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Hoe doen we het in Nederland?

Adherence Rates and Associations with Nonadherence
in Patients with Rheumatoid Arthritis Using Disease
Modifying Antirheumatic Drugs

BART J.F. van den BEMT, FRANK H.J. van den HOOGEN, BART BENRAAD, YECHIEL A. HEKSTER,
PIET L.C.M. van RIEL, and WIM van LANKVELD

 N=228 gebruikers van DMARD:s...

® 68% via Compliance Questionnaire Rheumatology (CQR)
® 60% op Medication Adherence Report Scale (MARS)

* Duur ziekte, bijwerkingen en lager geloof in noodzaak
medicatie (licht) geassocieerd met slechte therapietrouw

Van den Bemt J Rheumatology 2009



En internationaal?

Percentage of adherence

Studies

Questionnaire
Blustt, et al”’

Meam, ef al'’

Van den Bempt, ot af*
Treharne, et ai™

Van den Bempt, of af®
Salt, et al"
Contrers-Yanez, ef al'®

RE Model for Subgroup

Prescriptions claims
Esposti, ef al”"

Jinnett, et al*

Thkacz, et al’*

Harley, et al™®

Li, et al™

Cannon, ef al?

Borah, et al’’

RE Model for Subgroup

Pill count

Brus, et al”
Pullar, et aP**

RE Model for Subgroup
MEMS

Weimann, et al™
Park, et al®
RE Model for Subgroup

Interview
Lorish, et af?
Viller, et al*
Lee, et al”’
Owen, et al*’
Pullar, et ai*
Tuncay, et al"

RE Model for Subgroup

Drug level

Hill, ef al*

Pullar, et ai**

RE Model for Subgroup

Methods

Questionnaires
Questionnaires
Questionnaires
Questionnaires
Questionnaires
Questionnaires
Questionnaires

Pescriptions claims
Prescriptions claims
Preseriptions claims
Prescriptions claims
Prescriptions claims
Prescriptions claims
Prescriptions claims

Pill count
PFill count

MEMS
MEMS

Interview
Interview
Interview
Interview
Interview
Interview

Drug level
Drug level

university of
groningen

et

Adherence [95% C

0.74,0.94]
0.81,1.03]
0.42,0.98]
0.69,1.12]
0.55,0.81]
0.72,1.10]
[0.60,1.01]

[0.75,0.91]

0.84 [
0.92[
0.70 [
0.91[
0.68 [
0.91[
0.81
0.83

[0.22,0.40]
[0.27,0.42]
[0.58,0.66 ]
[0.64,0.72]
[0.28,0.36]
[0.75,0.93]
49[0.45,0.52]

0.51[0.36,0.66]

0.31
0.35
0.62
0.68
0.32
0.84
0.

0.87[0.53,1.21]
0.76 [0.38, 1.14 ]

0.82[0.57,1.08]

0.21[0.02, 0.40]
0.95[0.78,1.13]

0.58 [-0.57, 1.31]

0.84[0.56,1.12]
0.58[0.20,0.96]

0.74[0.50,0.99]

RE Model for All Studies

0.0

0.50

Adherence

1.00

0.66[0.58,0.75]

03-02-23 | 5

e N=26
« QOverall: 66%

 Questionnaire: 83%
« MEMS: 58%

Scheiman-Elazary J Rheum 2016
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...heeft dat consequenties?

N=107, 2 jaar follow-up met MEMS
Therapietrouw DMARDS: 64%:; en prednison: 70%
21% meer dan 80% genomen: betere uitkomsten!

il 80% DMARDs correct dose taken
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Waimann A&R 2013
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Stappenplan voor optimale therapietrouw

Identificeer, karakteriseer, intervenieer

C\} ®* Wie?: Vind therapie-ontrouwe populati
®* Waarom?: Identificatie van “phenotype” therapie-ontrouw
®* Wat?: Interventies op maat
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Patient reported?: MARS en CQR-5/19

Questions

Qi If the rheumatelogist tells me to take the medicines, | do so

Q2* | take my anti-rheumatic medicines because | then have fewer problems

Q3* | definitely don't dare to miss my anti-rheumatic medications

Q4 If | can help myself with alternative therapies, | prefer that to what my rheumatologist prescribes
| Qs+ My medicines are always stored in the same place and that's why | don't forget them
tem T

Q6* | take my medicines because | have complete confidence in my rheumatologist

y B Y g
T = : = 2 ” -

ltem 1: 1 forget to take my inhalation medication Q7 The meost important reason to take my anti-rheumatic medicines is that | can still de what | want to do

Item 2: “| change the dosage of my inhalation medication”

. . ) ) ) . Qs | don't like to take medicine, If | can do without them, I will
Item 3: “| stop taking my inhalation medication for a while” .
ltem 4: “| decide to Skip one of my inhalation medication dosages” Q9 | When | am on vacation, it sometimes happens that | don’t take my medicines
ltem 5: “| use my inhalation medication less than is prescribed” Q1o | take my anti-rheumatic drugs, for otherwise what's the point of consulting a rheumatologist?
Sum score MARS-5* (range = 5-25). Q11 | don't expect miracles from my anti-rheumatic medicines
‘The MARS-5 sum score was calculated by summing scores from each individual question Q12 If you can't stand the medicines you might say: "throw it away, no matter what”
Qi3 If | den’t take my anti-rheumatic medicines regularly, the inflammation returns
Qi4 . If | don’t take my anti-rheumatic medicines, my body warns me
Qi1s .My health goes above everything else and if | have to take medicines to keep well, | will
Qile | use a dose organizer for my medications
Qi17* . What the doctor tells me, | hang on to
Qi1s . If | don't take my anti-rheumatic medicines, | have mare complaints
Qie It happens every now and them, | go out for the weekend and then | don't take my medicines

+: snel, goedkoop & helpt in “phenotyping“ therapietrouw
-: self-report kan overschatting geven, sociaal wenselijk antwoord

MARS: Chan et al. Br J Clin Pharmacol. 2021; CQR-5/19: Hughes BMC Musc Dis 2013
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Op basis apotheek/claims data?

60%
53%
50%
43% 43%
409% -
32% m Etanercept
309% - T m Anakinra
— — = Infliximab
ED% il | e— — 1?% | e—
15% — — —
11%
10%+ 5%
0% -
PDC ==0.70 PDC ==0.80 PDC ==0.90

+: objectief, goedkoop, lange termijn
-: afhalen=gebruiken?, herhaalservices?, compleet/details? | a1 value Health 2010
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Electronische monitoring

Digital insulin pen

FDA Approved
a Cﬂ drug-device

combinations

1980’s  2000-2015

2016
00

MEMS Add-on inhaler

First add-on
medical devices

Zijp et al. EClinMed 2019
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¢ Smart bottle
® Smart blister
¢ Smart pill

+: objectief, gouden standaard, veel detail, app connected
-: kosten, openen=innemen?, “big brother is watching...”?
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Bioanalytisch bepalen

®* Bloed
* Drug monitoring (TDM)
* Speeksel
* Drug of abuse monitoring
® Urine
* Drug of abuse monitoring
®* Haar b e .
* Forensisch

Pres Daan Touw
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Bloed: kan het beter?

» “Dried blood spots” minder invasief
« Minder vaak naar het ziekenhuis (COVID)
* Toepassing o.a. bij adalimumab, azathioprine, MTX
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DMPK-C

+: dagelijkse variatie, werkelijke exposure UMcCG
-:PK variatie, white coat adherence, short term, frequente afname...
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® In hoofdhuid zitten kleine bloedvaatjes

® Van bijna alles wat er doorstroomt wordt
een klein beetje in het haar afgezet

® Haar groeit +/- 1 cm per maand

Trace amounts of
chemical substance -
entrapped in cortex S

® Traditioneel: drugs aanwezig?

® Ook ideale meting van lange termijn
geneesmiddel concentraties?

Pres Daan Touw
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Haar analyse

® N=200 met stabiel astma en/of COPD, haar geanalyseerd met LC-MS/MS
® NB haar kleur had invloed op de detectie

Drug concentration in hair (ng/g)

In RA: 0.a. ciclosporine

o 2
= R?=0.964 "
T-
6=
L |
4
3 *
2 & >

1 <«

0 20 40 60 80 " Adherent Partially  Poorly

Daily formoterol dose (ug) adherent  adherent
Adherence

Dus we kunnen meten, maar...

Hassall Pulm Pharm Ther 2018



university of
groningen

03-02-23 | 18

Prevention, screening, assessing and

Op en managing of non-adherent behaviour
in people with rheumatic and

i musculoskeletal diseases: systematic

Musculoskeletal

gl reviews informing the 2020 EULAR
points to consider

Valentin Ritschl (2,1 Tanja A Stamm @, Daniel Aletaha 9,
Johannes W J Bijlsma 2,2 Peter Bhm ©,* Razvan Dragoi (2,5 Emma Dures
Fernando Estévez-Lépez (2,8 Laure Gossec (2,210 Annamaria lagnocco 3,
José B Negron 9,12 Michal Nudel,'® Andréa Marques ,"* Ellen Moholt,'®
Conni Skrubbeltrang (2,16 Bart Van den Bemt ©,17-18 Kirsten Viktil (5,19:20
Marieke Voshaar (2" Loreto Carmona 2,22 Annette de Thurah 23.24

Wat werkt?

2
6,7
s

Table 2 Summary of the included studies, PICO 1 / \
Dx Edu Beh CBT Mot Sup |/ MCo \ Oth
Medication RA 3+/3- 1+/1- 1+ 2+ 1~
SLE 1+ 1-
Psoriasis 1+
OP 1~/1-
Total 4+/3- 1+/2- 1+ 3+ 2~/1-

Education, behavioural interventies, cognitive behavioural therapy, motivation,

supervised exercise, multicomponent, other
Ritschl RMD Open 2020
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Verschillende achtergronden

Erratic non-adherence
Intelligent non-adherence
Unwitting non-adherence

NB In één patient kunnen verschillende vormen voorkomen

Elke vorm vraagt om een andere aanpak (op maat)!

WHO 2003 Adherence report
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‘Erratic’ non-adherence

® Niet-intentionele therapieontrouw; vergeetachtigheid

® Patienten willen graag zo therapietrouw mogelijk zijn maar kunnen
het medicatie regimen niet comineren met hun (drukke of weinig
gestructureerde) leven

Mogelijke interventies: reminders, simplificeer
regimen, linken aan dagelijkse gewoonte,
familie/mantelzorger
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Intelligent non-adherence

® Intentionele therapieontrouw: bewust aanpassen, stoppen of
niet eens beginnen met voorgeschreven therapie (initiele
medicatie trouw)

®* Waarom?: (angst voor) bijwerkingen; smaak; complexiteit;
interfereert met druk leven; kosten; oneens met voorschrijver
over noodzaak (ziekte perceptie speelt belangrijke rol)

Mogelijke interventies: motivational interviewing,
educatie, shared decision making, link met
persoonlijke doelen




university of
groningen

Unwitting non-adherence

® Niet-intentionele vorm van therapieontrouw

® Patient begrijpt niet volledig hoe/wanneer (en of
chronisch) de medicatie moet worden ingenomen:

- Ziet verschil niet tussen “indien nodig” medicatie en onderhouds
medicatie

- Suboptimale toediening medicatie

Mogelijke interventies: educatie, pillbox,
instructie, training, zelf-management plan
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EULAR recommendations

Adherence is defined as the extent to which a person’s behaviour corresponds with the agreed prescription**

Overarching principles

A
B
c
D

Adherence impacts the outcomes of people with RMDs.

Shared decision making is key, since adherence is a behaviour following an agreed prescription.
Adherence is influenced by multiple factors.

Adherence is a dynamic process that requires continuous evaluation.

Points to consider

~N O N s W N -

All HCPs involved in the management of people with RMDs should take responsibility for promoting adherence.
Effective patient-health professional communication should be applied to enhance adherence.

Barriers and facilitators of adherence of a specific patient to a specific prescription should be appropriately evaluated.
Patient education should be provided for people with RMDs as an integral part of standard care.

Care should be tailored to patient preferences and goals to enhance adherence.

Adherence should be discussed regularly based on open questions and particularly when disease is not well controlled.

The HCP should explore which factors might negatively influence adherence, including: opportunity (eg, availability or cost), capability (eg, memory
problems), motivation (eg, concemns).

Together with the patient, the HCP should tailor the approach to overcome individual barriers to adherence, for example, simplifying the regimen, using
reminders, providing education, discussing the patient’s beliefs on treatments.

When specific expertise or interventions for adherence are needed, they should be made available to patients.

Ritschl Ann Rheum Dis 2021
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Therapietrouw Expertise Center MAECON

Clinical

Regulators TETEILE

MAECON

MedTech

therapietrouw.umcg.nl www.maecon.eu
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