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Trial Nation Center for Dementia
a network of Danish Memory Clinics

Trial Nation Center for Dementia is a collaboration of Danish memory clinics with experience in clinical
research with investigational medicinal products in Alzheimer’s disease, Huntington’s disease and
other neurodegenerative disorders.

The network was established in 2018 based on a preexisting research network of memory clinics initially
developed in a large randomized controlled national multicenter clinical trial on physical exercise in
patients with mild Alzheimer’s disease (ADEX).

The five memory clinics successfully collaborated on and completed this complex intervention trial
with 200 patients™?, which has further developed and strengthened their capacity for conducting clini-
cal drug trials.

As members of the world-wide observational study on Huntington’s disease, the Enroll-HD study?®
(https://enroll-hd.org), three of the memory clinics also have extensive experience with systematic lon-
gitudinal outcome assessments in patients with Huntington’s disease, which has contributed to wid-
-ning of the target group of patients in the network.

In 2023, the center was expanded with one regional network clinic. The regional clinic is an emerging
research site within the area of Alzheimer “s disease and other neurodegenerative disorders.

The main purpose of Center for Dementia is to facilitate clinical trials regarding pharmacological inter-
ventions and application of new medical technology in the diagnosis and treatment of neurodegenera-
-ive cognitive disorders.

Center for Dementia offers one point of contact to the center and network.

For coordinated requests to all clinics please contact:

Kristian Steen Frederiksen Kirsten Badker

Feasibility Coordinator, Trial Nation Center Facilitator, Trial Nation
Clinical trials director, MD kib@trialnation.dk

Danish Dementia Research Center +45 407508 53

Dept. of Neurology, Rigshospitalet

Kristian.steen.frederiksen@regionh.dk
+45 45 35 61 46
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Overview of Trial Nation Memory clinics

Table 1: DANISH MEMORY CLINICS PARTICIPATING
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Figure 1. Dementia clinics across Denmark.
e Center clinics
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Patients

Large well-characterized cohorts

The routine extensive diagnostic work-up and biomarker-based di-
agnostic workflow in early phase neurodegenerative disorders, en-
-bles the memory clinics to have access to well-characterized pa-
-ient cohorts from which participants for clinical trials can be re-
-ruited.

According to the national quality registry for diagnostic evaluation of
dementia, DanDem’, 9.000-10.000 patients with cognitive symp-
toms or dementia are referred annually to Danish memory clinics.
About 50% of them are referred to the 6 memory clinics in Trial Na-
tion Center and Network for Dementia.

Alzheimer’s disease

Approximately 35% of all referred patients are diagnosed with Alz-
heimer’s disease dementia and 20% with Mild Cognitive Impairment
(including prodromal Alzheimer’s disease).

Patients with Mild Cognitive Impairment and Alzheimer’s disease

A wide range of neurodegenera-
tive disorders

The memory clinics in the Trial Na-
tion Center and Network for
Dementia have access to patient
cohorts with a wide range of disor-
ders, including:

e Alzheimer’s disease

e Vascular dementia

e Dementia with Lewy bodies

e Parkinson’s disease with de-
mentia

e Frontotemporal dementia.

e Mild cognitive impairment,
including prodromal Alz-
heimer’s disease

e Subjective cognitive decline

¢ Huntington’s disease

e Spinocerebellar ataxia

Hereditary spastic paraparesis

are seen on follow-up during a variable length of time in the participating memory clinics.

Huntington’s disease

Defined by the Danish Health Authority, the management of patients with Huntington’s disease is a

specialized function centralized in 3 neurological departments in Denmark (Aarhus University Hospital,
Odense University Hospital and Copenhagen University Hospital - Rigshospitalet) who see in total ap-
proximately 500 patients in all stages from premanifest to manifest, late-stage Huntington s disease

on aregular basis.

Many of these participate in the Enroll-HD study, a worldwide observational study for Huntington’s dis-
ease families. Thus, recruitment to drug trials may be based on access to detailed information on pa-
-ients in the database. All 3 sites with Huntington’s disease patients have access to state-of-the-art
molecular genetics laboratories with experience in genetic diagnostic procedures.

1 https://www.rkkp.dk/kvalitetsdatabaser/databaser/dansk-klinisk-kvalitetsdatabase-for-demens
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Trial experience and capacity

Based in clinical neurology, participating memory clinics have up to 25 years of experience in conduct-
ing clinical trials from more than 40 phase I-1V studies, with the inclusion of more than 300 patients with
various neurodegenerative disorders.

We have a successful track record for timely delivery of high-quality data from clinical trials. For more
information see table 1.

Trial participants diagnosed in a specialized clinical setting with trained staff

Trial participants are mainly recruited from the cohorts of patients already on the memory clinic lists.
Most of the staff responsible for the recruitment of patients and for the conduction of clinical trials have
clinical experience from memory clinics and trial experience from previous clinical trials.

Biomarker based diagnoses with frequent use of lumbar puncture

All memory clinics in the network are based in neurology, and assessment of brain imaging biomarkers
as well as lumbar puncture is used on a routine basis in patients referred to for diagnostic work-up of
cognitive impairment.

Access to state-of-the art brain imaging techniques

Allmemory clinics in the network have access to MRl and FDG-PET on site, and some have also access
to amyloid- and tau-PET.

Low screening failure rate

Due to the access to well-characterized patient cohorts, and the extensive experience in managing pa-
tients with Alzheimer, Huntington’s disease and other neurodegenerative disorders, the network has a
relatively low screen failure rate compared to international standards, with a median around 30 %, for
previous and current trials.

High retention rate

As most patients are already in contact with the memory clinics, patient cooperation can be considered
in the recruitment process, leading to a relatively high retention rate (70 % - 100 %).
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Overview of the memo clinics in Center and

Network for Dementia

Table 2: Access to investigations
|_
.
4
5 o g
£ & @
) i S e )
e a 9 > o
& 2 £ T
a [a) L
Patients O L < a (0] Contact
Director of Clinical Trial
Unit, Consultant Neurolo-
gist
Danish Dementia Kristian Steen Frederiksen
Research Centre AD, DLB, FTD, HD, Pl , (AR, I;zznarr;.sit::r?.;:(edenk-
@regi .
Dept. of Neurology MCI, PDD, VAD, SCD, i, v + + + + + +
Rigshospitalet SCA . . i
University of Copenhagen For Huntington’s Dls'ease.
Consultant neurologist
Lena Hjermind
lena.elisabeth.hjer-
mind.01@regionh.dk
Dementia Research Centre, Ass. Professor, Consultant
Dept. of Neurology, Zealand Uni- A?’D%LBV:;DSSSI Phase II, IlI, IV + + + (+) (+) + | neurologist,
versity Hospital ? ’ Peter Haggh
hh@regionsjaelland.dk
Contact email:
ouh.ode.n.for-
skning@rsyd.dk
Dementia Clinic
Department of Neurology, AD, DLB, FTD, HD, For Huntington’s Disease:
Odense University Hospital, MCI, PDD, VAD P I, I, 0V 2 2 + 2 2 2 Professor, Consultant
Odense & Svendborg Neurologist
Morten Blaabjerg
morten.blaa-
bjerg1@rsyd.dk
. - Consultant Neurologist
Dementia Clinic
’ AD, DLB, FTD, HD, Hanne Gottrup
Dept. of N§urol.ogy, ; MCI. PDD, VAD, SCA Phase I, Ill, IV + + + + + + hanngott@rm.dk
Aarhus University Hospital
Dementia Clinic, Consultant Neurologist
Dept. of Neurology, ADI\’,IB:'%;I;D\’/&HDD)’ Phase I, llII, IV + + + + + Karsten Vestergaard
Aalborg University Hospital ’ ’ k.vestergaard@rn.dk

Note: AD = Alzheimer’s disease; CSF = cerebrospinal fluid; DLB = Dementia with Lewy bodies; FDG PET = fluorodeoxyglucose Positron
Emission Tomography; FTD = FrontoTemporal Dementia; HD = Huntington’s disease; MCI = Mild Cognitive Impairment; MRI = Magnetic
Resonance Imaging; PDD = Parkinson’s Disease Dementia; PiB = Pittsburgh compound B; VAD = Vascular Dementia; SCA = Spino
Cerebellar Ataxia; SCD = Subjective Cognitive Decline.

" Tau PET imaging will require delivery of Tau PET tracer from production site outside Denmark. “+" = method available in-house; “(+)” =
method available via collaboration with other hospitals.
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Harmonized diagnostic criteria

The memory clinics constituting the Trial Nation Center and Network for Dementia collaborate on:

e Auniform set of diagnostic criteria for specific neurodegenerative disorders (see table 3).

e Standardized analysis of blood and cerebrospinal fluid (CSF) - compliant with the Alzheimer’s
Association quality control program for CSF biomarkers.

e Harmonization initiatives and clinical rater training at annual network meetings

o Preferred minimum set of rating scales in relation to diagnostic work-up and regular clinical re-
assessments.

The clinics have experience with several other instruments and scales as well (see table 4).

Table 3: DIAGNOSTIC CRITERIA USED IN CLINICAL PRACTICE

Diagnosis Diagnostic criteria

National Institute of Aging and Alzheimer’s Association

Dementia (NIA-AA) workgroup criteria (2011)**

Mild Cognitive Impairment Winblad criteria (2004)°

Mild Cognitive Impairment due to National Institute of Aging and Alzheimer’s Association
Alzheimer’s disease (NIA-AA) workgroup criteria (2011)%*

National Institute of Aging and Alzheimer’s Association

Alzheimer’s disease dementia (NIA-AA) workgroup criteria (2011)%

The International Society for Vascular Behavioral and Cognitive Disor-

Vascular dementia ders 2 World Stroke Organisation (VASCOG-2_WSO) criteria (2014)”

Dementia with Lewy bodies Fourth consensus report of the DLB Consortium (2017)8
Behavioral variant frontotemporal Revised diagnostic criteria for the behavioral variant of
dementia frontotemporal dementia (2011)°

Language variants frontotemporal

. . . . . . "
dementia Classification of primary progressive aphasia and its variants (2011)

Diagnostic Criteria for Huntington’s Disease Based on Natural History

Huntington “s disease (2014)"

* Centers also have experience with the NIA-AA 2018 AD criteria
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Table 4: OUTCOME MEASURES USED IN CLINICAL AND TRIAL PRACTICE IN CENTER SITES

Abbreviation

Composite scales

Name of scale

CDR Clinical Dementia Rating

CaGIC Clinical Global Impression of Change

CIBIC Clinician's Interview-Based Impression of Change

Cognition

MoCA Montreal Cognitive Assessment

SDMT Symbol Digit Modalities Test

RBANS Repeatable Battery for the Assessment of Neuropsychological Status
ADAS-cog Alzheimer’s Disease Assessment Scale — Cognitive Section

Cogstate Cognitive Test Battery Cogstate Cognitive Test Battery

DKEFS Category Delis—Kaplan Executive Function System Category

Fluency and Letter fluency

Fluency and Letter fluency

WAIS Digit Span Wechsler Adult Intelligence Scale Digit Span
Trail making A and B Trail making A and B

STROOP STROORP test

MMSE Mini-Mental State Examination

RUDAS Rowland Universal Dementia Assessment
BASIC Brief Assessment of Impaired Cognition
ACE Addenbrook Cognitive examination

MCE Multicultural Cognitive Examination
Suicide risk

C-SSRS | Columbia-Suicide Severity Rating Scale
Caregiver burden

ZBI Zarit Burden Interview

Activities of daily living

ADCS-ADL

Alzheimer’s Disease Cooperative Study — Activities of Daily Living Inven-
tory

ADCS-MCI-ADL Alzheimer’s Disease Cooperative Study —Activities of Daily Living for Mild
Cognitive Impairment

DAD Disability Assessment for Dementia

FAQ-IADL Functional Assessment Questionnaire

Quality of life

EQ-5D-5L EuroQolL-5Dimentions-5Levels

QoL-AD Quality of Life in Alzheimer’s Disease Questionnaire
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Resource utilization

RUD Resource Utilization in Dementia

Psychiatric symptoms

MDI Major Depression Inventory

GDS-15 Geriatric Depression Scale 15 items
NPI Neuropsychiatric Inventory

PBA-s Problem Behavior Assessment-short®®

Motor Symptoms in Huntington’s disease

UHDRSmM Unified Huntington s Disease rating scale — movement?®

Function and behavior scales in Huntington’s disease

TFC Total Functional Capacity?®
Function Functional Assessment?
IS Independence Scale
HDCC HD Clinical Characteristics

Ataxia Symptoms (used in different ataxia disorders)

SARA Scale for the assessment and rating of ataxia®?

Updates regarding Center for Dementia are posted on:

e www.trialnation.dk

e www.linkedin.com/in/trialnation
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Trial Nation

Get in touch

www.trialnation.dk

contact@trialnation.dk
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