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Table 1 Prevalence of patients with leprosy resident in their homes in Norway 1856, 1860 and 1865 with subsequent b-year incidence by region

Prevalent cases

Subsequent incident cases

Region fEar i Period i Annual % of initial cases (ie. 1856) Annual % of immediate previous prevalent cases
Morth Norway and Trandelag 1856 12 185660 348 96 9.6
1860 700 186165 349 97 100
1865 559 186670 290 a0 103
Sunnfjord 1856 433 185660 209 9.7 9.7
1860 305 186165 153 7. 100
1865 246 186670 112 5.1 9.1
All ather regions 1856 1473 185660 514 78 78
1860 1203 186165 4 6.7 .2
1865 1060 186670 395 54 15
Total 1856 2628 185660 1131 86 .6
1860 2208 186165 998 76 90
1865 1865 186670 197 5.1 A5

source: Adapted from G Armaver Hansen. Spedalskhedens ﬁu.rs‘:rqﬂr. Christiania 1874 {p. 7).
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Definition of a Disease Registry

* A disease registry is a database that contains information about
people diagnosed with specific types of diseases.

e The registry collects information that can be used for :

e capturing, managing, and organizing specific information for a population of
patients.

» providing a systematic and comprehensive care

e Disease registries are either clinical-based or population-based.



A clinical-based disease
registry
* Contains Data on
patients with a specific
type of disease
,diagnosed and treated
at a practice

* Allows care team
members to proactively
manage patients with
chronic diseases.

A population-based disease
registry :

* Contains and Tracks
Records for people :
* Diagnosed with a specific
type of disease
* Reside within a defined
geographic region (i.e., a
community, city, or
statewide).



Benefits of a Registry

* A powerful tool that can drive significant practice change and
improve the health of the patients being served

* Enable the provider to ensure that all their patients are getting
proper care

* Track the progress of high-risk patients

* |dentify the need for follow-up services

* Empower patients to take an active role in their treatment
* Coordinate care and identify gaps

* Increase public awareness to prevent chronic diseases

* Incorporate consensus guidelines for disease and support studies &
evidence-based care



Registry is a system

Infrastructure and human resource

Leadership and Management

Information Technology

Financial Support
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rst-class quality registry fulfill s

One team responsible
— Clear process leadership
— Personal dedication
— Sense of ownership
Strong support from specialists
— Data collection is team effort
Entrepreneurial "can-do™ spirit
— creating winners

Atmosphere of cooperation
— Evidence-based discussion
— Mutual respect and team spirit
— Peer pressure in joint efforts
Evidence-based approach
~ Strong foundation in research
— Willingness to measure

Strong foundation in research
— Internationally tested metrics
~ Proven causality
— Possible to benchmark

In touch with clinical practice
— Practicality filter

Risk adjustment possibilities
— Collect relevant patient data

T BosToN ConNsurLTING GROUP

X requirements

Fast feedback of results
— To allow comparisons over
time for own results
Learnings linked to feedback
— Leam from others
— Workshops and seminars

Easy to enter data
— Only collect what is needed
— Easy-to-use IT interface
— Move towards integration with
EMR systems
Easy to receive feedback
— Fast feedback of own results
— Decision-support tools

Access to stable financing
— Backing from institutions
- Clearly delineated budget for
registry admin, maintenance
Arms-length relationships with
private financiers
— Access to funding without
compromising data integnty
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Selection bias

* Site selection (i.e. if sites with a non-representative population are
preferably included),

* Patient enrolment (i.e. if not all patients are enrolled or patients
enrolled are not representative of the patient population)

* Patient loss to follow-up.

* Influenced by many factors, including clinical, demographic and socio-
economic factors.



Key points and steps

* To clearly define the purpose of the registry

* To translate the corresponding target population. definition
: WHO,WHEN,WHERE,HOW to be enrolled

* To establish processes allowing for enrolment of ALL eligible
patients :

Prospective or RELIABLE Retrospective
* To create a system that best minimizes loss to follow-up
* Consider potential confounders and effect modifiers



Pediatric thrombosis as an object for
Disease registry



* Pediatric thrombosis is not only a rare, but also a heterogeneous disease
with regard to Incidences, age, sex, risk factors, location, diagnosis,
treatment, comorbidity, and outcome.

* High-quality evidence for the managsement af maost tvnes of pediatric TE
. . Jones 5, James E, Prasad 5. Disease registrnies and outcomes re-
is not available

= search in children: focus on lysosomal storage disorders. Paediatr on scarce and
low-level pedia pruss. 2011:13:33-47 'm adult

guide“nes, (AsH 20 Lacasse ¥, Krishnan JA, Maltais F, Ekstrom M. Patient registries for

- o 1 t . t t .
o Performlng RC ht_:ume oxygen research and evaluation. Int J Chron Obstruct Pulmon ry challengmg.
3 [hs. 2019;14:1299-1304. )
* Many disease ITEIDUL 1T, NY Batliciiig Cilival uala, 11iave d1iuwii o be invaluable
sources of information in larger, more heterogeneous populations, especially in

rare diseases Lopez-Beret P, Orgaz A, Fontcuberta J, et al. Low molecular weight

e Even regulatgry heparin versus oral anticoagulants in the long-term treatment of jpean
D O - o L R - .
MedICIHGS Ager deep %.-'fz:n::ou thrnml:nn.m-dl Vasc ..IHFE. E':":'EI..-JJ-?? .?ﬂ' -ation
Iation https:/fwww. fda_gov/about-fda/innovation-fda/fda-facts-postm
regu arket-patient-registry-ensures-access-safe-and-effective-devices.
Accessed January 19, 2021.



A Historical Perspective

* The first reported case of inherited thrombophilia described a Norwegian
fa mlly (Egeberg Thromb Diath Haemorrh 1965; 13: 516-530.)

* |In the pediatric literature, the scarce information on TEs was generally
represented by case reports or by autopsy-based manuscripts with limited
value till 1968

* From 1968 to 1971, an all-Scottish pediatric inpatient hospital database
started to collect data,then after national and/or international databases
started to define the characteristics of thrombosis in children

* Jones DR, Macintyre IM: Venous thromboembolism in infancy and childhood. Arch Dis Child 1975; 50: 153-155.

* |In the early 1990s, Dr. Andrew started the first surveillance program across

Canada : “ the Canadian Childhood Thrombophilia Registry”

* Andrew M, et al. VTE in children: first analyses of the Canadian Registry of VTE. Blood. 1994;83:1251-1257.
* Monagle P, et al: Outcome of pediatric thromboembolic disease: Pediatr Res 763-766:47; 2000



e Pediatric VTE:

The incidence of VTE in children was reported to be between 0.07 and 0.14
case per 10,000 children, and more recently 58 cases per 10,000 hospital
admissions on a bimodal pattern with a peak occurring in infants <1 year and
ad0|escence Andrew M, et al. VTE in children: first analyses of the Canadian Registry of VTE. Blood. 1994;83:1251-1257

70% increment of pediatric VTE in hospitalized patients during a 6-year period
in the United States from 2001 to 2007 : 1 in 200 children admitted to a
Complex pediatric health care faC|||ty deVEIOp a VTE (Raffini L . et al.,Pediatrics 2009; 124: 1001-1008.)

In contrast to VTE in adults, idiopathic VTE is rare, and 95% of VTEs in children
are associated with predisposing risk factors:including CVCs (the single most
important risk factor), cardiovascular disease, nephrotic syndrome, surgery,
infection, malignancy, and anatomic anomalies.

Direct thrombosis-related mortality in children depending on the type of
predisposing factor AND the location of the vessel occlusion may be as high as
7-9%

Morbidity was also substantial with 8% having recurrent thrombosis, and 12%
having postthrombotic syndrome

The initial cost estimates related to VTE alone in children in the US, likely an
underestimation, are in the order of USD 90 million per year



* ATE:

 Arterial ischemic stroke (AlS) occurs in both neonates and children with an
estimated incidence between 1 per 1600 to 5000 live births, and about 1.2 to
7.9 per 100,000 children per year, respectively.
e Pediatric AIS in North America: wowan. eta, sioke 200540 31153821 Golomd et at, stroke 2009; 40: 52-57,
* The incidence has been estimated as 2.4/100,000/year
* Neonates comprise 25% of pediatric patients with AlS
* AIS is one of the top ten causes of death in the pediatric population



Some knowledge gaps in pediatric thrombosis

ASH 2018 guideline for treatment of pediétric venous thromboembolism

Natural history & Diagnosis of:

* (A)Symptomatic catheter-related VTE, renal VTE, and (a)symptomatic
SVT in neonates

 Asymptomatic VTE, (catheter-related) superficial VTE, large DVT and
submassive and massive PE, (A)Symptomatic SVT, and right atrial
thrombosis in children

e Catheter-related ATE in infants and young children

* Radiological screening for asymptomatic catheter-related VTE and
ATE?



Some knowledge gaps in pediatric thrombosis

ASH 2018 guideline for treatment of pediatric venous thromboembolism

Treatment(1):
 What are the benefits of anticoagulation versus no anticoagulation
in: neonates and children with asymptomatic VTE, portal vein
thrombosis, and SVT; in neonates with renal VTE; and in children with
(catheter-related) superficial VTE?

* When is thrombolysis or thrombectomy indicated in: neonates and
children with right atrial thrombosis and SVT; and in children with
large DVT, submassive and massive PE?

* What is the risk/benefit and the minimal infrastructure, experience,
and annual case load needed of: catheter-directed thrombolysis
compared to systemic thrombolysis in treatment of VTE?

 What is the optimal timing of catheter removal in: children with
catheter-related VTE?



Some knowledge gaps in pediatric thrombosis
Treatment(2):

* When and in which subgroups of patients is antithrombin replacement
therapy appropriate in addition to heparin in the treatment of thrombosis?

 What is the optimal duration of anticoagulation in (catheter-related)
superficial VTE, if needed, in SVT, and in unprovoked VTE in children?

* What is the impact of various risk factors to the optimal duration of
anticoagulation in VTE?

* What is the mortality, recurrence risk, major bleeding risk, and quality of life
outcomes for various treatment duration in children with unprovoked VTE?

* Which biomarkers or other factors can be used to predict recurrence in
children with unprovoked VTE?

 What is the optimal intensity, duration, and modality of antithrombotic
treatment for pediatric patients with catheter-related ATE?



Some knowledge gaps in pediatric thrombosis

ASH 2018 guideline for treatment of pediatric venous thromboembolism

Outcome

* What are the risk factors for poor acute and long-term
outcome of catheter-related ATE?

* What is the impact of vitamin K antagonists versus
low-molecular weight heparin on bone density for
long-term treatment?

* What is the effect of direct oral anticoagulants on
menstrual bleeding in teenagers?
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RECOMMEMNDATIONS AND GUIDELINES

International pediatric thrombosis network to advance
pediatric thrombosis research: Communication from the ISTH
° the ISTH SS( SSC subcommittee on pediatric and neonatal thrombosis and
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Current structure of the International Pediatric Thrombosis Network (IPTN)

IT platform:

Data manager
Data controller

ISTH REDCap database

Executive committee:

Quality of structure, process and data: protocol and CRF
development; standardisation; ethical, legal and privacy issues;
monitoring process and data; documentation; funding.

l

THROM-PED-registry I

The basic Throm-PED registry collects data about all pediatric patients with venous and arterial thrombosis,
including age, gender, location, risk factors, treatment, and short-term outcome.

MNeonatal renal
wain thrombaogis

o

COVID-19 and
thramihacis

arterial
thrombogic

DAL in real

H Management of ‘
wenrled

Academic trial ‘ ‘ Industry trial ‘

Research project N

« Each member of the IPTN can propose substudies using the Throm-PED registry.
« These substudies are discussed in the general assembly meeting, which takes place during the annual ISTH

congress
General assembly | |
Research Research Research Research Research
project 1 project 2 project 3 project 4 project
A — —— ——

_'____‘;::H_'—'“g- —_—

IPTN-members Network of centers
for clinical trials




THROM-PED REG ISTRY:
Systemica and Prospective collecting patient data

* Understanding the natural history of certain types of pediatric TE
* |dentifying risk factors and groups at high risk for TE
* Understanding diagnostic methods

* Monitoring clinical effectiveness, safety, and cost effectiveness of
anticoagulant drugs in all types of TE

* New drug trials
* Patient-reported outcomes AND quality of life assessments
* To evaluate long-term clinical outcomes
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Join Mailing List Jobs Print Page ContactUs Sign Out

INTERNATIONAL PEDIATRIC THROMBOSIS NETWORK

Edshare | HEGEE
My Profile

| PT N International Pediatric Profile Home
Thrombosis Network Manage Profile
A -
/—-—_ -~ Create Resumé/CV
Groups
Networks
Files & Links
The International Pediatric Thrombosis Network is a group of pediatric thrombosis experts whose ultimate faailss
goal is to bring the best treatment to children with thrombosis. Mese
Connections
Although thromboembolic events are increasingly recognized in children, the incidence remains relatively Membership Info Renew!)
rare. Current guidelines for clinical care are based on low evidence and mainly extrapolated from adult Refer a Friend

mrtiaddians | aveoa enadiateice MOAC feinle avea ivndla
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C @ https//redcap.isth.org/surveys/?s=FPEDLXEF9A

| PTN International Pediatric
Thrombosis Network
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Membership Form

Please fill out and complete the form below.

Thank youl!

1) Investigator Name:
2) Investigator Institution:
3) Institution Address:
4) Institution Country:
5) Investigator Email:

6) Investigator Phone Number:

Submit

-

e % [

¥




& c @ https://redcap.isth.org/redcap_v8.1.2/DataEntry/index.php?pid=25&id=12-8&event_id=58&page=pediatric_thrombosis_network&auto=1

REDCap

@ Loggedin as mbordbar | Log out

My Projects
A& Project Home or = Project Setup
P8 REDCap Messenger

Project status: Production
Data Collection =]

Record Status Dashboard
£ Add/ Edit Records

[ Record ID 12-8 Select other record

Data Collection Instruments:

Pediatric Thrombosis Network
Renal Vein Thrombosis
QOutcomes

Applications (=]
Field Comment Log
Help & Information (=]

@ Help & FAQ
EF Video Tutorials
& Suggest a New Feature

¥ Contact REDCap administrator

4

E o Type here to search

International Pediatric Thrombosis Network

Actions: | "% Download PDF of instrument(s) = J

= Pediatric Thrombosis Network

& Adding new Record ID 12-8

Record ID

Center Number:

* must provide value
Investigator Name:

* must provide value
Investigator email address:
* must provide value

Patient number:

* must provide value

Informed consent for this patient?

* must provide value
General Information

Age at Diagnosis of Thrombosis (years):

Age at Diagnosis of Thrombosis (months):

Age at Diagnosis of Thrombosis (days)

Gender:

Type of Thrombosis:

* must provide value

Save & Exit Form

. Save & Go To Next Record
3% VIDEO: Basic data entry i I

- Cancel -

t||

12-8

'® Yes
) No

reset

Enter whole numbers only (no text).

Enter the number of months over the age listed above.Enter whole
numbers only (no text).

) Male

L Female
reset

L Venous
) Arterial

Flease check all that apply.

QA % QB | ®

5:28 PM

3/1/2019



< - C & https//redcap.isth.org/redcap_v8.1.2/DataEntry/index php?pid=25&id=12-8&event_id=58&page=pediatric_thrombosis_network&auto=1 )

o Upper Extremity Save & Exit Form

w B
! Lower Extremity _
Save & Go To Next Record ~

L) Inferior Caval Vein

" Superior Caval Vein - Cancel -
" Kidne
Location: ) y
* must provide value - Lung
Liver

L) Intracardiac
L) Intracranial
" Other (specify below)

Please check all that apply.

" Central Venous Catheter
O (Congenital) Heart Disease
" Oral Contraceptives
" Malignancy
! Infection
" Surgery
J Immobility
Risk Factors: [ Renal Disease
* must provide value B Obesity
" Arterial Catheter
" Previous Thrombotic Event
" Thrombophilia
" Positive Family History
" Maternal or Delivery Factors (specify below)

! Other (specify below) .
PR ] %



C

@ https://redcap.isth.org/redcap_v8.1.2/DataEntry/index.php?pid=258&id=12-8&event_id=588&page=pediatric_thrombosis_network&auto=1 ) ¥4

Treatment:

* must provide value

Form Status

Complete?

The REDCap Consortium | Citing REDCap | ISTH REDCap security policy

O : :
Maternal or Delivery Factors (specif Save & Exit Form

-/ Other (specify below)
Save & Go To Next Record ~

Please check all that apply.
- Cancel -

' No Antithrombotic Treatment

- Unfractionated Heparin

) LMWH (specify below)

- Vitamin K Antagonist (specify below)
" Argatroban

- Fondaparinux

. Bilivarudin

- DOAC (specify below)

-/ Thrombolysis (specify below)

-/ Antiplatelet drugs (specify below)
. Other (specify below)

Incomplete ¥

Save & Exit Form Save & Go To Next Record ~



International registry

Better study design and scientific
analysis

More opportunity for
development and to upgrade our
system

Stricter compliance with GCP
More scientific credibility

Fewer scientific defects such as
selection bias,etc

More supervision on potential
confounders and effect modifiers

More chance to be published

National registry

* More patients and cases
independently

* More chance for representing
our sites and potentials

* More chance for our submitted
studies to be approved

* An opportunity to learn HOW
CAN WE WORK TOGETHER

* An opportunity for an attempt
to establish a national network
and regional leadership



Iranian Pediatric Thrombosis Registry (IPTR)

Modelling from —bot not the same as- IPTN to be able to synchronized with them if needed.
National data base :Off line data transport

Data collection site: IRSTH and/or one of the research centers in IRAN .( MOFID(2); Shiraz;
...) provides financial , technical and human resources support for a network of centers,
sites , offices and clinics,etc.

Based on a cooperation agreement between the research centers and the resource
provider association (IRSTH), the ownership of information is defined and an Executive
Committee (EC) is formed.

Each center, site ,physician or investigator own their own information.

In order to use the collected information from all over the country for studies, the study
proposal must be submitted to EC and the research center introduced by the researcher.

The principal investigator of the study undertakes to involve all of the centers to as partners
of the study in the final result.

ICF should be taken from the patients and parents /legal guardians
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