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VIEWS & REVIEWS

The Alzheimer’s Society, drug firms, and public trust

PERSCOMAL VIEW laln Chalmers

af absoul fve yiars bl b s,
oy Tadher had Abheimer's dissas
When it was fir diggnossd we
asked] hims how he wished bis
comdlition o be de s bed when
ofher people asked s about his bealth
He chow “bawiddered”; and, indead,
bewildenment characterissd his show decline
over the nexi five years. By far the mogt
ineportant part of his care was the loving
support he recerved from a carer, who
helped our family o cope
‘We briefly considerad the possibility of
dug iresment 1 one point. The paricular
g iha we locked ai caused diarrhoes
in some patenis, and that was not gong to
bewelcome in someose who was already
incomtinent of wrine and faeces, Bui the
ruiny probdem wis thatwe coulde't imterpret
(e cutcorme msasures from research
sies (often scales of some sorlh Although
aulficeeni bo secure drug marketing bosscs
M hu.dlllﬂqu:allu'i MEArsng i my
Tather's bew dcderad ife
In a paper pubilished in 2001 Julia Cream
and Hamy Cayion of the Alzheimers
Society drew attention to this problem—che
mesmatch between the oumcome measres
used by ressarchers amessing the effects of
dugs o other intarventions for dementia
and the manifestasons of demendia thai were
raied most important o peoplewith the
condition aed those caring for them.
Thas mi smeatch was probably one of
fhe important {zctorsin prompting e
Alzheirner's Society 1o launch ics “qualicy
research in dementia” programme, in which
pati ents and carerswere integrated mto
the charity's decision making proce ses
The Alcheimery Society was the first large
medical research chaney in e United
Kingdom to do this, and becauss [ have
[ I-q'#lmdm;; niereE in promolng s i)
ppati ot el carer imwcbvemnt, | regarded
U o oy & it s @ bdacon Lo other
fanders of research
T mippose that its particularly because 1
used o regard e socety a5 a ral blazer
that T have been disappointed by its recent

Cnhasienging WICE: Nail Hune, Alzheimer's Saclety
Nl EnsC Ui E [CRRITE) OURS 102 Che High Coun

allimce wath drug marufacures i binging
the fra legal challengg ko judgments reached
by @ Nadoral Tastiste for Health and
Clinical Excellencs (NICEL On 10 Angust
Jussce Linda Dobbs nlsd against the
allimce of the Alsheamer's Socecy and dnig
manufacharers an five of the sx changes

they had browght againg NICE (B3
2007335316,

NICE is an independant body established
o tackle the diffiouli—some would say near
impossible—bat essential task of erying (o
judge how the resources of the NHS can be
wsed affecwv dy and aquatably in a sevice
buik oa the principles of shared rigk and
socaal solidarity. This process is bound (o
regultin “wirmers” and osers,” bat thoss
ke the Alheamers Socety that now regard
themsslves as losers mus meake it clearer
wheher they aapport the principles upon
which NICE was estabilishd,

1 find it disterbaryg dhat ins responss jo
the begal judgment, Meil Hunt, the socesty's
chiefl mcecutive, sated, “NICE failed 1o
Bt i the views of thousands of carers
wheo told them dnig seagments make a
huge difference to their lives. It is deaply
disnarbing that a public body, required (o
wserigoroms gandards of evidence based

[& ERTST] |'||l|.||'|_‘, can u‘rq.t!.- Fuss atvital
data, This issimply waccepaabile . To
realn its audhondy a5 a public body it mast
command the confidence of the public, The
result of dhis cass nous call inio questian
whwether NICE has lost that confedence ™

But how might the Alshaimer's Societys
close allince with drug marnfacturers eroda
its own awthority as a charity subsidesed by
the publsc— whech fhus also needs to retain
the publacs confidence? The socesty could
take the following steps to restore my respect
fir and confidemce in it

Firsly, it should declare clearly onics
webeite the sources and amounts of sxppon
it receives for its work.

Secondly, having challenged NICE:
judgys e abow the meos effactive use of
MNHS resources for the care of peoplewith
dementia, the sciety should make de
what htarnagve distribution of limited
[ e ||:Jfﬂ:|1.1| S oEe q:f:m|,n.ﬂn—
:Lrl1'nh1l.'

Thueclly, it should cam paige for creaments
for dementia o be svaluated using oulcomes
that are meaningful (o patents and carem,
and challengs the lxcensding and use in the
NHS of arry new dags that fail 1o confonn
to these e peciations

Fomrthiy, it should insis that all data
from clinecal trials are published and chat
aponyyimused data for individual patients are
made avalable. so hai researchers can iry o
idenify which patients are most kkely to be
heliped by treaments and which pasenis ar=
unlikely w0 benzfit or may be harmed.

These sepswould be more effecive and
enduring way s for the Alheimers Sociay o
sarve the inleres of peopls with dementia
and] dheir carers than forming alliances
with organistionswith vestad commesreial
iwepests o take a pulble body o court
L Chmiars 5 COOMTNGE, [mees U Niamve,
Cowfion 20C3 TLE | i nestinalbrry g
Compating inbesn st Thon utber 1.3 mpvmibe ol e
KICE reaesveh wnd Sivslcoment aditary commen and
prowiced veetien e dence chalengng Se Acheme's
Soney s dhargethal NKEs amsesement and corpidenlion
of e MU0 sy fof dorecesiin Mshemers dnsase
Wi | meGorel
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”...the main problem was
that we couldn’t interpret
the outcome measures
from research studies
(often scales of some
sort). Although sufficient
to secure drug marketing
licenses, they had little
practical meaning.”

lain Chalmers

National Institute of Clinical Exellence (NICE)
R&D Advisory Committee

BMJ 2007; 335: 400



Rating Scale Requirements in
Interventional Studies

* To be meaningful and meet the purpose of their
use in clinical trials, rating scales need to
represent

— rigorous measures of the variables they intend to
quantify

— the variables that therapies are intended to target

— the variables that are important to people with PD



Patient-Reported Outcome Measures

e Rating scales completed by patients themselves

e Often intended to provide patients with a voice in the decision
making regarding effectiveness of therapies by assessing the
impact of illness and therapy from their perspective

- Need to be relevant to those who respond to them

* If not, they...
...are unlikely to be valid representations of patients’ perspectives
...may discriminate against those to whom they are less relevant
...may threat scientific validity and basic bioethical principles



Whose Quality of Life? Ethical Implications in
Patient-Reported Health Outcome Measurement

Peter Hagell, PhD,'? Jan Reimer, RN,2 Per Nyberg, PhD'

e 202 people with Parkinson’s disease (PD)
* 3 health status/HRQL rating scales:
» NHP (38 items; generic)
» SF-36 (36 items; generic)
» PDQ-39 (39 items; PD-specific)
» Rating of overall content relevance (1-10;
1=worst possible, 10=best possible)

Percelved Relevance

Volume 12 + Number 4 + 2009

VALUE IN HEALTH

P=0.142 (Kruskal-Wallis test)

(s}

o

!
NHP

I
SF-36

!
PDQ-39

Table 4 Predictors of poor perceived relevance of contents in patient-reported health status questionnaires™®

Dependent variable Predictors Odds Ratio (95% Cl) P-value
MHP ek — —
SF-367 Poor overall QoL 2459 (1.074, 5.630) 0.033
Poorer mental health 1.023 (1.004, 1.044) 0.020
PDQ-39* Higher age 1.040 (1.004, 1.077) 0.031

IVs: Gender, Age, PD duration, Clinical and Perceived PD severity, Dyskinesias, Overall QolL, Respective summary scores



What outcomes are important
to assess in Parkinson’s disease from
an end-user perspective?



Qualitative Literature Review

 PD impact from the patients' perspective
— Independence in daily life
— Walking/mobility
— Lack of energy/fatigue

— Unpredictability (due to fluctuating drug
responses and dyskinesias)

— Communication



Contents lists available at SciVerse ScienceDirect

Parkinsonism and Related Disorders

journal homepage: www.elsevier.com/locate/parkreldis

Short communication

Motor and non-motor predictors of illness-related distress in Parkinson’s disease

Catharina Sjodahl Hammarlund ?, Peter Hagell *”%*, Maria H. Nilsson ?

ADepartment of Health Scences, Lund University, Lund, Sweden
" Department of Neurology, Skane Urniversity Hospital, Lund, Sweden
“School of Health and Sodety, Kristiansiod University, Elmetorpsviigen 15, SE-291 88 Kristianstad, Sweden

Table 2

Multiple linear regression models with distress (NHPD score) as dependent variable among people with Parkinson's disease
Significant independent variables® B (95% Q) i P-value Adjusted R

Stepwise change Cumulative

Model 1: Non-motor aspects*
Age 0.039 (-0.192 0.114) 0.025 0613 0.048 0.048
Fatigue ( FACIT-F) 0.468 (0.284, 0.652) 0310 <0.001 0.473 0.521
Pain {NHP Fain) 0.212 (0,154, 0.270) 0.364 <0.001 0.153 0.674
Sleep quality (PSQI) 1.029 (0.633, 1.426) 0.269 <0.001 0.073 0.747
Depression (HADS) 1.312 (0.718, 1.905) 0252 <0.001 0.055 0.802
Anxiety (HADS) 0.473 (0.007, 0.940) 0.119 0.047 0.006 0.808
Model 2: Motor aspectsd
Age 0.028 (—-0.306 0.250) 0.020 0.840 0.037 0.037
Mobility (NHP Mobility) 0.357 (0.233, 0.482) 0577 <0.001 0.270 0.307

2 All models controlled for age.

b |isted by order of entry into the models (forward method).

¢|Vs: PD duration (years), Cognition, Fatigue, Daytime sleepiness, Depression, Anxiety, Pain, Sleep quality, Motivation,
Psychiatric complications.

d1Vs: Parkinsonism, Mobility, Dyskinesias, Motor fluctuations, Falls and/or balance problems.



Parkinsonism and Related Disorders 17 (2011) 89-94

Contents lists available at ScienceDirect

Parkinsonism and Related Disorders

journal homepage: www.elsevier.com/locate/parkreldis

Measurement of patient-centered outcomes in Parkinson’s disease:
What do patients really want from their treatment?*

Anne N. Nisenzon**, Michael E. Robinson®, Dawn Bowers , Evangelia Banou ?,
Irene Malaty h. Michael S. Okun®

A University of Florida, Department of Qinical and Health Psychology, Health Science Center, PO Box 100165, Gainesville, FL 32610-0165, LEA
" University of Florida, Movement Disorders Center, McKnizht Brain Institute, Department of Neurology, Gainesville, FI, USA

Dormain N M =an Std. Deviation
Importance
10 pain 135 4644 4232
4 Fatigue 135 57.18 3605
9 Emotional Distress 135 51.88 39.50
3 ADL? 134 57.91 3798
8 Tremor 133 5202 4067
5 Stiffness 135 57.10 3781
2 Slowness 134 60.06 3460
1 walking 135 6224 37.07
7 Thinking 133 54.71 41.50

6 Sleep 134 56,01 4023




Limited by pre-defined
areas/independent variables...



AIMS:

o

= » |ldentify important outcomes
= » Develop conceptual maps of prioritized outcomes
» Determine the relative importance of identified "
outcomes for assessment in clinical PD trials
... from the perspectives of people with PD and
health care professionals
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Group Concept Mapping

ualitative Quantitative

Patients — Clinicians — Researchers

()

A
“A concrete example of what is most important
to assess when treating PD, regardless of whether
there is such a treatment available or not, is...”

freezing gangformaga

medrérelser i armama fall

smarta svangningar (motoriskt / mentalt off)

verrérlighet Svért att ta (svalja och tugga ev finmotorik)

Kkramper stickningar (i fingrarna)

svart att andas rorlighet

benskorhet balans

talproblem (sluddrigare tal, svagare rost) mimikfattigdom

férmaga att uppfatta vad folk sager muntorrhet

vark svaljformaga

viktforandring tvangsmassiga upprepade handlingar

aspirationsbesvar lagt blodiryck

stelhet kroppshalining

okad salivering (dregla) muskelsvaghet

vanda sig | sangen uppresning

nedstamdhet inkontinens

lukt skakningar

frustration blodtrycksfall

inre darmingar finmotorik

psykiskt vélbefinnande erektion

4 amak —

motorisk langsamhet svettningar

mardrommar somnproblem

yrsel svindlingskansla

férstoppning trangningar

somna mitt pa dagen impotens

reaktionsformaga kanslomassig balans

oo social formaga

hagloshet depression

skamkansla matt orkeslos/fatigue

omdsme planera

insikt distansloshet

angest stresskanslighet
SORTING e

trétthet foretagsamhet

handiingsformaga socialt umgénge

simultanfdrmaga minne

organisera hitta strategier

- 99 statements (outcomes



People with PD vs. Health Care Professionals

People with PD Health Care Professionals
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Heterogeneous and unidimensional Homogeneous and multidimensional




People with PD vs. Health Care Professionals

People with PD Health Care Professionals
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Highest Importance-Rated Statements

People with PD Clinicians
Quality of life Quality of life
Walking Depression
Mobility Fluctuations
Psychological well-being Walking

Sleep problems Sleep problems

Control over disease process Falling



e Despite overall similarities, patient perspectives
differ from that of clinicans’

— Lived experience vs. scholarly/biomedical perspective

* End-user prioritized outcomes

— Quality of life, walking/mobility, sleep, fatigue,
perceived disease control; fluctuations, depression, falls

— Evidence from clinical trials that are more meaningful
and interpretable for end-users

* Implications
— Needs for new and refined outcome measures
— Priorities for therapeutic research



