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Housekeeping

* No fire drill scheduled

e Please turn mobile phones onto silent

e Toilets are located just off the mezzanine

* Information will be circulated following the event
e QOur exhibitors are outside the main room

* Speaker Questions

* Delegate survey

e Certificate of Attendance
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Programme

Overview of the work of the AHSN NENC on Lipids
Professor Julia Newton, Medical Director, AHSN NENC

The increasing role of Pharmacists in Lipid Management

Dr Rani Khatib, Consultant Pharmacist in Cardiology &
Cardiovascular Research, Leeds Teaching Hospitals NHS Trust
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Sponsors Disclosure

This meeting has been sponsored by Sanofi, Daiichi-Sankyo, Amarin, Amgen
and Novartis who have had no input into the arrangements & educational
content of the programme.
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Since we last met....

Publication of the NHS Long Term Plan
Successful FH Primary Care Project
AHSN-NENC National Lead for FH / Lipid Optimisation

Several Pharmacist Led Lipid Optimisation Projects (ACC
PTF / AHSN)

3 new drugs
Development of regional NEELI Guideline

https://ntag.nhs.uk/wp-content/uploads/2022/09/NEELI-

edit-v2022.2-FINAL-NTAG.pdf
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Professor Julia Newton

Julia joined the AHSN NENC as Medical Director in 2017.

Julia graduated from Newecastle University Medical School in 1990. Since then she has
worked in a range of roles in the North East of England. She became a Consultant

Physician with an interest in Geriatric Medicine in 2000 and Professor of Ageing and
Medicine at Newcastle University in 2008.

She was Dean of Clinical Medicine in the Faculty of Medical Sciences until 2015 and
more recently Director of Newcastle Academic Health Partners.

She has a PhD in physiological sciences from Newcastle University and her research
focusses upon understanding the causes of fatigue in chronic diseases.
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Dr Rani Khatib

Consultant pharmacist in Cardiology & Cardiovascular Research at Leeds Teaching
Hospitals NHS Trust and Associate Professor at the University of Leeds.

He leads several CardioRenalMetabolic innovative clinical services in Leeds.
A national clinical champion for Lipid Management at NHSE / AHSN NENC.

He is a member of several national and international bodies including NICE Heart
Failure Quality Standards, European Society of Cardiology, and UK Clinical Pharmacy
Association, Cardiology Group.

Well published and leads several applied research projects.
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The AHSNNetwork

Delivery of The AAC/AHSN Lipid and FH
National Programme in England

Prof Julia Newton

Executive Lead for the AAC/AHSN Lipid and FH
National Programme

20 October 2022



A connected “network of networks”’

’ - 15 AHSNs make up the AHSN
- s Network

- Established to transform how the NHS
identifies, adopts and spread innovation

+ Operates simultaneously as a single
network, but individually as 15 locally

Eastern - embedded and integrated organisations
AHSN *

Heath
roowston

ﬁ west midlands

2 West of G ]
=] Rrndomic toume

Semros Netwars

- Funded by the NHSE/I, OLS and

B partner contribution
UCLPartners

« For the lipid and FH programme -
commissioned by NHSE/I to deliver a
national programme across England

: . aimed at improving detection and
hun &= treatment

,, | | oxtora B emswresmse - Delivery is led by NENC AHSN and a
: == national team overseen by Prof Julia
Newton as Executive Lead
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O QR ¢ The Core20PLUSS approach is designed to support Integrated Care Systes to 0 IS
Rt WA of drive tangeted action in healthcare inequalities improvement I st g

the natonal population & experiencing pocrer-than-gesage
idzntfiad by the lndex of hesfth acoess, expensnce andior
Mtigle Depriation outoomes, who may ot be cagtured

7 . ] | witin the Cored0) abore and would
e Target population -
e approach & inchsion beakh prougs

Policy Drivers to 20% COREZO “
Tackle Health
Inequalities Y.

CESSATION

posmdy ngay
MATERNITY SEVERE MEMTAL CHRONIC RESPRATORY EANLY CACER [”'\ lus&nl '"'m’;" S ychid
SANG (MUY ILLNESS [SHI DISEASE DIAGNOSIS V : o

oforefr 1% of eosring avusy heath 3 dear $o0s on Ohvoec 75% of 535 6 oyl
wonen o BAUE checks o 60% of these (b actw oy dagosadat tage 1 s wd
e ey ity SWE (g Dises 0RO, dhig ordby2028 o
fom the mast Wi e with e quccess ik of Covid, Ruand
feored pous séa i Lsarning Deabibogs| Preaonia vacdnes 1

s e

exacrbanons and eveency

hespial admissions 1o

e ecerbaton;




Why cholesterol management is so important in
CVD prevention?

~25-28% of CVD

death is due to
elevated
cholesterol®

High cholesterol is the
second most

For every
1 mmol/L reduction
in LDL-C there is &

23%

REDUCTION IN
MAJOR VASCULAR
EVENTS®

Interventions that lower
LDL-C can significantly reduce
the incidence of coronary heart
disease and other major
vascular events in a wide
range individuals®

‘ significant medical risk
factor after
blood pressure®

A Health . . . T .
Scciae(r’wir:ﬁet:f‘:::k CVD, cardiovascular disease; LDL-C low density lipoprotein cholesterol www.ahsn-nenc.org.uk
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Familial Hypercholesterolaemia (FH)

- - NHS LTP ambition 25% by 2025
Deadly inheritance > il

Familial Hypercholesterclemia or FH is an inherited disorder that, If left
untreated, can lead to aggressive and premature cardiovascular disease.

It is likely that FH can be found in 1 In 250 people Family screening is critical.
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If left untreated grancdaughter

50% " 50

30%: %

with the disorder wil

suffer a heart attack

Source: Tho FH Foundation, The Haar! Group, University of Penegyivania
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What is the National Lipid and FH

Aims and Objectives

The AAC/AHSN Lipids & FH
National Programme is an
innovative approach aimed at
improving patient care and
outcomes by effectively identifying and
treating patients with
hypercholesterolaemia including those
with the genetic condition familial
hypercholesterolemia
(FH).

Programme?

The objectives are:

To reduce the risk for heart attacks and strokes occurring.

To reduce the risk of admissions and re-admissions associated with cardiovascular
disease.

To provide a pathway to optimise the identification of those with the
genetic condition familial hypercholesterolaemia (FH), and

To provide more treatment options to high-risk patients who remain at risk
despite maximum tolerated statin therapy (through NICE approved
Novel Therapies);

To reduce health inequalities by ensuring a consistent, national approach to
lipid management, using a NICE approved clinical pathway.



AAC/ AHSN National Programme Driver Diagram

Key Enablers:

Aligned to our NHS LTP ambitions [ e o ey el

¢ Workforce capacity & capability
¢ PPI/E programme coproduction
e Programme wide metrics

¢ Clinical leadership

Aim Primary Drivers Secondary Drivers

Contribute to the Systematic adoption « National lipid guidance signed off by RMOCs and act on barriers for adoption
. and use of national «  Education strategy role out to stakeholders to enhance workforce capabilit
NHS LTP ambition libid X & enorers o enner Py
Ipid managemen * Share case study examples on regional delivery of lipid and FH programme
to reduce 150,000 p— guidelines within _ «  Community of Practice with dedicated workspace where programme management tools and
- primary and secondary database resources are shared
avoidable CVD treatment pathways
related deaths
annually by 2029.
Implementation of e Support AHSNs to produce local delivery plans to enable implementation of the national programme
Improve FH Adoption and Spread «  Lipid optimisation through delivery of PTF projects, and update of RUP and new novel therapies
detection from Plans by AHSNs and e Stakeholders to use marketing and communication strategies to engage providers
o o their providers ‘ * AHSNSs to support providers to access new funding streams for pilot programmes e.g., CPS
current4%to 15% ) .
e  PPIE involvement to co-produce national programme
of the prevalent ¢ Develop robust set of programme wide metrics
English population by
2023.
Systematic case finding (_ e Use CVDPrevent audit data to proportionately target patients at highest risk of CVD
P . — through validated e Providers to use search tools such as CDRC, PRIMIS, UCL to perform primary care searches
Optimise lipid
search tools
management for at

risk patients.
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Population Health approach to lipid management

Cardiovascular disease is a top preventable cause of death as set out in
the NHS Long Term Plan, and a huge driver of inequalities. Prevention is
ot key, and a local approach that is accessible to many people is likely to be

i =it the most effective way of tackling the inequalities associated with CVD.

m—— NHS and Government undertook a ‘population level’ agreement to

— = f introduce Inclisiran, subject to NICE approval, as an option in the lipid

s management pathway, enabling access to this therapy option at greater
' scale.

‘The NHS is committed
to using cutting-edge

treatments to save and
improve patients’ lives.’

Inclisiran was approved by NICE on 1 September 2021 and made
available as an additional option within the secondary prevention lipid
management pathway, as set out in TA733.

Additional ‘tool in the toolkit’ for clinicians and an exemplar of how
interventions could help address large scale health needs such as CVD.
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NICE Endorsed Lipid Guidance (Two Pager)

Summary of National Guidance for Lipid Management for
Primary and Secondary Prevention of CVD
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https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/Summary-of-national-guidance-for-lipid-management-for-primary-and-secondary-prevention-of-
cardiovascular-disea.pdf




NICE Endorsed Statin Intolerance Pathway
(Two Pager)

Statin Intolerance Pathway rccess
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National Programme Delivery Model

To ensure consistency with how the programme is delivered, the full NICE endorsed pathway is depicted in this
national delivery model.

It's imperative to note that as new therapies and evidence emerge, this delivery model is flexible and amended to
accommodate any changes in practice, in collaboration with our Clinical Advisory Group recommendations.

I UPUMISAtioN OF LIPIa LOWErINg I Nerapy (as per NiLE buigance)
incl AAC RAPID UPTAKE PRODUCTS (RUPs)

mian INensity Sauns FIan INtensity Stauns

rzenimine PUSKWIT

SNaren UeCISINN MAKING

Annuai meas upportunisuc CDRC Tool rFrimary Lare

Review Detection Database Searches

neaitn muis PRIV wenomics
Snaren UeCISINN MAKINAG

Health Database FH Case Secondary
Checks Searches Finding Prevention
N ch Lascaae INEW LIpIa LOweEring 1 nerapies (incusiran / bempeaoic Aca )
Health Checks Dravant Testing AANnual tharaniae
Une rear 1mmunisation Lnoiesterol FAMUAL uLLr Child Parent Genetic - rn rauents “>*SUDJECT L0 NILE
Screening for FH Tool Testing for FH only Approval
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Delivery Case Examples: Child Parent Screening Service

: < AME LN
R :n-l [agal

I The Child Parent Screening These are currently
= our trail blazer CPS
Pilot Programme pilot sites:

InJune 2021 we heard that our business case to
NHSE to support the implementation of a Child Parent @ e
Screening Service aimed at detecting those with FH

was successful. In November 2021, this project began

with the first child screened in Warrington. - H-:.M." '

The Child-Parent Screening Service (CPSS) is a service development programme aiming to
identify children and their families with Familial Hypercholesterolemia (FH) to support the NHS
Long term ambition to increase the identification of FH. In the programme, testing sites have been
set up in partnership with seven AHSNs and the aim is to screen 30,000 children over the next
24 months with a view to a national roll out across the whole AHSN Network over the subsequent
12 months.

CPSS Timeline
Pilot scoping / design / Early adopter GP Final reporting
stakeholder engagement / Practices implementation and evaluation
GP Practices Eol and begin screening
Jan 2022 -
June 2023
NHS E commissioned 7 AHSNs Early adopter Delivery / E
to apply for CPS Pilot (awarded) GP Practices further
and recruit Programme Team onboarding implementation

T BHEMN S bk



Delivery case
example:

Pathway
Transformation
Funding
(PTF)

The PTF funding has been made available for providers to deploy
innovative ideas and solutions to overcome barriers in the deployment
and adoption of lipid Rapid Uptake Products (RUPs). Delivery included:

Training and accreditation for staff on how to use new equipment (we would expect
to leverage support from the supplier)

Care pathway redesign
Business support expertise

Provision of specialist nurses/clinical staff needed to implement a new part of the
procedure

Covering double running costs

Backfilling of posts

Quality improvement programmes

Coaching to address change management challenges
Piloting of new roles

Capital equipment



HEART UK has partnered with the NHS Accelerated Access
Collaborative (AAC) and the Academic Health Science (AHSN) D I.
Network to provide a comprehensive and varied education e |Very case

programme for healthcare professionals. exam ple:
Deliver a range of webinars around lipid optimisation, statin hesitancy, Tackling
novel therapies, NICE CG181 Guidance, cholesterol frameworks, evaluating
CVD risk, patient searches and a focus on FH ChOIeSte rOI
HeartUK hosting eLearning resources including identification of FH in Tog ether
Primary Care, Lipid Optimisation and interpreting lipid results -

Educational

Podcast resources with case studies of FH cascade testing and Child Parent
Screening featuring GPs with a special interest in CPS Prog ramme
A primary care resource centre page with information on managing Tackling
patients with altered lipid profiles Chholesterol

Togecther

Lipid educational videos from Clinical Champions around England aimed at
UK healthcare professionals

NCELERATED |
TheAHSNNetwork  WCKESS . m



https://www.heartuk.org.uk/tackling-cholesterol-together-webinars/home
https://www.nice.org.uk/guidance/cg181
https://www.heartuk.org.uk/tackling-cholesterol-together/e-learning
https://www.heartuk.org.uk/tackling-cholesterol-together/podcasts
https://www.heartuk.org.uk/primary-care-resource-centre/home
https://www.heartuk.org.uk/tackling-cholesterol-together/videos
https://www.heartuk.org.uk/tackling-cholesterol-together/home

Delivery case
example:

Regional
Implementation
(NENC AHSN)

Built upon experience with FH pilot work but lipid optimising was
unknown and untried.

Clinical pharmacists & FH specialist nurses, working with the AHSN
NENC, tested new ways of working during Covid 19 using virtual and
remote approaches with willing practices, plus piloting CDRC searches
in primary care systems (S1 & EMIS) for lipids and FH.

After 9 months, held 2 process mapping events pulling together those
working in the field to pool knowledge and agree ways of working.

Adopting the national lipid guidance locally: NEELI (Northern England
Evaluation and Lipid Intensification Guideline).

Process mapping highlighted barriers, developed solutions & ideas.

Development of Lipids and FH Standard Operating Procedure (SOP) - a
‘how to’ step-by-step guide with handbook and template resources to
support primary care to find and manage patients with disordered
lipids. This was co-produced with input from:

GPs

Clinical pharmacists

CDRC Team (development of searches for primary care systems)
LSAG (Lipid Specialist Advisory Group)

Northern Genetics Service


https://nescn.nhs.uk/wp-content/uploads/2021/07/NEELI-Final-10.2.pdf

Primary care searches
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AHSN North East and North Cumbria

Primary Care Lipid Lowering and Familial
Hypercholesterolaemia (FH)

Standard Operating Procedure (SOP)
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Digital platform to support cascade
testing

L B = B = T I I

e 2 NENC, Eastern, South
West

TFamGenix

FamGenix Family History Platform

Implementation and
evaluation across 7 sites

Supported by Sanofi

Academic Health
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| Half Day per week over 5 weeks (1-4pm
each Monday)

Register your interest

. 1257
e WS NG o022 ®




AHSN Name Primary Care Units Secondary Care Units PCNs

East Midlands 176 13 32
Eastern 103 10 32
Health Innovation Manchestq 107 7 25
Health Innovation Network 49 53 21
Imperial College Health Part| 286 312 36
Innovation Agency 104 2 30
Kent, Surrey & Sussex 169 3 48
North East & North Cumbria 217 53 36
Oxford 160 3 46
South West 208 3 40
UCLPartners 25 11 12
Wessex 59 6 19
West Midlands 145 428 44
West of England 1007 20 57
Yorkshire & Humber 229 65 51




Since the launch of the lipid & FH programme we have seen

Academic Health

Science Network
North Esst and North Cumibria

in the number of Trusts

38%

increase in FH
Services.

reporting a functioning lipid
management pathway between
primary and secondary care
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0000000000
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Trusts




more people benefitted
from PCSKO9i
treatment

to the FH national
database (PASS)

&= &
177,560 I“ \

people now taking
statins and

116,079 e

more people have
benefited from
ezetimibe



Key take home messages

There is still a lot to be done .....

We need to ensure we target the most at risk populations
where we can make the biggest difference



Connect with us

Web: www.ahsnnetwork.com

Email:


mailto:joe.Chidanyika@ahsn-nenc.org.uk

Academic Health

Science Network
North East and North Cumbria

The Increasing Role of Pharmacists in Lipid
Management

Dr Rani Khatib
Consultant Pharmacist in Cardiology & Cardiovascular Research
Leeds Teaching Hospitals NHS Trust

www.ahsn-nenc.org.uk
W @AHSN_NENC



Northern Lipid Forum

in association with

V HEART UK

THE CHZLESTERTL CTHARITY

The increasing role of Pharmacists in Lipid management

Dr Rani Khatib
Consultant Pharmacist in Cardiology & Cardiovascular Research
Leeds Teaching Hospitals NHS Trust

Visiting Associate Professor, University of Leeds

Hear Failure Quality Standards Committee Member, NICE

National Clinical Champion for PCSK9i & Lipid Optimisation, AAC, AHSN NENC
Co-Chair Cardiology Group, UKCPA

Member of Science Committee European Society of Cardiology, ACNAP

noseee Pl N L——
UMNERAITY QF LERDS COLLABCIRATSE Teaching Haspitak SN TP The AHSNNetwork il Hectnond ComFazeincs
¥ @DrRaniKhatib | 5] khatib@leeds.ac.uk
W: https://medicinehealth.leeds.ac.uk/medicine/staff/507/rani-khatib
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Objective

* To explore the role of pharmacy in tackling cholesterol across the
healthcare continuum

38



The role of Pharmacy in Tackling Cholesterol Together

* The Pharmacy profession across the healthcare continuum

* Detection & Prevention

» Supporting design of pathways and guidance

* Optimising Lipid Management in primary and secondary care
* Leading Lipid Management Clinics

* Improving access to new lipid lowering therapies

* Supporting adherence

* Tackling statin intolerance
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Unmet needs in lipid management

| m Public Health England ithmatters % Public Heatn Engiand Health Maltsrs

Current detection and management of
High Cholesterol and Familial Hypercholesterolaemia (FH)

O

Since April 2013

Over 6 million people have
benefited from a NHS Health Check

. I- A '
total 48% of pe, 1
| ple who we High Cholesterol
| offered an NHS Health Check - — -
" received one
% > ==

Boost » behawlouraly |+ using the | }text mesasge | ¢ cOmpuiar * targeted Familial Hypercholesterolaemia [FH)
uptake by: L Informaa templata L primers and promptsto | telephone
| massaging L nvhation eter | remindars clnical staft | outeach

awy = / 8 / U0/ 83/ S

7.6 million people in England with CVD*- Of these: Access to new lipid h ?3”73
e 25% are not lipid lowering therapies (at least a statin)? lowering therapies N

e 40% are on low or medium intensity statin3 e.g. PCSKOi E (e

¥ Observed WEspected

1. https://www.bhf.org.uk/what-we-do/news-from-the-bhf/contact-the-press-office/facts-and-figures
UCLP data on file 40
3. Openprescribing: https://openprescribing.net/measure/statinintensity/national/england,
penp! g: https://openp g.net/! / v/ /england/ © Dr Rani Khatib
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The Patient - Patient-Centeted Octcomes Research (2022) 15473481
htnge/Adod oeg/ YO I00 T/ 340271021 -00566-4

ORIGINAL RESEARCH ARTICLE )

Will the Public Engage with New Pharmacy Roles? Assessing Future
Uptake of a Community Pharmacy Health Check Using a Discrete
Choice Experiment

Gin Nie Chua' 0 . Christine Bond®© - Terry Porteous'© - Mandy Ryan'®

Accepted: 7 December 2021/ Poblshed online 24 January 2022
© The Auzhorls), under cxclusve licence 1o Sprnges Nature Swetzedand AG 2022

*well Pharmacy

|
|
z
P |

Conclusion

Findings affirm the public’s
acceptance and value of a pharmacy-
led CVD health check. The findings
can inform pharmacy-based
screening services before they are
introduced, guide new service design
and support resource allocation
decisions.

Community/PCN Pharmacist role

* System 1 & EMIS searches

* Case finding

* Optimisation of lipid lowering therapy
* Identification of potential FH cases

* Tackling Statin Intolerance

* Supporting adherence

Screening for CVD risk factors is highly cost-effective for the NHS (around £3000 per QALY)
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The Leeds PCN Lipid Optimisation Project

Secondary Care Lipid Clinics

¥

PCN -2
(one pharmacist +
technician)

PCN-1
(one pharmacist +
technician)

 Searches for patients with CVD
* Established CvD > 5000
On HI statins 58%
On HI statin + ezetimibe 3%
25% with non-HDL-C > 2.5 or LDL-C >2.6

* 25% of those are not on any lipid lowering therapy
* 21% Despite HI statins
* 26% Despite HI statins + Ezetimibe

Underway
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Patient Flow

() HeatthTab

—_— Sign up / ogin

Track progross
Callec
The Evolution of Point of Care Testing i
Consuttation
= Proven point-of-care screening '
system, designed to support f igaiiamie P e PR
pharmacists evolving role, | i
= Empowers patients to be proactive s @) ew
about their health by directly
measuring and monitoring key safety =
tests and biomarkers of chronic (] e NN i s
disease.
MOL
= Simple, fast, lab-accurate, and o et E== H
requires just a few drops of blood from Pat'ent Feedback
oL -
a finger stick or nasal swab. L [t | \| 263 patients re 164 15,16 posreervice survey
= Results can be printed in-store or collected throughout the pilot
accessed securely online. I v
= Robust QA program utilized by leading 214 of the 263 said they leamed something new from their
conventional labs. PR pharmacist about managing their health
"'G-‘ﬂ_-'_w'_u_ 1 l V
Preliminary Data P Over 60% of patients said they have not seen their GP in
Pilot performanca.... Of the tests completed. ... over a year
3300+ 10toi tests Completad since 22 pasents were newhy identified as being disbetc
the pllot began 0 ‘ Majority of patients indicated they were extremely comfortable
21% ot pasents wers at igh-isk of having an Wi " discussing their test results with their pharmacist
25 piat stores parbcpating or death In the next 10 years M
o -
28 iy 18% ctpoters paa mic esis i e mgn o Majority of patients found it convenient to receive access to fhese
I2‘60/“ of paents hed high Wiglycerides tests at their pharmacy
To date, all pationts with repeat roadings, saw an improvement in A1C and / or Lipid during their 2* test 43

Source: A lecture by John Papastergiou (Toronto (Canada)) at the the EUROHEARTCARE 2022 Congress



We are not good at treating to target after myocardial
infarction

Profile and treatment of chronic coronary syndromes in European Society of Cardiology member countries:
The ESC EORP CICD-LT registry

9174 patients with previous ST-elevation myocardial infarction (STEMI), non-STEMI or coronary
revascularisation, or other CCS

“Poorly controlled cardiovascular risk factors were common across all cohorts”

© 0 OV O

Raised low-density .
Current Obesity Diabetes lipoprotein Persistent
smoking (33.9%) (25.8%) cholesterol hypertension
(18.5%) o o (73.3%) (24.7%)

European Journal of Preventive Cardiology, Volume 28, Issue 4, April
2021, Pages 432 445, https://doi.org/10.1177/2047487320912491
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Adherence issues

Statins contributed to 66.7%
Aspirin to 61.7%

of overall non-adherence

identified by the Single Question tool.

Among 500 patients with coronary artery disease in West Yorkshire,
43.5% were found to be non-adherent with at least one SPM

A number of modifiable barriers to adherence were identified in the 219
non-adherent individuals, including:

= Forgetfulness (84.9%)

= Worry that medicines will do more harm than good (33.8%)
= Feeling hassled about taking medicines (18.7%)

= Feeling worse when taking medicines (14.2%)

= Not being convinced of the benefit of medicines (9.1%)

45
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Consequences?

Untangling the relationship between medication
adherence and post-myocardial infarction outcomes:
Medication adherence and clinical outcomes

'Otkm Patients who adhwre o medications experience befer oulcomes than thait nonadheren! counterparns
However, these observations may be conlounded by potient behavion. The level of adherence necessary lor patents 1o derive
benelit and whether adherence 1o oll agents is important for diseases that require mulliple drugs remain unclear. This study
quontifies the relationhip between medication adherence and post~myocardial infarction |MI) odvene coronary evenh
Methods This is o secondary analysis of the randomized MI FREEE trial. Patlents who received hull prescription coverage
waore clossified 01 odhecent (proportion of days covered »BO%N) or not based upon ochieved odherence in the & months after
randamizotion. First major vascular event or revascularization rates were compared using multivariable Cox models adjusting
ot comorbidity and healthaseeking behavior

Results Compared with patients randomized to usval care, Wull coveroge patients adberent 1o satin, Bblocker, o
angiotensinconverting enzyme inhibitor/angiotensin receptor blocker were significantly less likely 1o experience the study's
primary outcome (hazard ratio [HR)] range 0.64.0 81). In contrast, nonadherent potients derived no benelit (HR range 0 98.
1.04, P< 01 lor the difference in HRs batween adherent and nonadherent patients). Partially adherent patients had no reduction
in clinical oulcomes for any of the drugs evoluated, alhough thelr achieved adherence was higher than that among controls
Conclusion Achieving high levels of odherence 1o sach and all guidelinerecommended postl secondary prevention
medication iy ossociated with improved evenitres svival Lower levels of odherence oppecr lew protective. (Am MHeort )
2014,167:51.58.65)

Non-adherence to SPM was associated with a
10-40% relative increase in risk of cardiac hospitalisations and a 50-80% relative
increase in mortality

ACE=angiotensin-converting enzyme; ARB=angiotensin-receptor blocker; MI=myocardial infarction; SPM=secondary preventive medicine.
1. Choudhry N Am Heart J 2014;167:51-58

2. Ho P, et al. Am Heart J. 2008;155:772 — 779.

Cumulative |

Months
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Relative risks for all-cause mortality for good vs poor
adherence to major cardiovascular medications

9% of all CVD events in Europe could be attributed to poor adherence to CV medications

(1) Adherence to statins

(2) Adherence to antihypertensive agents
ACE inhibitors/Angiotensin receptor blockers

Beta-blockers
Calcium channel blockers

Multiple agents

(3) Adherence to aspirin

(4) Adherence to any CVD medication

ACE=angiotensin-converting enzyme; CV=cardiovascular; CVD=cardiovascular disease.
1. Chowdhury R, et al. Eur Heart J. 2013;34:2940-2948.

No. of
studies

11

1>

237

No. of

participants

251,864

205,598
62,196
67,991
9168

81,342

12,980

533,381

No. of
deaths

29,605**

12,288%*
886%*
5,441 %%
2696
2978

1573

94,126%*

Proportion (95% CI)

0.55 (0.46, 0.67)

0.71 (0.64, 0.78)
0.74 (0.69, 0.80)
0.83 (0.69, 1.00)
0.97 (0.87, 1.09)

0.49 (0.23, 1.05)

\

0.45(0.16, 1.29)

0.62 (0.57, 0.67)

| | |
03 05 0.7

Good adherence

1

|
1.2

Poor adherence
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Pharmacy-led innovations in the Post Ml Medicines Optimisation Pathway

( g m:‘ho-:‘m Increased capacity and reduced Waiting Time

l 44% 7 in mean waiting times from discharge to first outpatient cardiology review
g

l - e l Improved secondary prevention medicines Adherence

Up to 70% W in non-adherence to SPMs at 3-6 months post clinic
e z Comultant Cardiology

e MYMEDS

Provisional data shows reduction in Re-admissions
= 0 Win readmissions at 30, ays post-discharge vs previous year
40-55% W in ACS readmissi 30, 60 & 90 d disch i

sg 3 - aking
.’?‘}3 My Experience of Taking Medicines Nead
T =+ S netin = ted with GP Improved compliance with NICE Recommendations*
"" :/ v Patiomt Gots 3 coD
| : o 90% of patients were on good optimal SPM at 12 months
S5 Advanced Medicines Optimisation Clinic Jkl EacHBe
© Rani Khatib
Analysis of the feedback showed full Patient Satisfaction
100% found the clinic valuable and would recommend for patients with heart disease
BM)"
q)enhem NICE st

X : ¢ : RO Khatib R, et al. Open Heart 2018;5:e000921.
Re-engineering the post-myocardial Infarction medicines cptmisation  Re-engineering the Post-Myocardial Infarction Medicines ~ doi:10.1136/openhrt-2018-000921

pathway: a retrosp B analysis of a joint consultant pharmacist and

cardiologist chinic rm-':.rlr*‘ Optimisat]on pathway

48

Dr Rani Khatib



Examples of Impact on Secondary Prevention Therapies

Secondary prevention Non-adherence rate Non-adherence rate 3-6 Relative reduction in
medicine prior to clinic months post-clinic non-adherence P value

Beta blocker 23/169 (13.6%) 5/119 (4.2%) 69.1% 0.008

Clopidogrel/prasugrel/ticagrelor 32/173 (18.5%) 7/126 (5.6%) 69.7% 0.001

21 %

of patients had their statin dose optimised
(initiated a high-intensity statin, challenged intolerance or uptitrated in line with guidelines)

Khatib R, et al. Open Heart 2018;5:€000921. doi:10.1136/openhrt-2018-000921 49
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Meds & Risk optimisation needs 12m post Ml

@ 12-month review was conducted with 201 post-MI patients

‘ On admission : 83% had TC J
@ 93 (47%) required LDL-cholesterol testing. 68% had LDL-C

Post discharge: 73% had TC
Achieving Targets - Lipid levels 54% had LDL-C

* At 12 months
Patients Patients Absolute - 43% patients were achieving the
(at admission) (at 12 months) " \ LDL-cholesterol target at 12 months
/N (%) n/N (%) change, % compared with baseline (admission)
TC < 4.0 mmol/L 45/167 (26.9) 99/148 (66.9) 40.0 * The majority of patients, whether they
achieved targets or not, were on high-
LDL-C < 1.8 mmol/L 18/137 (13.1) 60/108 (55.6) 425

intensity statin therapy

* Room for improvement — need primary
N=201 N=201 care intervention.

Discharge, n (%) 12 months, n (%)

Statin 193 (96.0) 188 (93.5)  Community and PCN pharmacists have
an important role to play here.

Ezetimibe 4 (2.0) 13 (6.5)

Neither 5(2.5) 9 (4.5)
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Summary of National Guidance for Lipid Management for
Primary and Secondary Prevention of CVD - m
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PRIMARY PREVENTION

If lifestyle modification is ineffective or inappropriate offer statin treatment

Atorvastatin 20mg daily

* Measure full lipid profile again after 3 months (non-fasting).

* High intensity statin treatment should achieve reduction of non-HDL-C > 40% from baseline. If
not achieved after 3 months;

- discuss treatment adherence, timing of dose, diet and lifestyle

- If at higher risk (based on comorbidities, risk score or clinical judgement — see page 2

‘Additional Risk Factors’) consider increasing the dose every 2-3 months up to a maximum
dose of atorvastatin 80mg daily.

- For how to increase in people with CKD see ‘Special Patient Populations’ (page 2).

+

« If patients on a high-intensity statin have side effects, offer a lower dose or an alternative statin
(see page 2 ‘Extent of lipid lowering with available therapies’)

« If maximum tolerated dose of statin does not achieve non-HDL-C reduction > 40% of baseline
value after 3 months consider adding Ezetimibe 10mg daily (NICE TA385)

» If statin treatment is contraindicated or not tolerated;

- See AAC Statin Intolerance Algorithm for advice regarding adverse effects (click here)

- Ezetimibe 10mg monotherapy may be considered. Assess response after 3 months.

- Ezetimibe 10mg/bempedoic acid 180 mg combination may be considered when ezetimibe
alone does not control non-HDL-C/LDL-C well enough (NICE TAG94).

+

If non-HDL-C reduction remains < 40% of baseline despite maximal tolerated lipid lowering
therapy (including people with intolerances and contraindications) consider referral to specialist
lipid management clinic according to local arrangements

* Ezetimibe

* Bempedoic acid / Ezetimibe
* PCSK9i (if LDL-C >5)

VHEAVRT UK

NICE TA393 Alirocumab Without CVD
NICE TA394 Evolocumab High risk ' | Very high risk *
Primary non-FH or mixed LDLC>4.0 LDLC=>35
dyslipidaemia mmol/L mmoL/L
Primary heterozygous-FH LDLC>50 LDLC>35

mmol/L mmol/L

! History of any of the following: ACS; coronary or other arterial revascularisation procedures; CHD,

ischaemic stroke; PAD. ? Recurrent CV events or CV events in more than 1 vascular bed (that is, '

polyvascular diseasa).
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Secondary Prevention

mﬁnadhmco mmmm. ption 'bmdmﬂnnddedsbnnﬂdng‘wﬂhhepaﬁem
v 4 *
Ezetimibe 10mg daily Injectable therapies**
(NICE TA385). Reassess If non-HDL-C > 2.5mmol/L;
after three months. If Arrange fasting blood test to

If statin intolerance is confirmed, consider:

- Ezetimibe 10mg monotherapy. Assess
response after 3 months (TA385)

- Ezetimibe 10mg/bempedoic acid 180 mg
combination when ezetimibe alone does not
control non-HDL-C sufficiently. (NICE TA694)

non-HDL-C remains >
2.5mmol/L; consider
injectable therapies
arrange a fasting blood
test and assess eligibility

* See overleaf for information to

<+

support shared decision making

If non HDL-C remains > 2.5mmol/L
despite other lipid lowering therapies
consider Injectable therapies - arrange
a fasting blood test and assess eligibility
criteria (TA393/394, TA733)

** Inclisiran and PCSKSi should

L,

not be prescribed concurrently

g

measure LDL-C to assess

eligibility:

- Inclisiran - if fasting LDL-C
= 2. 6mmol/L despite
maximum ftolerated lipid
lowering therapy (TA733)

OR

- PCSKO9i - see overleaf
for LDL-C thresholds.
(TA393/4)

If eligibility criteria are not
met, consider ezetimibe
10mg daily (if not
previously considered)
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PCSK9i & Lipid Management Pharmacy-Led Services

Change from Baseline %

Open accuss o ok ! and pravanton

openheart Innovative, centralised, multidisciplinary

medicines optimisation clinic for
PCSKS9 inhibitors

Rart Khatib @ "7 MAutiba Khan © * Abvgail Bamowelitt* Eunice tkango.”
Caaire Burton,* Michael Marsfiold,* Afistar Hat'*

Total Cholesterol HDL Cholesterol

Triglycerides

LDL Cholesterol
0%

-10%

-20%

-30%

-40%

-50%

-60%

=3 months =12 months

Khatib R, et al. Open Heart 2022;9:e001931. doi:10.1136/0penhrt-2021-001931

All patients

“Good advice given about my medicine.
Management of the appointment
moving from consultant pharmacist to
research nurse to future appointment
works extremely well. There is plenty of
time to discuss any issues/concerns with
experienced and knowledgeable
people”

Dr Rani Khatib



Patient m
Feedback -——ﬂ

| felt reassured by the consultant cardlology pharmaclst (N=28) 20 (71) 8 (29) 0(0)

on

P h a r m a Cy_ | given eu in clne w ne ds () () 9 (3) ( 0 (

|e d Cl I n IC The consultant provided me with clear plans and goals about my cholesterol- 19 (66) 9(31) 1(3) 0(0)
lowering medicines, any tests | needed and my health as a whole (N=29)

After attending the clinic, | feel less concerned about my cholesterol-lowering 17 (59) 10 (34) 2(7) 0(0)

medicines (N=29)

Overall, | think this was a valuable clinic that | would recommend for patients with 26 (87) 4(13) 0(0) 0(0)

high cholesterol

(N=30)

| am satisfied that my cholesterol is now better than before attending the clinic 23 (74) 4(13) 4(13) 0(0)
(N=31)

Thinking of the overall service from this clinic, please rate your experience (N=31) 26 (84) 4(13) 1(3) 0(0)

All data are n (%). Thirty-one individuals filled in the questionnaire, but they did not answer every question and hence N was <31 for some
quastions.

Khatib R, et al. Open Heart 2022;9:001931. doi:10.1136/0penhrt-2021-001931 Dr Rani Khatib



How did the overall lipid management look like?

Total cholesterol (mmol/L) LDL-C (mmol/L) TG (mmol/L) HDL-C (mmol/L)

3months  4.5(1.4,2.4-7.7) 2.1(1.3,0.5-5.2) 23 (1.0, 0.8-5.6)" 1.4 (0.3,0.9-2.1)

N=40. Data are mean (SD, range).
*One patient was on fenofibrate, discontinuation of fenofibrate led to significant elevation of TG at 3 months and, therefore, fenofibrate was

reinstated before the 12 months reading. This result was excluded from the graph.
HDL, high-density lipoprotein-cholesterol; LDL, low-density lipoprotein-cholesterol; PCSK9i, proprotein convertase subtilisin/kexin type 9

inhibitor; TG, triglycerides.

Khatib R, et al. Open Heart 2022;9:e001931. doi:10.1136/openhrt-2021-001931
Dr Rani Khatib



Bempedoic acid & Inclisiran

» Offering in clinic, as an option / alternative to PCSK9i

* More focused on inclisiran

* 30 patients so far

* Still no data to report as only initiated in the last 6 months
* We give 15t dose & GP continues

* More challenging when we do not initiate first dose of inclisiran

NICE 2

Bempedoic acid with
ezetimibe for treating
primary
hypercholesterolaemia or
mixed dyslipidaemia

Technology appraisal guidance

Published: 28 Apri 2021
WL DGeAEMN SuIda

NICE & .

Inclisiran for treating primary
hypercholesterolaemia or
mixed dyslipidaemia

Technology sppraisal guidance
Published: 6 October 2021
W'Y . W et »'tal33

© Dr Rani Khatib



REDUCE IT: Cardiovascular Risk Reduction With
I Cosa e nt et h | lcosapent Ethyl for Hypertriglyceridemia
p y Multicenter, randomized, double-blind, placebo-controlied trial

Otjoctive: To assess the offocts of icosapent othyl in
pationms with elevated trighycerdes on schomic evonts,

* Made from the omega-3 fatty acid eicosapentaenoic acid

| L=
« 8,179 patients v G
- ' . : 2 g twicn amty \\-("/A
 Stable statin therapy, had elevated triglyceride levels (at least 1.5 Panecs wit et (:] v
mmol/L) and either documented CVD or diabetes with other CV AT —— '
risk factors. @_o 8.170 Patients with CVD or with disbetss and other

% sk factors, on statin therapy and eleyated triglyoernice
levels (135499 mg/dl) were randomized to

* Well-managed LDL-C

* Side effects: Peripheral Oedema (6.5%), Atrial Fibrillation (5.3%), rL-_] A=)
Constipation (5.4%). comspor ety v Paceso grous
g Q'AR""' Khatiy Primary Outcome
e 17,005 Sovmemamis, 200

- HRO.75; 95% CILO.68-0.83; I'~0,003
Icosapent ethyl is now recommended by
@NICEComms to [ risk of CV events in people with: = “Sevnndaly CRRSOMS. A =2
JHigh risk CV events 11.2% neos  14.8%

HRO.74: 5% C1 065083

J 217 fas‘“ng t”gwce”des Among patients with elevated trighcerde levels despite the use of
J on statins stating, the risk of Bchemic sants was significantly lowar with the
¥ of I 1 1 d with pl bo,
Jestab“shed CVD use icosapent ethyl comparad wi placabo.
/LDL-C 1.04 - 2.60. B e A s e oo
Lipid analyses for CVD risk estimation

2019 ESC Guidelines on Lp(a) measurement should be considered at least once in each adult person’s lifetime to identify those with very high inherited Lp(a) levels =180 mg/dL
{>430 nmol/L) who may have a lifetime risk of ASCVD equivalent to the risk associated with heterozygous familial hypercholesterolaemia.
Dyslipidaemias Drug treatments of patients with hypertriglyceridaemia
(Management of) In high-risk (or above) patients with TG between 1.5 and 5.6 mmol/L (135 - 499 mg/dL) despite statin treatment, n-3 PUFAs

(icosapent ethyl 2 x 2g/day) should be considered in combination with statins, o



Prevalence of Statin intolerance — Meta-analysis?

* Prevalence of statin intolerance (according to
international definitions) is 9.1% & lower

“Inability to tolerate a dose of statin required to sufficiently
reduce an individual’s CV risk, limiting the effective

treatment of patients at risk of, or with, CVD.” international Lipid
Expert Panel

“.. any adverse effects relating to the quality of life and
leading to the decision to decrease or stop the use of an
otherwise benéeficial drug”. The National Lipid Association

“an inability to tolerate =2 statins at any dose or an
inability to tolerate increasing doses. Symptomatic criteria
include intolerable muscle symptoms [with or without CK
changes] or severe myopathy, and they must appear in
the first 12 weeks after initiating treatment or following an

increase in dose” The Luso-Latin American Consortium & the Canadian
Consensus Working Group

1. European Heart Journal, ehac015, https://doi.org/10.1093/eurheartj/ehac015

176 studies
4,143,517 patients
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Statin Intolerance Pathway

HEART UK
Person at high CVD risk reports potential intolerance to recommended high intensity statin treatment This resource relates to NICE guidance:
CG181, CG71, TA385, TA393/394, QS100
Consider other potential side effects for statins N New onset or worsening of muscle symptoms since starting statins?
« Be aware of Statin Reluctance and Nocebo Effect o (pain, tenderness or weakness)
« See ‘Person Centred Care’ box at page 2 ;
N YSE *Symmetrical pain and/or weakness in large proximal muscle
Muscular symptoms not related to statins e Symptoms typical for Statin Related Muscle toxicity (SRM)*? = = groups, worsened by exercise
v v VE

**Consider other causes if new onset of muscle symptoms
Non SRM: Consider other causes e.g. PMR, Vit D deficiency. Measure Creatinine Kinase (CK) of > 2 weeks duration in a person previously tolerant of statin
Check bone profile, Vit D, CRP. Assess severity of symptoms therapy for > 3 months
+/- repeat baseline assessment**

Tolerable symptoms

Noé:znfi'xc&'_‘;em Intolerable symptoms CK > 10x and < 50x ULN
and/or clinical concern and/or CK > 4x and < 10x ULN

v (; Ve

Improvement within 2 weeks N
Resolved within 6 weeks —
Patient happy to continue

N

Stop statin for 4-6 weeks S Renal function === Stop statin and consider
Document time to symptom onset and time to resolution stable/normal eGFR Rhabdomyolysis

Has CK normalised? Consider Statin induced
necrotising autoimmune myopathy
(SINAM)
Non-SRM. Consider other causes Have symptoms res%lved?

Seek specialist advice Urgently

t- 1-

YE and consider PCSK9i seek specialist advice
Wait for 2 weeks before rechallenge Has the patient been symptom freeTor at least 2 weeks? and inpatient assessment
(NICE TA 393, 394)
* YE
Reassess and restart with lower dose/alternative statin (see page 2 - ‘Statin-based Approacheg’) Abbreviations
Offer low or moderate dose of a higher intensity statin (Atorvastatin 10 or 20 mg OD, or Rosuvastatin 5 or 10mg OD) CK = Creatinine Kinase
* ; CRP = C-Reactive Protein
eGFR = Estimated Glomerular Filtration Rate
No recurrence of muscle symptoms Recurrence of muscle symptoms PMR = Polymyalgia Rheumatica
Titrate at 8 weeks intervals to achieve appropriate targets Short time to onset SINAM = Statin Induced Necrotising Autoimmune Myopathy
* Symptoms intolerable SRM = Statin Related Muscle Toxicity
ULN = Upper Limit of Normal Range
Symptoms tolerable N Vit D = Vitamin D
Treatment goals achieved & Consider further options

Patient happy to continue (For example co-administering ezetimibe or as monotherapy) = Please refer to page 2 fat(nore
see page 2 - ‘Statin-based Approaches’ IF NOT EFFECTIVE details




Management of Statin Intolerance
in a Pharmacy led Cardiology
Innovative Medicines
Optimisation Lipid Clinic

To assess how many people reviewed in our pharmacy led clinic were re-
challenged and successfully continued on a statin

The Innovative Medicines Optimisation Clinic Team: Abigail Barrowcliff, Mutiba Khan, Kirsty Fox and Dr Rani Khatib.

Presented at ESC Congress: https://esc365.escardio.org/presentation/253172

ESC Congress 2022 Barcelona
Onsite & Online


https://esc365.escardio.org/presentation/253172

Results Reported ADRs to statins n=152

* Over 6 months 207 patients
were reviewed

e Of those 152 (73%) were
labelled as “statin intolerant”

H MSK

M Deranged LFTs
W Fatigue

= Gl upset

M Psychiatric

M Other

ESC Congress 2022 Barcelona e ©®
Onsite & Online



Results

* 69/ 152 (45%) patients
accepted a re-challenge
* 44/ 69 (64%) qualified for PCSK9i

* 43/69 (62%) were successfully
restarted on a statin.

* Of those who did not accept a
re-challenge:

* 55/77 (71%) had previously
experienced MSK reactions.

* 62/77 (81%) qualified for PCSK9i
* Patients who were eligible for
PCSK9i were less likely to accept
a statin re-challenge (p= 0.012)

ESC Congress 2022 Barcelona
Onsite & Online
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Rosuvastatin dosing regimens used n = 34

5mg/ week
24%

—

12%

5%
2% 2%
: . . [ — e e—

Rosuvastatin Atorvastatin Pravastatin  Fluvastatin  Simvastatin

Statins successfully established and continued



Results

* At an average of 14 months post re-challenge, LDL-C (available for >80% of
the sample) was reduced by an average of 31% (LDL -1.4+ 1.5 mmol/L; 0.1-
4.1mmol/L) in those not on PCSK9i.

* Compared to a 62% reduction (LDL -3.3 + 1.6 mmol/L; 0.3-7mmol/L)
(sustained over an average of 40 months) in those on combination
therapy with PCSK9i.

ESC Congress 2022 Barcelona
Onsite & Online



Conclusions

* By applying a person centred approach it is possible to re-
establish patients on statins who were previously
considered intolerant.

* Patients who qualify for PCSK9 inhibitors were less likely to
consider a re-challenge with statins

* Combination therapy results in a better reduction of LDL-C

ESC Congress 2022 Barcelona
Onsite & Online



Strategies to address Statin intolerance & adherence

e alternate/ intermittent intake*
* time of daily administration

* dechallenge - rechallenge

* synchronised refills

Online or computer-based
* telephone or maobile phone
reminders (automatic or not)

Successful
interventions

-

* prescription coverage
¢ reduced out-of-pocket costs
e incentives for physicians and

patients to reach targets M

sequestrants combination®
e polypill (statin + other CVD
prevention meds)
e statin + vitamin D
supplementation

Delivered either face-to-face,
through telephone or

messages aucatione - SUPPOIt =

¢ patient counselling on  sessions in cardiovascular * adherence support services
adherence barriers, risk, adherence, barriers » frequent follow-up
importance and tools and genetics™ * poor adherence risk screening

* continuous patient ¢ cholesterol-related * coordinated care between HCPs*
adherence assessment knowledge and perceived

* motivational interviewing barriers assessment

in improving adherence

66
*  KAMPOURAKI & Khatib et. al. Unpublished data. 2022 Dr Rani Khatib



Conclusion

* The pharmacy work force has a huge role to play in tackling cholesterol
* Detection

Optimisation of LLT

Statin intolerance

Supporting adherence

Better access to innovative therapies

* New therapeutic options provide more options to tackle cholesterol
* More choice to meet patient needs
* More chance to meet targets
* Tackling variety of lipids

Dr Rani Khatib



Thank you

Questions

Dr Rani Khatib

¥ @DrRaniKhatib

%] r.khatib@leeds.ac.uk
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Thank You

Thank you for attending.

Please remember to complete your feedback forms and

include your email address for your Certificate of
Attendance.

www.ahsn-nenc.org.uk

W @AHSN_NENC



