7" ENIZTHMONIKO 2YMITOZI0
EIMNEMY

KANAMATA 21-24 /05

AOPYOOPIKO 2YMIOZIO
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«MapdpeTpol TTou KaBopifouv Tn BEPATTEUTIKH ATTAVTNON TTEPAV TWV
OEOOUEVWYV TWV KAIVIKWV HEAETWV»
2.UvTOVIOTNG: Avdpéag MTTouvag

1. 2uppodpoewon (adherence), MNMapapovn (persistence), MNpoTtiunon
(preference), IkavoTtroinon (satisfaction) Twv aocBevwyv Kal Twv
ETTAYYEAPATIWV uyEiag (157)

Avopéac Mmouvacg, PsuuaroAoyog, larpa

2. H otk Twv aoBevwyv oXeTIKA Pe TN Bgpartreia (157)
Kapaioapidou XpuoraAa, Avrirmpoedpo¢ EAEANA

3. Aedopéva uttodopiag xopriynong tou Tocilizumab (157)
lNamrayopag¢ XapdAaurrog, PeuuaroAoyog, AAeéavdpourroAn

2UlATNON KAl TTapouaiaon TTEPIOTATIKWY (157)



AHAQ2H 2YMOEPONTQN

2UpueTOXN TNV TeAeuTaia 10eTia w¢ ouIANTAC N
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Drugs don’t work in patients who don’t take them.

— C. Everett Koop, M.D.




* 2UNNOPOWON (adherence),

- Mapapovr (persistence),
 [1poTiunon (preference),
 [KavoTtroinon (satisfaction)

TWV a0OEVWYVY KAl TWV ETTAYYEAUATIWYV UYEIQC



adherence

‘following medical advice sufficiently to
achieve the therapeutic goal’

Kelly (1995)

‘the extent to which a person’s behaviour
coincides with medical or health advice’

Haynes et al. (2002)



Compliance,adherence or
concordance?

« Compliance :
OUMHMOPPWON,UTTOTAYN,UTTOXWPENTIKOTNTO
(paternalistic)

Oxford Dictionary

* Adherence : TTpoOKOAANCON

« Concordance : cuuwvia (partnership)



Table 1  Recommendations for the management of rheumatoid arthritis
with non-biological and biological disease-modifying antirheumatic
drugs.

Overarching principles

A Rheumatologists are the specialists who should primarily
care for patients with RA
B Treatment of patients with RA should aim at the best care

and must be based on a shared decision between the
patient and the rheumatologist

C RA is expensive in regards to medical costs and productivity
costs, both of which should be considered by the treating
rheumatologist.

Final set of 15 recommendations for the management of RA

1 Treatment with synthetic DMARDs should be started as
soon as the diagnosis of RA is made

n Trontmant chatilld ha aimoad at rancrhinn o tarnot nf




Recommendation

Table 1 2013 Update of the EULAR recommendations (the table of 2010 recommendations can be seen in the online sup
original publication)

Lo

Overarching principles

Treatment of RA patients should aim at the best care and must be based on a shared decision between the patient and the rheumatologist
Rheumatologists are the specialists who should primarily care for RA patients

RA incurs high individual, societal and medical costs, all of which should be considered in its management by the treating rheumatologist
Recommendations

Therapy with DMARDs should be started as soon as the diagnosis of RA is made

Treatment should be aimed at reaching a target of remission or low disease activity in every patient

Monitoring should be frequent in active disease (every 1-3 months); if there is no improvement by at most 3 months after the start of treatm
been reached by 6 months, therapy should be adjusted

MTX should be part of the first treatment strategy in patients with active RA
In cases of MTX contraindications (or early intolerance), sulfasalazine or leflunomide should be considered as part of the (first) treatment stra
In DMARD-naive patients, irrespective of the addition of glucocorticoids, csDMARD monotherapy or combination therapy of csDMARDs shoult

Low-dose glucocorticoids should be considered as part of the initial treatment strategy (in combination with one or more csDMARDs) for up t
be tapered as rapidly as clinically feasible

If the treatment target is not achieved with the first DMARD strategy, in the absence of poor prognostic factors, change to another csDMARD
considered; when poor prognostic factors are present, addition of a bDMARD should be considered

In patients responding insufficiently to MTX and/or other csDMARD strategies, with or without glucocorticoids, bDMARDs (TNF inhibitors*, at
and, under certain circumstances, rituximabt) should be commenced with MTX



adherence

« Judgenental ?

 Blame ?
OXI

e ....ItIS a statement of fact !!!!



adherence

e [MooooTO %... aoBevwyv

* [1oocooTO %...a00evoUC



adherence

e ATTOOEKTO > 80%

* >05% (peAETEC HIV)



adherence

* YWNAOTEPQ TTOCOOTA

- o¢ acute conditions &
- 0 MEAETEC



* AANG akOpa Kal o€ JEAETEC. ...
ouppopewaon 43-78% (xpovia voonuara)

* ApauaTikrn heiwon YeTa 1O 6UNnVvo !



adherence

* [10 ouyKkekpIuEVO aoBevr)...

e [TooooT1d 0% ->100% !

Osterberg NEJM (2005)



adherence

e 2€ XpPOVIO voonuarta

(2N,2A,AY,RA,NeotTAdopara..)

e Mbévo 50% Twv aoBevwyv

Sackett DL (1979)



adherence

* 10 NUEPEC...ATTO ouvTayoypaepnaon
* 30% TTapaAcitrel TouAaxiotov 1 ddon
* O1 yiooi (50%) xwpic Adyo

Barber N (2004)



....Intentionally (okotmiua)

« PAPMAKA : -PS6B0C TTapevEPYEIWV
-Ayvola XpnoiyotTnTac
-PoBocg e€aptnong

« NO2OZ : AVETTOPKNAGC EVNUEPWON



adherence

dopoc acBeveiag vs  POBocC papudkou




Poor adherence...

Emidecivwon vooou
AvaTtrnpid
Oavartocg

& augnan KOATOUG TTEPIBaAYNG



Poor adherence...

e ....33-69% ‘pappakoyevwyv’ €10ayWYywV O€
voookopueia (HIMA)

« $100.000.000.000 €TnCiwg



Poor adherence...

...0E MEAETEC.....

...XEIPOTEPN TTPOYVWOnN Kal atmo PLACEBO !



WHO evidence-based guide for
clinicians to improve strategies of
medication adherence

- Sabate E. Adherence to long-term
therapies:evidence for action. Geneva:
World Health Organization,
2003.(Accessed Julyl1, 2005, at
http://www.who.int/chronic_conditions/en/a
dherence_report.pdf.)
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Rheumatology 2006:45:1-5

Editorial

doi:10.1093/rheumatology/kei223

‘Compliance’ is futile but is ‘concordance’ between
rheumatology patients and health professionals

attainable?

The extent to which patients take prescribed medications
‘as directed” and why they do not have been important issues in
health research for many decades [1] and subject to recent review
[2-6]. These issues are important in rheumatic diseases. given the
primary reliance upon medication to control symptoms and
improve patients” functional ability and longevity [7]. Not taking
required medications can therefore have both a personal health
impact and health-economics consequences [3]. In recent years
patients have shown increased interest in their health-care; this
is partially due to a boom in access to information technology
coupled with increased health coverage in traditional media
sources [8]. A fresh approach to medication prescribing is required.
one that evolves awav from the naternalistic annroach of pnatient

about the medication and an expressed need for further informa-
tion about the disease or medication itself. particularly among
intentionally non-adherent patients.

Medication compliance/adherence may be operationalized
(i.e. conceptualized and measured) in many different ways [5].
including multi-item questionnaire scales, individual ordinal/
categorical questionnaire items, patients’ and physicians’ categor-
izations and independent observations such as prescription refill
monitoring, electronic dispenser monitoring or metabolite/tracer
measuring. We will now describe how estimates of adherence may
differ depending on the ways in which adherence is assessed. as well
as the exact disease and medication investigated. We also provide

Aataile Af avamnla ctndire that raice came af the rantral icenec
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2 Editorial

TasLe 1. Definitions and recommended measures of key concepts around medication-taking in rheumatology

Concept Summary definition Recommended measure
Compliance The paternalistic view that the patient is a passive party who has Serum concentration of a tracer
their prescribed treatment enforced (after [9]) in the medication [3§]
Adherence The (still paternalistic) view that the informed (but still passive) patient The Compliance Questionnaire -
will stick to taking their recommended treatment, barring errors (after [13]) Rheumatology (CQR [30, 31])
Concordance The process of enlightened communication between the patient and their The Leeds Attitude To Concordance
health-care professional, leading to an agreed treatment and ongoing scale (LATCon [57])
assessment of this as the optimal course (after [42, 43])
Beliefs about medications Perceptions of one’s need for medication balanced against personal The Beliefs about Medications
and general concerns about medications (after [65]) Questionnaire (BMQ [33, 34])
Self-efficacy Belief in one’s ability to exert control over an outcome (after [66]) The Arthritis Self-Efficacy Scale

(ASES [67, 68)°

“The ASES measures perceived control over pain, fatigue, function and mood; extension of this scale to cover patients and health-care professionals’
perceived ability to achieve concordance/adherence would be theoretically and operationally useful.



MEASURES OF ADHERENCE

» Apeoec (Direct methods)

* 'Eppeoec (Indirect methods)



Aueoec (Direct methods)

« Apeon TTapatipnon acevouc
 Métpnon @apudkou oTO aiua

* Métpnon BioAoyikou O€iKTn OTO dipa



‘Eppeoec (Indirect methods

EpwTnuaToAdyia acBevwy (self-reports)
MeTPrOEIC XATTIWV

‘EAgyxoc¢ ouvTtayoypa@nong

EKTiNNnON KAIVIKAG AtTAVTNONG
Metprjoeic (All, o@uCceIg)

HAeKpOVIKA TTapakKoAouBnon Xatmwy



...OMWC

... 0 OUVOUOOUOC METPNOEWYV QUCAVEI TNV
akpipeia !



EionuioAoyia ANPnG apuakwy

e “white-coat adherence”
* 6 JOVTEAQ CUUMOPPWONCG (Tou 1/6 )

* Me amAd oxnuara...avcnon
GUPHOPPWONG
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10

Rate of Adherence (%)
S
|

Once Twice Three times Four times
daily a day a day a day
Medication Schedule

Figure 1. Adherence to Medication According to Frequency of Doses.

Vertical lines represent 1 SD on either side of the mean rate of adherence
(horizontal bars). Data are from Claxton et al.”




AlIEPEUVWVTAC TITWXN
oUuPOpPPWOoN...

« 2Kewn NANTA o€ atrouaia KAIVIKAC attavTnong !

« KaBnouxaoTIKEC EpWTNOEIC dlEpEUVNONG !

 EpWTNOEIC VIO TTAPEVEPYEIEC
& yia Ta o@EAN xopnynong



Table 2. Major Predictors of Poor Adherence to Medication, According to Studies of Predictors.

Predictor

Presence of psychological problems, particularly
depression

Presence of cognitive impairment

Treatment of asymptomatic disease
Inadequate follow-up or discharge planning
Side effects of medication

Patient’s lack of belief in benefit of treatment
Patient’s lack of insight into the illness

Poor provider—patient relationship

Presence of barriers to care or medications
Missed appointments

Complexity of treatment

Cost of medication, copayment, or both

Study

van Servellen et al.,** Ammassari et al.,>2 Stilley et al.>*

Stilley et al.,>* Okuno et al.>*
Sewitch et al.,>®

Sewitch et al.,*® Lacro et al.>®

van Servellen et al.*!

Okuno et al.,*># Lacro et al.>®

Lacro et al.,>® Perkins®’

Okuno et al.,>* Lacro et al.>®

van Servellen et al.,** Perkins®’
van Servellen et al.,! Farley et al.*®

Ammassari et al.*?

Balkrishnan,*® Ellis et al.®®

N ENGL J MED 353;5

WWW.NEJM.ORG AUGUST 4, 200§




Dpayuoi oTNV CUPPOPPWON
(...under patient’s control...)

30% cexvouv

16% QAAEC TTPOTEPAIOTNTEC
11% ouveldntn ueiwon
9% EANEIYPN evnNUEPWONC
7% WuxoAoyikoi Aoyol
27% Ywpic oagn Aoyo

Cramer J.



To yeEPIOIO TWV VIOTPWV
2.UVOETN ouvTayoypaenon
EANITIAG evnuEPWON VIO OPEAN & TTAPEVEPYEIEC
[TTwXn BEPATTEUTIKI) OXEON
Adlapopia yia KOOTOC PAPHAKOU
Adiagopia yia lifestyle aocBevoucg

Poor job satisfaction !!



To PePIdIO TOU CUCTAMATOC
(EOTNYY-EXY)

AuokoAia TTpoéoaong
EAA€IPEIC papUAKWY
AucCnUEVO TTOOOOTO CUMMPETOXNG

ATTWAEIEC pavTeROU



Patient Provider

Health Care
System




[TAPEMBA2EIX

Extraideuon aocbevwy
BeATiwon 0ocoAoyiag
Aucnon wpapiwv TTpocaocng

BeATiwon €1TIKOIVWVIAC YIOTPOU-A00EVOUC



EKITTAIAEY2H

AoBevwv- 2uyyevwyv
HuepoAoyia
Boxes 000ewv

Y1revlupunoeig



bo mg NMpoyeiacievn Topey
50«59;3 InShirce 50

etanercept




Table 1

The AIDES method for improving adherence to
medications

A: Assessment Assess all medications
|: Individualization  Individualize the regimen
D: Documentation  Provide written communication

E: Education Provide accurate and continuing education
tailored to the needs of the individual
S: Supervision Provide continuing supervision of the

regimen



Adherence In rheumatic diseases

e Gout 10%

* RA 30%

* SLE 49%

Jessica S Galo ARD (2015)



Interventions in adherence ?

INn rheumatic diseases ?
Ewc¢ 10 2008 (Cochrane) 2 peAereg M

Ewc 10 2014 6 peAétec oe RA
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EXTENDED REPORT

- ala al= ala 8 4 [ ) k= §a
Clinical and epidemiological research

What are the effects of medication adherence
Interventions in rheumatic diseases: a systematic

review

Jessica S Galo," Pavandeep Mehat,"* Sharan K Rai,*> Antonio Avina-Zubieta,

Mary A De Vera'-?

ABSTRACT

Objectives Consistent reports of suboptimal treatment
adherence among patients with inflammatory arthritis
underscore the importance of understanding how
adherence can be promoted and supported. Our
objectives were to identify and classify adherence
interventions; and assess the evidence on the effects of
adherence interventions on outcomes of patients with
rheumatic diseases.

2,3,4

While the problem of medication non-adherence
is well described in rheumatology, solutions are
not. Systematic reviews on adherence interventions
in chronic disease including elderly'® patients with
hypertension'® and diabetes'” are available, yet to
our knowledge, there are none specifically among
patients with rheumatic diseases. A 2014 update of
a 2008 Cochrane review of adherence interventions

; : s 3 " 19 20 18
increased included trials in RA from 2 to 6.



Articles identified from mapped search (n=2,726)
* 610 MEDLINE
* 2,086 EMBASE
* 30 INTERNATIONAL PHARMACEUTICAL ABSTRACTS

-- --[ Articles excluded as duplicates (n=363)

Articles included for title review (n=2,363)

!

(" )

Articles included for abstract review (n=233)

¢ J

l

[Articles included for full manuscript review (n=43) ]

Articles excluded (n=22)
* Editorial (1)
* Review (1)

- * Protocol (1)




f Articles excluded (n=22) \
* Editorial (1)

* Review (1)

- * Protocol (1)

* No adherence intervention, no outcome (14)

Articles included after bibliography * No outcome (2)

hand search (n= 2) S *Case report (1); Case series (1)

KCost effectiveness of an included study (1‘)/

Key: * List of studies and categorised intervention available in Online Table S3



|dentification of adherence
Interventions in rheumatic diseases
(classification)

Target (patient vs provider)

Focus (educational vs behavioural)
Complexity (single vs multifaced)
Implementation (generalised vs tailored)

Provider (physician, nurse ,pharmacist)



AtroTeAéEopaTta (BeTIKA) O€
adherence

OTAN,
direct intervention... (pApUOKO)
« Target ...0 aoBevnc
* Focus ...Ekmaideuon (...& risks-benefits)
* Provider ...o yiatpog

 Multifocal



AtroTeAéEopaTta (BeTIKA) O€
adherence (patients profile)

» AoOeveiq :
- y¢ ERA 1 VERA

- M€ upwnAo DAS?28



 McEvoy DeVellis et al

BorlOnoe akoua kai 1o atrAr) ouvevreuen !



* El Miedany et al (2012)

- tallored, multifaced
- adherence 89 % vs 64 % control

- HeyaAn BeAtiwon o€
DAS,movo,eéapacic, Asitoupyikornra, HAQ



that were not shown to have impacts, reasons may be
those related to the intervention itself, patient
characteristics or study methodology.

Conclusions Our systematic review shows limited
research on adherence interventions in rheumatic
diseases with inconsistent impacts on adherence or
disease outcome.

INTRODUCTION

Adherence to long-term pharmacotherapy is para-

- « =
22 VaShE it Vel fL\Q i antebalaled-SaaV-Sat r\£ 1ﬁﬂnmmn1—(\r1r ﬂlf‘fl‘lt‘ifi(‘

p—t [S——

[ 2%
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specific rheumatic diseases may also be a limitation,”” however we
did not appraise this study as it was a RCT. Finally, due to the het-
erogeneity across interventions, adherence and disease outcomes,
a quantitative meta-analysis was not performed.

Overall, our systematic review shows limited research on
adherence interventions in rheumatic diseases with inconsistent
impacts on adherence or disease outcome. Given the substantial
burden of treatment non-adherence across inflammatory arth-
ritis, there is need for further work in designing and evaluating
interventions that promote and support treatment adherence.

Correction notice This article has been corrected since it was published Online
First. ‘'Rheumatology arthritis’ has been corrected to ‘Rheumatoid arthritis (RA)’
in table 1.

Contributors JSG—Executed searches, extracted data, interpreted findings, drafted
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The influence of behavioural and psychological
factors on medication adherence over time

in rheumatoid arthritis patients: a study in the
biologics era

Catharine Morgan’, John McBeth'2, Lis Cordingley?®, Kath Watson’,
Kimme L. Hyrich'?, Deborah P. M. Symmons'* and lan N. Bruce'*

Abstract

Objectives. To investigate levels of self-reported adherence to biologic treatment and establish the
tribution of demographic, physical and psychological factors to biologic medication adherence in a

A~



Introduction

Aobeveic ye kaAr) adherence in rheumatic diseases
o KaAurepn ékBaon

* YWwnAa moooara Upeong

« KaAurepn Asitoupyikotnra

« Lower rates of escalation to aggressive treatments

DiMatteo MedCare 2002
Pascual-Ramos V Artr ResTher 2009



Lower persistence...

...0O€ BIOAOYIKOUG TTapAYyOVTEG =2

UPNAOTEPO PN-PAPUOKEUTIKA KOOTN

Tang B. Clin Ther (2008)



2. KOTTOC

 MeAETN (ME ATOMIKA EPWTNHATOAOYIO)
- adherence o¢ adalimumab (yia 2 €1n) &
- ETTIOPOAOCN O AUTN YUXOAOVIKWYV,PUOIKWYV
KOl ONUOYPOAPIKWY TTAPAYOVTWY




adherence

e >50% aoBevwy ...score < 75

* [Nlapopola pe ...Twv SDMARDs



Higher adherence

HAIKIWUEVOI

MikpOTEPN OIAPKEIQ VOOOU

DoBoc yia xpovioTnTa & ETTITITWOEIC VOOOU
[lioTn oTNV avaykaidtnTa PaApUAKWY
MiKpOTEPN avnouxia yia Ta ¢AapuOKa

AucnueEvn olkoyevelakn & 1aTPO-VOONAEUTIKI)
uttooTApIEN (X 3.6)



Several studies of oral sSDMARD adherence, as well as
studies in other conditions, have also shown similar
importance of medication beliefs [4, 5, 23]. Non-
adherence may therefore owe more to individual patient
beliefs than to the actual disease or route of drug admin-
istration. A patient’'s level of medication belief may of
course be influenced by the perceived intensity of the
drug and/or its mode of administration. However, our
data suggest that the influence on adherence remains
qualitatively similar across therapy types.

Our findings reflect those of other studies showing that
older age is associated with higher adherence [14]. Others



Rheumatology 2006:45:1-5

Editorial

doi:10.1093/rheumatology/kei223

‘Compliance’ is futile but is ‘concordance’ between
rheumatology patients and health professionals

attainable?

The extent to which patients take prescribed medications
‘as directed” and why they do not have been important issues in
health research for many decades [1] and subject to recent review
[2-6]. These issues are important in rheumatic diseases. given the
primary reliance upon medication to control symptoms and
improve patients” functional ability and longevity [7]. Not taking
required medications can therefore have both a personal health
impact and health-economics consequences [3]. In recent years
patients have shown increased interest in their health-care; this
is partially due to a boom in access to information technology
coupled with increased health coverage in traditional media
sources [8]. A fresh approach to medication prescribing is required.
one that evolves awav from the naternalistic annroach of pnatient

about the medication and an expressed need for further informa-
tion about the disease or medication itself. particularly among
intentionally non-adherent patients.

Medication compliance/adherence may be operationalized
(i.e. conceptualized and measured) in many different ways [5].
including multi-item questionnaire scales, individual ordinal/
categorical questionnaire items, patients’ and physicians’ categor-
izations and independent observations such as prescription refill
monitoring, electronic dispenser monitoring or metabolite/tracer
measuring. We will now describe how estimates of adherence may
differ depending on the ways in which adherence is assessed. as well
as the exact disease and medication investigated. We also provide

Aataile Af avamnla ctndire that raice came af the rantral icenec
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Adherence

« XWpPIC emmKoIvwvia (larpou-acBevouq)....
....Io0WC¢ €ival eTmkivouvn !



Concordance

 [DlaiTepa oNUAVTIKN OTAV(EXOUUE dUVNTIKA)
....1000UVAUEC TTAPEUPATEIC



Concordance

* [1000 TTPETTEI VA «TTIECTEI» O AOBEVNC TTOU
Oev €mMOUUEI ouPpETOXN ;|

* l[owg XpNoiun JOVo yia PEPIKOUC (TOUC
ETTIOUUOUVTEC)



Concordance

Kal autocg TTou apveital Bgpartreia
Na a@ebei ;

[1PETTEI VO «TTIECTEI» |

Kl Qv TTIEOCOUUE TTOAU ;



Concordance

* [BavoTaTa wEEAIUN yia
- OUYKEKPIMEVOUC QOBEVEIC
- OUYKEKPIUEVA voonuaTa
- OUYKEKPIMEVA PAPUOAKO

ETr'autou xpeialovTal KAAQ oXEQIQOUEVEC
MEAETE2 !!!






