417,5 ; Gradi di liberta= 10
Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / Has the person affected by the rare disease already been misdiagnosed? Calculated
variable that computes the number of times the person affected by the rare disease was misdiagnosed.

HAS THE PERSON AFFECTED BY THE RARE DISEASE ALREADY BEEN MISDIAGNOSED? CALCULATED VARIABLE THAT COMPUTES THE NUMBER OF TIMES THE PERSON AFFECTED BY THE

AGE OF THE PERSON AFFECTED RARE DISEASE WAS MISDIAGNOSED.

BY THE RARE DISEASE WHEN . .

THE FIRST SYMPTOMS WERE SI, UNA VOLTA Sl, DIVERSE VOLTE NO TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N %

Less than 2 years old 525 26% 748 37% 772 38% 2.045 100%
2 to less that 10 years old 282 30% 414 45% 229 25% 925 100%
10 to less than 20 years old 252 26% 534 56% 166 17% 952 100%
20 to less than 30 years old 260 27% 545 56% 173 18% 978 100%
30 to less than 50 years old 591 25% 1.312 56% 450 19% 2.353 100%
50 years old or more 278 25% 488 44% 341 31% 1.107 100%

—ea - ~ ann AAns 4 naa anns ~ ana Aras ~n Ann

B under-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0.01 : Khi2= 341.2 : Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / Esameli geneticoli per individuare modifiche dei geni (chiamate anche mutazioni o

variazioni)

AGE OF THE PERSON AFFECTED ESAME/I GENETICO/I PER INDIVIDUARE MODIFICHE DEI GENI (CHIAMATE ANCHE MUTAZIONI O VARIAZIONI)

BY THE RARE DISEASE WHEN .

THE FIRST SYMPTOMS WERE S NO NON SO/NON RICORDO TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N %

Less than 2 years old 1.648 81% 332 16% 65 3% 2.045 100%
2 to less that 10 years old 657 1% 218 24% 50 5% 925 100%
10 to less than 20 years old 484 51% 388 41% 80 8% 952 100%
20 to less than 30 years old 425 43% 461 47% 92 9% 978 100%
30 to less than 50 years old 863 37% 1.304 55% 186 8% 2.353 100%
50 years old or more 300 27% 681 62% 126 1% 1.107 100%

B under-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 1.344,8 ; Gradi di liberta= 10

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / Altro/i esame/i quali esamel/i clinicoli, diagnostica per immagini (RM, scansioni...),
biopsia, esameli biomedicol/i (esami del sangue o delle urine), ecc.

AGE OF THE PERSON AFFECTED ALTRO/I ESAME/I QUALI ESAME/I CLINICO/I, DIAGNOSTICA PER IMMAGINI (RM, SCANSIONI...), BIOPSIA, ESAME/I BIOMEDICO/I (ESAMI DEL SANGUE O DELLE URINE), ECC.

BY THE RARE DISEASE WHEN i

THE FIRST SYMPTOMS WERE Si NO NON SO/NON RICORDO TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N %

Less than 2 years old 1.788 87% 190 9% 67 3% 2.045 100%
2 to less that 10 years old 830 90% 73 8% 22 2% 925 100%
10 to less than 20 years old 894 94% 37 4% 21 2% 952 100%
20 to less than 30 years old 919 94% 49 5% 10 1% 978 100%
30 to less than 50 years old 2.192 93% 123 5% 38 2% 2.353 100%
50 years old or more 1.038 94% 49 4% 20 2% 1.107 100%

B under-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 83,7 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / ... non poteva permetterselo?

AGE OF THE PERSON AFFECTED  Have you ever needed a genetic test but could not access it because..... NON POTEVA PERMETTERSELO?
BY THE RARE DISEASE WHEN

THE FIRST SYMPTOMS WERE si NO NON PERTINENTE TOTAL
NOTICED (CALCULATED
VARIABLE) N % N % N % N %

Less than 2 years old 199 10% 1.565 7% 281 14% 2.045 100%
2 to less that 10 years old 11 12% 679 73% 135 15% 925 100%
10 to less than 20 years old 110 12% 639 67% 203 21% 952 100%
20 to less than 30 years old 112 1% 638 65% 228 23% 978 100%
30 to less than 50 years old 249 11% 1.509 64% 595 25% 2.353 100%
50 years old or more 56 5% 681 62% 370 33% 1.107 100%
TOTALE 837 10% 5.711 68% 1.812 22% 8.360

B Under-represented elements M Over-represented elements
The relationship is very significant. Valore-P= < 0,01 ; Khi2= 241,5 ; Gradi di liberta= 10

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / ... non era disponibile nel Suo Paese?

AGE OF THE PERSON AFFECTED  Have you ever needed a genetic test but could not access it ... NON ERA DISPONIBILE NEL SUO PAESE?

BY THE RARE DISEASE WHEN  because... .

THE FIRST SYMPTOMS WERE Si NO NON PERTINENTE TOTAL

NOTICED (CALCULATED
VARIABLE) N % N % N % N %

Less than 2 years old 279 14% 1.482 72% 284 14% 2.045 100%
2 to less that 10 years old 124 13% 667 72% 134 14% 925 100%
10 to less than 20 years old 131 14% 597 63% 224 24% 952 100%
20 to less than 30 years old 98 10% 626 64% 254 26% 978 100%
30 to less than 50 years old 213 9% 1.467 62% 673 29% 2.353 100%
50 years old or more 74 7% 628 57% 405 37% 1.107 100%
TOTALE 919 1% 5.467 65% 1.974 24% 8.360

B under-represented elements M Over-represented elements

The relationship is very significant. Valore-P= < 0,01 ; Khi2= 312,2 ; Gradi di liberta= 10
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Informazioni sul campione : IN_.TOUCH is not among "Non-response” And CONSENT is not among "No" And EUROPE_VS_WORLD among "Europe”
Dimensione del campione 10486 responses

Cross: Age of the person affected by the rare disease when the first symptoms were noticed (calculated variable) / ... i professionisti sanitari non er