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Situation worldwide and in Switzerland
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People with rare diseases are isolated
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Objectives A

« Setup a research platform for clinical, epidemiological, W JHJ A o
basic and translational research on all rare diseases
 Make people with rare diseases visible in health statistics and research

 Describe the situation of rare diseases in CH

— Epidemiology (incidence, prevalence, survival, mortality)

— Health care (treating institution, diagnostics, management, quality
indicators)

* Facilitate study participation for patients (national and international)
* Integrate and harmonize available data on rare diseases, bundle efforts

* Build a network for communication, for patients and health care
providers



History

2013 * |nitiation

2014  The National Rare Disease Policy

2015-2017 + Concept for the SRDR

2018 e Ethics approval

* FOPH KRG Art. 24 funding approved
2020 e (5years, CHF 250 000 per year)
* Further funds needed

2021 * Project Manager PD Dr. Michaela Fux started



Organization Structure: Concept in development

gum—

Data Provider Board

Patient Organization
Board

Working Group Steering Board

Stakeholders

Experts on rare disease

specialties
\ 4
Swiss Rare Disease Registry
ISPM, Bern
l I
Regist l
_ _ cgIster Hospital A
Executive Office Database
SwissRDL




Organization Structure: Concept in development
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Organization Structure: Concept in development

Goal: respect the interests of all stakeholders




Which data do we register?

Core Data Set

Patient Data:
Medical Data:

|Identifying data
Diagnose(s) (ORPHA codes)

Health provider identifier

* All data are already in medical records
* Informed consenting: required, voluntary and withdrawable



Sources of the Core Data Set
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Current focus: Data collection at clinics

Dx of patient with a
rare disease

Orpha Coding

o

ORPHAcode: a unique and stable
identifier for rare diseases




Number of ORPHA coded Patients in Switzerland
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Current focus: Data collection at clinics

. . @)
Dx of patient with a 8
rare disease 1&[

Orpha Coding {1
Information %o )| ©  Age-appropriate
Consenting ’ * Available in GE, FR and IT

e Clinician and patient sign or only patient signs

* Send to university hospitals, non-university
hospitals and patient organizations

e Kispi ZH: 140 signed IC (state July 2021)




Current focus: Data collection at clinics

. . @)
Dx of patient with a 8
rare disease 1&[

Orpha Coding i
Information N
Consenting

* Process started with BE, GE, ZH Kispi
Automatic * Data transfer foreseen for the first quarter

of 2022

data transfer e  More to follow
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The Core Data Set: Few, but relevant variables

A Range of patient numbers within the 2,872 diseases B Age range at first signs (n=125,842)
2500-
60000-
1908 50395
2000- 66.4% ik

2 %5
g | 840000 34377
781500 g 27.3%
S o
2 5
21000 804 g 19349
E 28.0% E o000,
= =

=

500- 7381
. 13 ﬂ izzb;z L 1152 5::4,6
e o [t
0- 0.4% o- 0.9%
[10,100) [100,1000) [1000,30000) . . .
Number of patients 1 ,0) [0,1) [1,3) [32ge in yea[?sﬂn [10, 15) [15,18) [18,100)

C Age at confirmed diagnosis (n=42,629)

11354
9793
w
“» 10000- 8715
e 20.4% D O Q
g 1IagNOSTIC Dela
s
B
3
£ 5000- 3509 3454
= 8.2% 2:;8 8.1% 2955
5.3% oS
2 3%
o- ﬁ
[-1,0) [0,1) [1.3) [3.5) [5,10) [10,15) [15,18) [18,100)
Age in years

Taruscio D et al, 2014, Blood Transfus



The Core Data Set: describing the prevalence.....

0-17 years

Perinatal MNeoplasms

conditions  7.2% Endocrine

0.3% discases
5.5%

Metabolic
disorders
B.7%

Immunity

Congenital
anomalies

43.0% X
disorders
3.0%
Haematologic

Musculoskeletal dl;"::"“

system and 15.5%
connective lissue MNervous
diseases Skin Circulatory system
1.8% diseases—’ Digestive system diseases  discases

0.5% system discases 4.5% 5.8%
0.2 4.0%

Mazzucato M et al, 2014, Orphanet J Rare Dis.

>18 years

Neoplasms
3.6%
Endocrine Metabolic

diseases
3.0%

Musculoskeletal Congenital
system and anomalies
9.9%

Infectious
diseases
0.2%

connective tissue

disorders

9.8%

diseases
11.1%

Skin
diseases
4.9%

Immunity
disorders
- 4.3%

Genitourinary

system .
diseases Haematologic
0.8% diseases
15.7%

Digestive

system  ~ Circulatory Eye Nervous
2.6% system diseases system
diseases 17.6% diseases
3.5% 13.0%
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...and the re

Antonio, MD et al, 2019,
Orphanet J Rare Dis.

ional distribution
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Our design enables diverse studies

I. Collection of Core Data Set

Medical Data Patient Data

ll. Linkage with available routine data

Federal Statistical Office:
Population Statistics, birth and death statistics, hospital episode statistics

Hospitals: Clinical data warehouse (harmonized via SPHN)

lll Integration of additionally collected data (research projects)

Routine funding

Medical records studies

available data Clinical studies

Disease-specific RCTs/observational
registries Questionnaire surveys studies involving

] patient exanimations
Cost analysis




Possible studies in SRDR

... most examples from Swiss Childhood cancer registry
www.childhoodcancerregistry.ch
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http://www.childhoodcancerregistry.ch/

Study 1: Prevalence of rare pulmonary diseases + relevant

health care providers

Data

Only core dataset:
Diagnosis, age, sex, region

Work

Extract anonymized dataset from DB
Analysis

Ethics - (included in registry ethics)
Consent - (included in original consent)
Significance  Insight into prevalence, age structure and

regional distribution of diagnosed rare
diseases; baseline for other studies

l. Core Data Set

Tumor main groups
@ Neuroblastoma and other peripheral nervous cell tumors
@ Retinoblastoma (Rb)
O Renal tumors
@ Hepatic tumors
O Malignant bone tumors
© Soft tissue and other extraosseous sg©
@ Germ cell tumors, trophoblastic tugor
O Other malignant epithelial neoplasms.an
© Other and unspecified malignant ngoplas
@ Langerhans cell histiocytosis O H ‘. K¢

)
4 ré
&
g
R s (G
:e?‘ &)
X0
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Example from Swiss Childhood Cancer Registry



Study 2: Survival and causes of death in patients with rare
neuromuscular diseases

l. Core Data Set

Data core dataset
Cause of death statistics (SFSO)
WOI"k Extract data SEt from DB Il. Linked available routine data

Federal Statistical Office: Data and cause of death, birth records,
hospitalisations (Dx, duration), geocodable environmental exposures

Link with dataset from SFSO
Analyse pseudonymised dataset

Ethics inform (included)

100%—
. 90%—
Consent - (included) 80%%
Significance  Insight into survival of rare disease, o o
trends over time, causes of death, 50%-
. . . 40%— Period of diagnosis
international benchmarking .l e e
20%— 1999 -2008
1989 - 1998
k= —— 1976-1988

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

Years since diagnosis
2 21



Study 3: Air pollution & risk for interstitial lung disease

Data core dataset I. Core Data Set
Geocoded addresses at birth & at dx
Cohort (healthy peers) from SNC/SFSO
Exposure data from SFSO, BAFU, etc

Il. Linked available routine data

Work Extract dataset from DB Federal Statistical Office: Data and cause of death, birth records,
e s Dx, ion), .
Geocode addresses (cases & peers) hospitalisations (Dx, duration), geocodable environmental exposures

Estimate exposure
Compare exposure cases : peers

Ethics inform  (included)

Consent - (included)

Significance Insight into environmental risk factors
for rare disease
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Study 4: Renal function and metabolic syndrome in

patients with .....

Data

core dataset

Lab values and blood pressure from
university hospital data warehouses
(SPHN datasets)

Work

Extract dataset from DB

Link with data warehouses

Extract lab values, heights, weights,
blood pressure

Analyze anonymous dataset

Ethics

- (included)

Consent

- (included)

Significance

Descriptive or analytic studies, long-term
course in lab outcomes

l. Core Data Set
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Study 5: Quality of life and PRO outcomes in patients with

l. Core Data Set

Medical : Diagnosis, date of Dx  Personal: Age, sex, region, health care

Data core dataset (Dx & address)
Additional data collected via

SRDR identifies eligible participants
SRDR sends study information & ™ > Suiss Sunivors

questionnaire € T
Researcher receives anonymous dataset Fragebogen fir Jugendiiche

it und die hres
. re Erkrankung haten »;Kreus Lewkamie adas r Tumor). Die
Ethics Small amendment . -
Ihre Antworten werden streng vertraulich behandelt. e erste Seite und letzte Seite mit |nm 50%, 0,001
Mamen, Ihrer EMammesse und Telefonnummer werden von uns vom Fragebogen abgeldst un: 45% T

vertraulich aufbewahrt. Die Eingabe des restichen Fragebogens in den Computer und die

Consent Collected together with questionnaire G

Significance Patient-reported outcome measures i ORI

35%

Senden Sie den ausgefillen Fragebogen bitte im beigelegten und vorfrankierten Couvert an uns 209

2uriick. Bei Schwisrigkeiten oder Fragen dirfen Sie sich geme an Dr. med. Rahel Kasteler oder %

Annette Weiss wenden. 25 l ]
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Study 6: Randomized controlled trial of new drug X in

patients with ....

Data core dataset (Dx & address)
Additional data collected in study

Work SRDR identifies eligible participants
SRDR sends study info to patients
Patients return form to researcher
Researcher contacts participants (and
their physicians) for detailed study
information and potential recruitment

Ethics Separate ethics

Consent Necessary, oral and written information

Significance Fast identification & contact of

participants for (inter-) national study

l. Core Data Set

Medical : Diagnosis, date of Dx  Personal: Age, sex, region, health care

Clinical studies
RCTs/observational
studies involving
patient exanimations

Efficacy and safety of azithromycin maintenance therapy in primary
ciliary dyskinesia (BESTCILIA): a multicentre, double-blind, randomised,
placebo-controlled phase 3 trial

Helene E Kobbernagel, MD - Frederik F Buchvald, PhD - Eric G Haarman, PhD - Carmen Casaulta, MD
Samuel A Collins, PhD « Prof Claire Hogg, MD . et al. Show all authors

Published: May, 2020 « DOI: https://doi.org/10.1016/52213-2600(20)30058-8
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Study 7: Set up a patient and family support group for
people living with Noonan syndrome....

Data core dataset (Dx & address)

Work SRDR identifies eligible participants
SRDR sends info to eligible people
Interested people can directly contact
group organizer /apply 4 membership

Ethics Not needed

Consent Not needed

Significance Enable people with a rare disease to

network with each other

l. Core Data Set

Contact: Isabelle Cizeau
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In summary srdwgf

Assuming ..
* sufficient & sustainable funding
e health care providers’ willingness and speed of to provide data

The SRDR will be ..

* A national data node and FAIR research platform for all rare diseases
e efficient and affordable

And allows Switzerland to ..

e perform epidemiological studies, health care research & basic research
* Fill gaps in knowledge rapidly

* Improve health and QOL for people living with a rare disease



	Slide Number 1
	Situation worldwide and in Switzerland
	People with rare diseases are isolated
	Slide Number 4
	History
	Organization Structure: Concept in development
	Organization Structure: Concept in development
	Organization Structure: Concept in development
	Which data do we register?
	Sources of the Core Data Set
	Slide Number 11
	Number of ORPHA coded Patients in Switzerland
	Slide Number 13
	Slide Number 14
	The Core Data Set: Few, but relevant variables
	The Core Data Set: describing the prevalence…..
	… and the regional distribution
	Slide Number 18
	Slide Number 19
	Slide Number 20
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Slide Number 26
	In summary

