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Definities: welke stelling is juist? O

Therapietrouw = adherence
Therapietrouw = compliance
Adherence = compliance
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Definities

Adherence Drug regime
the extent to which a person’s Patients’ behaviour
behaviour corresponds with
agreed recommendations from
a healthcare provider,; '\i’ersistence (days)
better illustrates patients’
involvement
7!_- Patient
Compliance x
% of doses taken
the extent to which a patients’ CDﬂCD[ﬂEﬂCk
behaviour concides with the
clinical prescription; Healthcare professionals
currently, negative .. physician, pharmacist
connotation




Klinische inertie

Het niet starten of intensiveren
van de therapie volgens de
richtlijnen.



2019 ESC/EAS Guideline Dyslipidemia

Treatment goal

for LDL-C * SCORE <%
s + SCORE 2% and <5%
N + Young patients (TI DM <35 years;
i T2DM <50 years) with DM duration
3.0 mmol/L Low <10 years without other risk factors

(116 mg/dL)

1.8 mmol/L
70 mg/dL
&>50% [IRAN
reduction
from
baseline 1.4 mmol/L

(55 mg/dL)

+ SCORE 25% and <1 0%
+ Markedly elevated single risk factors, in
particular TC >8 mmol/L (310 mg/dL) or
LDL-C >4.9 mmol/L (190 mg/dL) or
BP 2180/1 10 mmHg
+ FH without other major risk factors
+ Moderate CKD (eGFR 30-59 mL/min)
+ DM wlo target organ damage, with DM
duration 210 years or other additional risk factor

+ ASCVD (dlinicalfimaging)
+ SCORE 210%

major risk factor

+ Severe CKD (eGFR <30 mL/min)

+ DM & target organ damage: 23
major risk factors; or early onset of
T1DM oflong duration (>20 years)

N / + FH with ASCVD or with another

Low

Moderate

High

Very high CV Risk



Klinische inertie (SANTORINI)

B High risk (N=2637)
Median (IQR) LDL-C: 2-4 (1-7, 3-4) mmol/L

C Very high risk (N=6401)
Median (IQR) LDL-C: 2-0 (1-5, 2-8) mmol/L

No LLT 23:5

A Overall (N=9044)
Median (IQR) LDL-C: 2-1 (1-6, 3-0) mmol/L
No LLT 218
Monotherapy 54-3
Statin 302
EZE
PCSK9i

Other oral LTT alone

No LLT _ 2111

Monotherapy
Statin
EZE
PCSKYi
Other oral LTT alone

Combination therapy
Statin + EZE

PCSKOi + other oral LTT
Other oral combination

525
48-4

Monotherapy

Statin

EZE

PCSKYi

Other oral LTT alone

Combination therapy

Statin + EZE
PCSK9i + other oral LTT
Other oral combination

0 20 40 6

Proportion of patients

Combination therapy 26-4
Statin + EZE
PCSK9i + other oral LTT

Other oral combination

80 0 20 40 60

Proportion of patients

80 0 20 40 60

Proportion of patients

30




Klinische inertie (SANTORINI)

D ASCVD (N=6954)
Median (IQR) LDL-C: 2-0 (1-5, 2-9) mmol/L
No LLT 214
Monotherapy 530
Statin 49-2
EZE 1-7
PCSKOi 1-6
Other oral LTT alone 0-5
Combination therapy 25-6
Statin + EZE 17-5
PCSKYi + other oral LTT 47
Other oral combination 34

0 20 40 60

Proportion of patients

80

E

PCSKO9i + other oral LTT

No ASCVD (N=2089)
Median (IQR) LDL-C: 2+6 (1-8, 3-5) mmol/L

No LLT 232

583
53-5

Monotherapy

Statin

EZE

PCSK9i

Other oral LTT alone

Combination therapy 18-5
Statin + EZE 10-9

Other oral combination

0 20 40 60
Proportion of patients

80



Proportion of patients, %

Klinische inertie (SANTORINI)

ENo LTT ® Monotherapy ® Combination therapy

100

80 756

65-9 66:3
595
60
. 310
481 49-1
00
40
26-10 258 :
g 227 =7 211
17
20 . 12:6
: 10-9
24 7.0
4-0
0
Austria Belgium Denmark Finland France Germany Ireland [taly Netherlands Portugal Spain Sweden Switzerland United
(N=310) (N=489) (N=311) (N=337) (N=797) (N=2086) (N=100) (N=197T) (N=323) (N=112) (N=990) (N=190) (N=149) Kingdom
(N=673)
Median (IQR) LDL-C, mmol/L:
2:02 1-82 1-85 2:00 2:27 228 1:90 228 1-86 1-91 2:10 2-01 24
(1:34,3-26) (1-34,2:33)  (1-35,2:85) (1:50,2:90)  (1-66,3-10)  (1-73,3:21) (1-40,2-60) (1-38,3:31) (1-50,2-50) @ (1-53,2:69)  (1-42,2-64)  (1-60,2-80)  (1-50,3-00) (1-60,3-16)
Ray, K. K., et al. (2023). Treatment gaps in the implementation of LDL cholesterol control among high- and very high-risk patients in Europe between 2020 and 2021: the 97 i i 2024
multinational observational SANTORINI study. The Lancet Regional Health. Europe, 29, 100624. https://doi.org/10.1016/j.lanepe.2023.100624 juni 0
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Casus

Mrt 2016

&
&

4

43 jaar

atorvastatine 40mg
rosuvastatine 20mg

simvastatine 20-40mg

TC
HDL
LDL
TG

7,6mmol/L
1,7mmol/L
5,6mmol/L
0,78mmol/L

HeFH, géén
atherosclerose of events

RR: 110/80mmHg li=re
BMI: 21.6kg/m?2

HeFH, maar onverdraagbare
spierpijn op statines:
andere opties?



Welke LDL-target stelt u?

d LDL-c <2.6mmol/L
d LDL-c <1.8mmol/L
Q LDL-c <1.8mmol/L én >50% reductie van baseline
d LDL-c <1.4mmol/L én >50% reductie van baseline



Casus

Mrt 2016

©

&

==

LDLc <2.6mmol/L

(Nederlandse richtlijn én destijds 2016 ESC/EAS Guideline Dyslipidemia)

Start: pravastatine 10mg 1x daags

Jun 2016

4

&

TC 4,75mmol/L
HDL 1,19mmol/L
LDL 3,25mmol/L

TG 0,69mmol/L

Toevoegen: ezetimib 10mg 1x daags

CV Risk
Category

LDL-C< 1.8 mmol/L

Very high OR

risk Cis
1.8-3.5 mmol/L

LDL-C < 2.6 mmol/L
OR
Cis
2.6-5.2 mmol/L

Moderate
risk

< 3.0 mmol/L

Low risk < 3.0 mmol/L

> 50% reduction if baseline LDL-

> 50% reduction if baseline LDL-

LDL-C Goals

2016 Guidelines

2019 Guidelines

LDL-C< 1.4 mmol/L
AND
> 50% LDL-C reduction from
baseline
BUT
LDL-C < 1.0 mmol/L when prior
event was within <2 years

LDL-C< 1.8 mmol/L
AND
> 50% LDL-C reduction from
baseline

LDL-C < 2.6 mmol/L

LDL-C < 3.0 mmol/L



What is the real-world persistence and adherence to lipid-lowering therapy in Germany?
A retrospective analysis of prescription data

Persistence (39 months) Adherence (Proportion of days covered)

Study Design

o

>62m : ~1m
Insight Health™ 'r@[G]O

Patient Insight Tool :

patient records

e @ 0

865,732 34,490

Statin Rx % Ezetimibe Rx

1,940
Anti-PCSK9 mAb Rx

Identification Follow-up
period period
(6 months) . (39 months)

Patients with
\Il dyslipidemia

£

July December March

2017 2017 2021*

*Analysis period ~45 months

w

~10%

71%

)
Q00
G767

L

Only ~10% of patients
persisted with therapy
between 201-300 days

By Day 300, 71% of
patients on statins had
discontinued therapy

Persistence rates at 36 months:

20.6% of patients on statins
22.3% of patients on ezetimibe
and 50.9% of patients on
anti-PCSK9 mAbs

Overall persistence was
lower in women than in men

Anti-PCSK9 mAb, anti-proprotein convertase subtilisin/kexin type 9 monoclonal antibody;

LLT, lipid-lowering therapy; Rx, prescription.

Koenig, W., Lorenz, E. S., Beier, L., & Gouni-Berthold, I. (2024). Retrospective real-world analysis of adherence and persistence to lipid-lowering therapy in Germany. Clinical research in cardiology:

official journal of the German Cardiac Society, 113(6), 812—821. https://doi.org/10.1007/s00392-023-02257-6

] 0.84 with statins
I  0-92 with ezetimibe
I 0.93 with anti-PCSK9 mAbs

Length of treatment over time

@ Persistence declined over time

across all therapy subgroups

Average length of treatment before
discontinuation (days):

%qﬁi 265 with statins, 255 with ezetimibe
Es'}ﬂ 387 with anti-PCSK9 mAbs

In patients with dyslipidemia, high
non-persistence rates were observed across

all LLTs analyzed. Persistence rates were
lowest with statins and highest with anti-PCSK9
mAbs at 36 months of treatment.

27 juni 2024
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Barriers to LLT adherence

Educational tools to inform patients
on risks and benefits of LLT

Educational initiatives targeted at
patients and healthcare professionals

Healthcare
disparities
(socioeconomic
status, sex, age,
race/ethnicity)

Poor ASCVD
awareness and
unintentional non-
adherence

rf\che:s to Shared decision-making and
ealthcare 5'5 ! iai
Educational initiatives targeting (:) Fear of side decisions tools

LDL-C monitoring; . o
non-specialist physicians ( access to a 9 effects Educational digital tools

I - cardiologist)
BARRIERS
TOLLT
ADHERENCE
]

Routine LDL-C monitoring Lack of

Standardized LDL-C thresholds standardized
metrics

Health economic analyses to
Cost of !
Healthcare assess cost-effectiveness

Clinical guideline recommendation
on treatment cost

Advocacy by professional societies
Filling

Polypharmacy prescription

Pharmacy-based programs

Pharmacy-based programs (reminders; mail order
(medication synchronization)

pharmacy; medication synchronization)

I Alternative therapies with less frequent administration I

- Patient-related factors - Healthcare svstem-related factors B Therapv-related factors

Desai, N. R., Farbaniec, M., & Karalis, D. G. (2023). Nonadherence to lipid-lowering therapy and strategies to improve adherence in patients with atherosclerotic cardiovascular disease. Clinical 27 i i 2024
Cardiology, 46(1), 13-21. https://doi.org/10.1002/clc.23935 juni
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Casus (vervolg) O

d LDL-C calculator

Dec 2016

Calculator keuze Lipidenverlagende medicatie

. Verwacht LDL-C
ezetimib 10mg - o
Cholesterolwaarden Statine dosering (mg): | 0~
LDL-cholesterol (mmol/l): 56 Ezetimib? Ja | Nee

TC 5,92mmol/L PSR- ..
% HDL  1,42mmol/L I

LDL 4,21mmol/L

TG 0,65mmol/L

) LDL-C calculator

Calculator keuze Lipidenverlagende medicatie
) p Verwacht LDL-C
1.7 mmol/l
Cholesterolwaarden Statine dosering (mg): | 0~
LDL-cholesterol (mmol/l): 56 Ezetimib?

Bempedoinezuur?

Toevoegen: evolocumab
140mg/ml 1x per 2 weken 1 stuk

PCSK9 inhibitie? Ja Nee

https://www.lipidtools.com/nl/calculator-pages/Idic/ 27 _]Unl 2024 16



Casus (vervolg)

Mei 2017

&) ezetimib 10mg
evolocumab 140mg

TC 3,65mmol/L
f HDL  1,48mmol/L

LDL 1,92mmol/L

TG 0,46mmol/L

ApoB 0,63g/L

Mei 2018

% Urticaria en angio-oedeem op evolocumab
(o' %% (uiteindelijk bewezen allergie bij allergoloog)



Hoe nu verder?

« Monotherapie ezetimib door?

« Herintroduceren statine:
- Low-intensity?
- Moderate-intensity?
- High-intensity?

« Alirocumab proberen?



Casus (vervolg)

Jun 2019

Diagnose fibromyalgie gesteld door reumatoloog

D\_'\%;‘ (Her)start: pravastatine 10mg 1x daags naast ezetimib

Wisselende adherence door spierklachten
Onvoldoende regulatie van haar lipiden

Dec 2022

Cg Definitieve stop statine: “dit gaat niet meer”.



Pooled patient-level analysis of inclisiran O

trials in patients with familial
hypercholesterolemia or atherosclerosis

P ﬁ ﬁ

Visit1 V2 V3 V4 V5 V6 \'y) \':

Day1 Day30 Day90 Day150 Day 270  Day 330 Day 450 Day 510 End of Study
Screening Day 540 (V9)
Day -14 to -1 A A A A 90 days post
last dose
Study ? T T T ? f f T f
assessments

27 juni 2024
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Pooled patient-level analysis of inclisiran
trials in patients with familial
hypercholesterolemia or atherosclerosis

A B
5.6(3.9,7.3)
—o—@—o 125 - 3.3(1.6,4.9)
0 -
2 z — o —o ———0 —© ®
= -
8 20 i 8=50.7 g 100 55.1
8 - Tme-avecaged 800 5(:52, 489152 9, 48.4) = Time-averaged A -52.7 (-54.4,-50.9) | (574 %2.)
= 2
= .40 9 75+
s ‘\.///\/‘\.,. 3 /.\'////0\\
g % 504
5 -60- A51(096.9,-433) 3 -51.8 (-53.5, -50.2)
2 2
= o 25
g -80 - 1
s C
“100 T T T T T T T 0 ¥ T ¥ T T T T
0 90 150 270 330 450 510 540 0 90 150 270 330 450 510540
Days Days
No. of patients No. of patients
~- Placebo 1,827 1,796 1,768 1,733 1721 1,695 1,634 1,651 - Placebo 1,827 1,796 1,768 1,733 1721 1,695 1,634 1651
@~ Inclisiran 1,833 1,788 1,792 1,755 174 1.726 1,646 1,679 <~ Inclisiran 1,833 1,788 1,792 1,755 1,741 1.726 1,646 1,679

Wright, R.S., et al. (2021). Pooled Patient-Level Analysis of Inclisiran Trials in Patients With Familial Hypercholesterolemia or Atherosclerosis. Journal Of The American College Of Cardiology, 77(9),
1182-1193. https://doi.org/10.1016/j.jacc.2020.12.058



Inclisiran in Rotterdam

120 -
110-
100 -
90 -
80- = 1
70~
60 - >
50 -

+59

40-
+38
30-

20-
10-

0-
-10-
-20 -
-30-

Percentage change in LDL-C

-40-
_50-
-60 -
-70-
_80 -
_90 -

-100-

Baseline Follow-up 3 months Follow-up 9 months
(n=65) (n=65) (n=39)

Mulder, J. W., Galema-Boers, A. M., & Van Lennep, J. E. R. (2023). First clinical experiences with inclisiran in a real-world setting. Journal Of Clinical Lipidology, 17(6), 818—-827.

https://doi.org/10.1016/j.jacl.2023.09.005

Group 1
Inclisiran

Group 2
I mAbs to inclisiran



Eindresultaat?

Nov 2023

11 maanden na start inclisiran

(ezetimib gecontinueerd)

Treatment goal

TC 5,1mmol/L
HDL 1,6mmol/L
LDL 3,22mmol/L
TG 0,77mmol/L
ApoB 1,0g/L

Lp(a) 11nmol/L

for LDL-C +SCORE<I%
+ SCORE=1% and <5%
. + Young patients (TI DM <35 years;

3.0 mmol/L T2DM <50 years) with DM duration
(116 mg/dL)

Low <10 years without other risk actors

+ SCORE 25% and <| 0%

+ Markedly elevated single risk factors, in
particular TC >8 mmolfL (310 mgfdL) or

LDL-C >4.9 mmol/L (190 mg/dL) or

BP 2180/110 mmHg

Adherence

the extent to which a person’s
behaviour corresponds with
agreed recommendations from
a healthcare provider;

better illustrates patients’
involvement

Drug regime
Patients’ behaviour

+ FH without other major risk factors

+ Moderate CKD (eGFR 30-59 mLimin}

+ DM wio target organ damage, with DM

duration 210 years or other additional risk factor

-+

1.8 mmol/L

+ ASCVD (dlinicalimagir
(70 mg/dL) (dinicalimagng)

+ SCORE 210%
& =50% / «FHwith ASCYD or with another

reduction

major risk factor
+ Severe CKD (eGFR <30 mL/min)

from . .
N 1.4 mmol/L Dl\'! &@rget orga.n damage: 23
baseline major risk factors; or early onset of
(55 mg/dL) T1DM oflong duration (>20 years)

s

Compliance

% of doses taken

the extent to which a patients’
behaviour concides with the
clinical prescription;
currently, negative
connotation

'\Eersistence (days)
Patient
e\x

Concordanc:

Healthcare professionals

Low  Moderate High Very high CV Risk

i.e. physician, pharmacist

Mach, F., et al. (2019). 2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce cardiovascular risk. European Heart Journal, 41(1), 111-188.

https://doi.org/10.1093/eurheartj/ehz455



Samenvattend

Adherence # Compliance
Adequate behandeling begint bij correct bepalen van het risico

Klinische inertie mogelijk ook beinvloed door mate van adherence en

e
“1™ compliance
K“’%\ LLT met lagere frequentie kan helpen bij toename van adherence

Beter iets, dan niets?



edreve

oor he
leven.

Dank voor uw aandacht

catharina

een santeon ziekenhuis



	Slide 1: Klinische inertie en het belang van therapietrouw
	Slide 2: Disclosures
	Slide 3: Definities: welke stelling is juist?
	Slide 4: Definities: welke stelling is juist?
	Slide 5: Definities
	Slide 6: Klinische inertie
	Slide 7: 2019 ESC/EAS Guideline Dyslipidemia
	Slide 8: Klinische inertie (SANTORINI)
	Slide 9: Klinische inertie (SANTORINI)
	Slide 10: Klinische inertie (SANTORINI)
	Slide 11: Casus
	Slide 12: Welke LDL-target stelt u?
	Slide 13: Casus
	Slide 14
	Slide 15: Barriers to LLT adherence
	Slide 16: Casus (vervolg)
	Slide 17: Casus (vervolg)
	Slide 18: Hoe nu verder?
	Slide 19: Casus (vervolg)
	Slide 20: Pooled patient-level analysis of inclisiran trials in patients with familial hypercholesterolemia or atherosclerosis
	Slide 21: Pooled patient-level analysis of inclisiran trials in patients with familial hypercholesterolemia or atherosclerosis
	Slide 22: Inclisiran in Rotterdam
	Slide 23: Eindresultaat?
	Slide 24: Samenvattend
	Slide 25: Dank voor uw aandacht

