CONSENSUS D’EXPERTS

Observance aux traitements
antihypertenseurs en Médecine Générale
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The Importance of Medication Compliance™™

‘Drugs don’t work In patients who don’t
take them’

C. Everett Koop, MD

Osterberg and Blaschke. N Engl J Med 2005;353:487-97
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Iﬂeasuring Medication Compliance and
Persistence

COMPLIANCE (percentage)*

Percentage of doses
taken as prescribed

Start medication Stop medication
< >
< >
Start medication End of observation period

Days taking medication (without
exceeding permissible gap)

N /
—

PERSISTENCE (days)

*Often measured as medication possession ratio (defined as no. of days of therapy dispensed divided by no. of days between
subsequent prescriptions)

NON-ACCEPTANCE

Medication Compliance and Persistence Special Interest Group, International Society of
Pharmacoeconomics and Outcomes Research (ISPOR)



Adherence to prescribed antihypertensive drug .
B M treatments: longitudinal study of electronically Hy,DeFtenSlOn
compiled dosing histories

Bernard Vrijens, Gabor Vincze, Paulus Kristanto, John Urquhart and Michel N=4783 patients from 21 clinical studies
Burnier

BMJ. 2008 May 17;336(7653):1114-7.
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NF — Eyeforpharma 2007 Vrijens et al., BMJ. 2008 May 17;336(7653)21114-7. 4



Cumulative incidence of modification of initial
antihypertensive monotherapy over 5 years

(Lombardia Data-base, n=445,356)

Cumulative incidence

0.6
Discontinuation
0.5
0.4+
0.3 Combining
0.2 Switching
0.14
01 | T T T |
0 12 24 36 48 60

Months since starting antihypertensive treatment

Corrao et al. ) Hypertens 2008; 26: 819-824.
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Better Persistence of Treatment in Estab&l
Hypertensive Patients < £

100 Established
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Cumulative persistence rate (%)
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0 1 1 || 1 1
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Caro et al, Can J Med Assoc. 1999; 160:31



e 'arrét du traitement antihypertenseur est
frequent dans la premiere année qui suit
I"institution du traitement, surtout dans les 3
premiers mois de traitement, et si le sujet est
jeune et sans facteur de risque associé.

e || a été montré que 35% des hypertendus
avaient stoppé leur traitement au bout de 12
mols.



Avant de débuter le traitement, effectuer une consultation
d’annonce.

Adopter une attitude empathique, écouter le ressenti
concernant la maladie silencieuse.

Utiliser les techniques d’entretien motivationnel.

Au cours de la période d’adaptation du traitement et a chaque
consultation, réaliser le test EVAL-OBS afin de dépister une
mauvaise observance.

Au cours du premier trimestre, réaliser le test FLAHS-
observance afin d'attribuer au patient une des 3 catégories de
risque d'inobservance (faible, possible, élevé).



Société Frangaise
d'HyperTension Artérielle

e Questionnaire pour chercher a déterminer les causes de
mauvaise observance.

* Dialogue non-culpabilisant visant a rechercher des solutions.

 Ne pas tolérer les effets indésirables et savoir adapter le
traitement.

e Communiquer sur les effets positifs et sur les principaux effets
indésirables du traitement.

e Ecouter la demande d’arrét du traitement, réévaluer la
balance bénéfice risque et I'adapter.

e Renforcer l'usage de I'automesure tensionnelle.



Selon 'étude FLAHS 2015 réalisée chez 2743 hypertendus, les
déterminants indépendants d’'une mauvaise observance d’un
traitement antihypertenseur chez I’'hypertendu sont :

le jeune age
le sexe masculin
le nombre des comprimés antihypertenseurs prescrits

la situation de prévention secondaire des maladies
cardiovasculaires

le nombre de maladies du métabolisme ayant un traitement
médicamenteux (diabéte et/ou dyslipidémie), le nombre des
autres maladies chroniques.
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Compliance and number of daily doses

100

90

a0

70+ i i
50+

40
30+

20
10-

Rate of Adherence [36)

Oince Twice Three times Four times
daily a day a day a day

Medication Schedule

SR, 76 studies’EM

Osterberg L, Blaschke K., N Engl J Med. 2005;353: 487-497.
Claxton AJ., Clin Ther 2001,23: 1296-1310.
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Systematic review of single-pill combinations of 2
antihypertensive agents vs. 2 agents supplied seperately: effects
on compliance or persistence with therapy

Odds ratio (95% Cl) Odds ratio (95% Cl)
Study :
Dezii et al. 2000 | - 1.19(0.83,1.71)
Dezii et al. 2000 i - 1.22(0.85,1.75)
Jackson et al. 2006 i i 1 2.84(1.67,4.93)
Taylor et al. 2003 : - 1.09 (0.80, 1.51)
Gerbino et al. 2004 = B 1 1.28 (0.93, 1.75)
Dickson et al. 2008 b 1.29 (0.89, 1.89)
Overall (L-squared = 49.2%, p = 0.080) <> 1.29(1.11, 1.50)

| ] |
0.5 1.0 1.5 20
Favours free Favours FDC

combination

Combination therapy in hypertension; Gupta et al. Hypertension 2010; 55: 399-407



Adherence to prescribed antihypertensive drug .
B M treatments: longitudinal study of electronically Hy,DeFtenSlOn
compiled dosing histories

Bernard Vrijens, Gabor Vincze, Paulus Kristanto, John Urquhart and Michel N=4783 patients from 21 clinical studies
Burnier

BMJ. 2008 May 17;336(7653):1114-7.
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NF — Eyeforpharma 2007 Vrijens et al., BMJ. 2008 May 17;336(7653):1114-7. 14



Réaliser le test EVAL-OBS a chaque consultation

Simplifier le traitement antihypertenseur (privilégier les
médicaments en une prise par jour, bien tolérés, les
associations fixes).

Adapter les horaires de prise en fonction des préférences du
patient.

Reconsidérer la pertinence des autres traitements constitutifs
de 'ordonnance.

Renforcer I’éducation thérapeutiqgue en fonction des
comorbidités.
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d'HyperTension Artérialle

Dans I'HTA résistante, il a été récemment montré que la prise
réguliere des meédicaments antihypertenseurs était tres
insuffisante.

Pour améliorer la prise en charge de ces patients, il est
recommandé de référer les hypertendus apparemment
résistants a des équipes meédicales spécialisées en
Hypertension.



Adherence assessed by drug monitoring

in patients with apparently resistant hypertension

70%

600/0 N

50% -
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66%
partial non-adherence
M total non-adherence
1)
47% 48%
44%
0,
35% 34%
23%

| | | i I | I -
Ceral Jung Strauch  Tomaszewski Brinker Ewen Patel Hamdidouche Schmieder

(2011) (2013) (2013) (2014) (2014) (2014) (2015) (2015) (2016)

Berra et al., Hypertension 2016



Assessment of drug dosing history

Methods that reveal aggregate
dose omissions but cannot show
when omissions occurred

(Sparse Sampling)

Continuous
assessment over
time

(Rich sampling)

Methods that allow easy
censorship of the data by
the patient

(Biased method)

*Pill counts

*Retrospective
guestionnaire

Reliable methods

*Therapeutic drug monitoring
(TDM) :

Pharmacy refill data

Medication Event
Monitoring System

}_ -

NF — Eyeforpharma 2007

Modified from Vrijens & Urquhart, 2005 Journal of Antimicrobial Chemotherapy 18




CASE STUDIES IN HYPERTENSION
JOEL HANDLER, MD, SECTION EDITOR

Malingering: An Unusual Cause of Resistant Hypertension

Joel Handler, MD

Diagnosis of Malingering and Difficulty of Detection
The Diagnostic and Statistical Manual of Mental Dis-
orders (Fourth Editon, Text Revision) (DSM-IV-TR)
describes the essential feature of malingering as “‘the
intentional production of false or grossly exaggerared
physical or psychological symptoms, motivated by
external incentives.”' The external incentives for
malingering include obtaining drugs, obtaining hnan-
cial compensation, evading criminal prosecution, and
avoiding work or military duty,

A hospitalist asked a nurse to make sure the patient
“was really taking his blood pressure pills.” When the
nurse brought a flashlight into the room, the patient
asked what it was for and the nurse explained that she
wanted him to open his mouth to make sure the pills
were swallowed. The patient had pocketed the pills in his
cheek and turned his head aside to swallow them. Once
medication ingestion was regularly confirmed, blood
pressures were consistently approximately 120 /70 mm
Hg on lisinopril 20 mg and labetalol 200 mg twice a day.
Headaches resolved.
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Table 1 Approach to diagnosis and management of adherence in
resistant hypertension

Non-intentional Intentional non-adherence
non-adherence

Diagnosis Detailed patient history Use of focus groups,
Morisky scale one-to-one 1nterviews
Pill counts Direct observed therapy
Electronic monitoring Blood, urine assays

(e.g. MEMS)

Pharmacy records

Management Frequent visits with Discussion with patient

healthcare provider to identify cause

Simplified dosing regimens  Psychotherapy®

Pill organizers (Pill boxes/  Device therapy”
dosettes/blister packs)

Electronic reminders

Patient self-monitoring BP

Involvement of family,
caregivers

* Suggested, but not proven, approaches

(Gadkari et al. 2012, Mukhtar et al. 2014 Marcel Ruzicka & Swapnil Hiremath
Curr Hypertens Rep (2015) 17: 69
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N On a d h er en C e Study Events Total Proportion 95%-Cl (fixed) (random)
accord“’]g to Beaussier_2015 30 164 i—— 0.18 [0.13;0.25] 0.5% 4.1%
de Souza_2009 16 44 1 ——— 0.36 [0.22;0.52] 0.2% 4.0%
ad herence Pandey_2015 24 47 P 0.51 [0.36;0.66] 0.2% 4.0%
measure ik mgony |
Bunker_2011 23 37 P 0.62 [0.45;0.78] 0.2% 4.0%
o Elmula_2013 3 18— 0.17 [0.04;0.41] 0.0% 3.5%
44 6 /O Hameed_2016 24 48 | g = 0.50 [0.35;0.65] 0.2% 4.0%
. : 1 affe ' | agBEe | 4
e
Garg_2005 23 141 = 0.16 [0.11;0.23] 0.4% 4.1%
Yakovlevitch_1991 9 91 —— 0.10 [0.05;0.18] 0.2% 4.0%
<=
Burnier_2001 3 41— 0.07 [0.02;0.20] 0.1% 3.6%
Grigoryan_2013 20 69 | —— 0.29 [0.19;0.41] 0.3% 4.1%
—_—
Porter_2014 2 80— : 0.03 [0.00;0.12] 0.0% 3.4%
ot :
o Brinker_2014 30 56 P 0.54 [0.40;0.67] 0.3% 4.1% S
47 9 /O Ceral_2011 55 84 | 3 _— 0.65 [0.54;0.76] 0.4% 4.1% men
. Ewen_2015a 15 27 ———— 0.56 [0.35;0.75] 0.1% 3.9%
Ewen_2015b 48 100 S 0.48 [0.38;0.58] 0.5% 4.1%
Florczak_2015 31 36 | : ——— 0.86 [0.71;0.95] 0.1% 3.8%
Jung_2013 490 76 P 0.53 [0.41;0.64] 0.4% 4.1% _—
Rosa_2014 27 122 L —— 0.22 [0.15;0.31] 0.4% 4.1% S— ~
: : i 5 5 [ S
Strauch_2013a M 176 —— 0.19 [0.14;0.26] 05%  4.1% e - sy ]
Strauch_2013b 76 163 ! P 0.47 [0.39;0.55] 0.8% 4.2%
Velasco_2015 43 78 | P 0.55 [0.43; 0.66] 0.4% 4.1%
: | p—
Daughtery_2012 1504 3548 Lo 0.42 [0.41;0.44] 16.3% 4.2%
Sim_2013 4223 60327 | ¢ 0.07 [0.07;0.07] 73.8% 4.2%
F i c 53 b : 0 10; C
—
Irvin_2012 215 2654 = : 0.08 [0.07;0.09] 3.7% 4.2%
Massierer_2012 21 106 1—— 0.20 [0.13;0.29] 0.3% 4.1%
d effe o) : : ¢
<:::=-—;
Fixed effect model 68313 i 2 0.11 [0.11; 0.11] 100.0% -
31 20/ Random effects model —_ 0.31 [0.20; 0.45] - 100.0% Durand et al-
. (o] Heterogeneity: /> = 89%, 1 = 2.088, P< 0.01

S Journal of Hypertension 2017, 35:2346—2357
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Réaliser si possible le dosage des antihypertenseurs
(prélevement urinaire), apres accord du patient.

Caractériser une inobservance partielle ou totale.

Evaluer les caractéristiques principales du  profil
psychologique (syndrome dépressif, recherche de bénéfices
secondaires, mauvaise observance intentionnelle, autre), si
nécessaire avec l'aide d’un psychiatre.
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