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12:10 pm How to Diagnose and Manage Heart Dr. Stephanie Poon
Failure

12:40 pm Q&A All

12:55 pm Wrap Up Colleen Lackey




Objectives

1) Participants will gain an understanding of NT-pro BNP’s role in early heart failure
detection and management

2) Participants will learn practical applications on how to manage patients who are
diagnosed with heart failure by utilizing clinical guidelines and emerging evidence

3) Ouraim is to ensure that the participants can share their knowledge on this topic with
their clinical champions and partners to support integrated clinical pathways for HF
across OHT's



Integrated Heart Failure Care CoP Webinar

Housekeeping

\_O._J » Please keep yourself on mute unless you are speaking.

« We encourage you to type your questions or comments in the chat
@ box. The chat box is monitored throughout the webinar. Questions
will be addressed directly in the chat box or in the discussion
following the presentations.

& . .
?\'— « e also encourage you to share any suggestions/topics for future
’ webinars.

* This meeting will be recorded. A copy of the webinar recording, and
slides will be available on the virtual CoP shared space.

_____________________________________________________________________________________________________________________________



Poll #1

What is your role?

d Primary Care Provider 4 Planning and Operations

O Specialist ( Data Lead or Quality Specialists
O Interprofessional Team Member O Patient, Family, and/or

0 OHT/PCN Clinical Lead Caregiver

Q0 OHT Backbone Team Member J OH/MOH/RISE

0 OHT Partner 4 Other



Person
suspected
aof having

heart failure

Primary and Community Care

Q51 & 10:

Assessment and Diagnosis

Perform a medical history,

a physical examination, initial
lzboratory investigation, an

electrocardiogram, and
a chest x-ray.

If appropriste, natriuretic
peptide levels are tested to
help formutate a diagnosis.

If heart failure ks confirmed or
suspected after these tests, an
echocardiogram is performed.

Assess the palliative care
needs of the person and their
family and offer support.

Qs 2:
Care Plan

Develop 2n
individualizad,
persan-centred,
comprefensive
care plan.

[See Box 1)

D
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as4&s:
Treatment

Offer a personalized,
exercise-based
cardiac rehabilitation
program.

People with HFrEF and
NYHA class 1 - IV
symptoms are offered
quadruple therapy.

{See Box 2)

%

2
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Qs a:
Specialized Multidisciplinary Care

People with newly diagnosed heart failure, those
whao have recently been hospitalized or treated in
the emergency department for heart failure,
and those with advanced heart failure
(NYHA -1V} are offered a referral to

specialized muttidisciplinary for
heart failure.

(See Box 3}

®
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Heart Failure: Care in the Community for Adults

/ as7?:
Non-Cardiac

Comorbidities

Treat non-cardiac
comorbidities
that are likefy

to affect
heart failure

management.

G

A J

N

4
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Qs 3:
Self-
Management
Program

Create a tailored salf-
management
program with the
goal of enhancing
skills and confidence.

N

A collaborative and community-based pathway outlining high-quality care based on the Ontario Health Heart Failure quality standard

\\\

Qs2,68&10:
Ongoing Monitoring

People with heart failure who
report gradual, progressive,
worsening symptoms are
assessed by a care provider and
have their medications adjusted
[if needed) within 48 hours.

The care plan is reviewed at beast
every B maonths, and sooner if
there is a significant change.

‘Ongoing , continuous assessment
of palliative care needs.

=

Mot ali people with heart faifure require specialized care

Ontario
Health

Qs9:
Transition from
Hospital to Community

People hospitalized or
treated in the emergency
department for heart failure
receive a follow-up
appointment to reassess
volume status and medication
reconciliation with a member
of their community health
care team within 7 days of
leaving the hospital.

Ontario Health
CorHealth Ontario



Poll #2:

How would you rate your current knowledge of
NT-proBNP?

Not familiar at all.
| have a vague understanding of its role in heart failure.
| know NT-proBNP is used in diagnosing heart failure but don’t know the details.

| have a good understanding of NT-proBNP's diagnostic role in heart failure.

A

| am very familiar with how NT-proBNP is used in diagnosing heart failure.



Speaker

Dr. Stephanie Poon

Cardiologist, Medical Director
Heart Function Clinic
Sunnybrook Health Sciences Centre

The Role of NT-proBNP as a Screening Tool in Primary and Community Settings
To Support Early Heart Failure Management
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Everything You Wanted to Know About
How to Diagnhose and Manage Heart Failure

December 13, 2024
Integrated Heart Failure Care CoP Webinar Series

Dr. Stephanie Poon, MD, MSc, FRCPC

Associate Professor, University of Toronto
Cardiologist, Sunnybrook Health Sciences Centre

Medical Director, Sunnybrook Advanced Heart Function Clinic
e s
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Disclosures
e Receipt of honoraria: Novo Nordisk

e Membership on advisory boards or speakers’
bureaus: Abbott, Bayer, Boehringer-Ingelheim,
Glaxo Smith Klein, Servier
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Objectives

e How to utilize NT-pro BNP as a screening tool in primary and
community care settings

e Discuss newer evidence-based strategies for the management of heart
failure

e Examine practical approaches to heart failure medication management
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Outline

Use of Natriuretic Peptides to Diagnose Heart Failure (HF)
Management of HFrEF
Management of HFpEF

[
e e

Practical Medication Management

13




Partl:

- DIAGNOSIS OF HEART FAILURE
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Current Definition of HF

e HF is a complex clinical syndrome in which abnormal heart function
results in, or increases the subsequent risk of, clinical symptoms and signs
of reduced cardiac output and/or pulmonary or systemic congestions at
rest
or with stressl

e Categorized based upon ejection fraction (EF): ~50% have EF £40%, for
which there are approved therapies, and ~50% have EF >40%

HFrEF HFmEF HFpEF
(LVEF <40%)'2 (41% < LVEF <49%)'2 (LVEF 250%)'2
= 50% 14% 36%

Proportion of patients

Echocardiography is the most accessible method to evaluate LVEF in Canada.’

~a EF, ejection fraction; HF mEF, ilure with mid-range preserved ejection fraction; HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced

jection fraction; r
spitalization for HF; LVEF, left ventricular ejection fraction
-3 itz JA et al. Can J Cardiol 2017;33(11):1342-1433; 2. Steinberg BA et al. Circulation 2012;126(1):65-75.
S ax
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Heart Failure is a Growing ontari
Epidemic in Canada ¥/

Length of stay for HF hospitalization average 8.9 days?

30-day readmission rates are 21%°
® Significant predictors include. LTC residency status discharged from ED >2+ HHF in prior year

+/- recipient of community care nursing services

$2,800,000,000
HEART FAILURE is estimated to cost more than $2.8 billion per year
in Canada by 2030*




Suspected Heart Failure

Clinical History Physical Examination
Symptoms Vital signs
Functional limitation Weight
Prior cardiac disease Volume status
Risk factors Heart
Exacerbating factors Lung
Comorbidities. Abdomen
F u I I U R E Drugs Peripheral Vascular
P Initial Investigations
Chest radiograph
[ Electrocardiogram
Lab work (CBC, electrolytes, renal function,
AI G O RI I H M urinalysis, glucose, thyroid function)
FO R I H E Still Suspect Heart Failure?
Assess Natriuretic Assessn:nem of Afidiliongi
Peuttfoss Ventricular Diagnostic
pl
Function Investigations
b
FAILURE (HF) |

Not heart failure;
workup other
diagnoses

Heart failure likely,
treat accordingly

Ezekowitz JA et al. Can J Cardiol. 2017 Nov;33(11):1342-1433.




CCS HF
GUIDELINES

Recommendation 21:

We recommend that BNP/NT-
proBNP levels be measured to help
confirm or rule out a diagnosis of HF
in the acute or ambulatory care
setting in patients in whom the cause
of dyspnea is in doubt (Strong
Recommendation; High-Quality
Evidence).

Ezekowitz JA et al. Can J Cardiol. 2017 Nov;33(11):1342-1433.




>& Sunnybrook

HEALTH SCIENCES CENTRE

when it INALCETS

NP Trajectory Across the Spectrum of
Acute HF Care

Oral therapies

IV therapies

“Wet” NP
% g Worsening

NP var!atlons clinioal

Increasing congesti

filling pressure

Stable clinical status
AL
Hemodynamic \
congestion “Dry” NP
iiDry” NP -
L Hospitalization
NP variations
R . ED In-hospital Post-discharge
Intrinsic biological
variability -taccuracy of diagnosis, -correlates to LV filling pressure  -identification of residual
25- 30% for NT-pro-BNP -high NPV it p to IV therapi congestion
40% for BNP -Lrate of clinical indecision -2ssess hemodynamic congestion -prompts early
-stratify and triage g g ge Blarts interv »
e -shorten decision time 'Pf"g"::;s |:‘:’m::?|°;|r ge, to red| e ;
i percentage reduction] -prognosi week,
A - prognoss month)
-

k Tsutsui H et al. ) Card Fail. 2023 May;29(5).787-804

— am
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Use of BNP/NT-pro BNP in Different
Clinical Scenarios

History
Signs/symptoms reflecting
Patient Natriuretic congestion/hypoperfusion

Population Peptide Level

Actions

............................... ~ NPsf_gsting
~cutoff

[ 1) | rule out ruIe- In|
; More frequent follow up, — |
NT-proBNP > 125 pg/ml ) consideration of <100pg/ml  BNP >400pg/ml
BNP > 50 pg/ml | intensification of
‘ o >450pg/ml;<50 yez
- ___ existing therapy <300pgiml NT-proBNP M::hlmnl m-m-
>18?Ilpglm|; >75 years
_ More frequent follow up . Rl MR-proANP >1'z?'pgrml
> 30%1 from H + intensification of : v
clinic baseline value HF therapy Exclude AHF Continue
(NPV 94-98%) (o areyzone AHF fvnrkup
‘ Discharge if . .
> 30% | from _’ relatively free Exclude AHF «—— Ancillary testing—» Confirm AHF diagnosis
admissionvalue | from congestion Chest-X ray, Lung i
J ) ultrasound, Echo .. . profifes:
ADHF, Acute pulmonary edema,
Right-sided HF, Cardiogenic shock
Ezekowitz JA et al. Can J Cardiol. 2017 Nov;33(11):1342-1433. Tsutsui H et al. J Card Fail. 2023 May;29(5):787-804
e
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GUIDELINES

Recommendation 24:

We suggest that measurement of BNP or NT-proBNP in patients hospitalized for HF should be considered
before discharge, because of the prognostic value of these biomarkers in predicting rehospitalization and
mortality (Strong Recommendation; Moderate-Quality Evidence).

Practical Tip:

For patients who are about to be discharged from the hospital after a HF hospitalization, the NP level should
be lower than that on admission. If NP levels remain elevated, clinicians should re-evaluate the patient’s
condition and consider the possibility of delaying discharge from the hospital to optimize therapy and further

reduce the NP level.
—
l s Ezekowitz JA et al. Can J Cardiol. 2017 Nov:33(11):1342-1433,
; R - - r
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Use of NP Testing in Adults
Ontario

with Suspected HF: Tl
Recommendation (May 2021)

Cost-effectiveness:

* “Our economic literature review found a total of 12 studies evaluating the cost
?ﬁfzctiveness of BNP or NT-proBNP testing in people with suspected heart
ailure”

« “...found that BNP or NT-proBNP testing was highly likely to be cost effective
in Ontario in the ED and community settings”

* “Over the next 5y, publicly funding BNP and NT-proBNP testing would result
in... savings of about $20 million in community care.”

Final recommendation:

Ontario Health, based on guidance from the Ontario Health Technology Advisory
Committee, recommends publicly funding natriuretic peptide (BNP or NT-proBNP)
testing for the diagnosis of people with suspected heart failure in the community
and emergency department settings.

https://hqontario.ca/Portals/0/Documents/evidence/reports/recommendation-use-of-b-type-natriuretic-peptide-and-n-terminal-probnp-as-diagnostic-tests-in-
adults-with-suspected-heart-failure-en.pdf
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Part 2:

- CONTEMPORARY MEDICAL MANAGEMENT OF
HFrEF
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Case: Ms. Wynded

e 75 year old woman e In clinic:
e DM2 treated with metformin — On perindopril 8
1000 mg BID and glyburide 5 mg mg/day, bisoprolol 10
BID mg/day, spironolactone
e History of HF due to previous 12.5 mg/day
Mi — Creatinine 131 umol/L,
e LVEF 33%, declined ICD therapy eGFR 36 mL/min/1.73
e Used to walk 30 min daily m2, K+ 5.2 mmol/L
without shortness of breath — HR 83 bpm, sinus
e Now NYHAIIl for the past 2 — BP 120/78 mmHg

)~ weeks with orthopnea

) ID, twice a day; BP, blood pressure; EF,r'éjection fraction; eGFR, estimated glomerular filtration rate; HR, heart rate; ICD, implantable cardioverter defibrillator; 24
tassium; MI, myocardial infarc i NYHA, New York Heart Association Functional Classification; T2DM, type 2 diabetes mellitus

e am
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2017 CCS HF Guidelines

Patient with LVEF < 40% and Symptoms

Triple Therapy ACEi (or ARB if ACEi intolerant), BB, MRA
Titrate to target doses or maximum tolerated evidence-based dose

REASSESS SYMPTOMS )

NYHA lI-1V:
SR with HR < 70 bpm
or AF or pacemaker

NYHA II-1V:
SR, HR > 70 bpm

ADD lvabradine and
SWITCH ACEi or ARB to
ARNI* for eligible
patients

SWITCH ACEi or ARB
to ARNI*
for eligible
patients

Continue triple therapy

=
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C REASSESS SYMPTOMS AND LVEF )
NYHA I or NYHA I-11l and
LVEF >35% LVEF < 35% NtV

Consider:
» Hydralazine/nitrates
» Referral for advanced
HF therapy

Continue present Refer to ICD/CRT
management algorithm

Titrated to minimum effective dose to maintain euvolemia

(mechanical circulatory
support/transplant)
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« Palliative Care referral

94e) JO S|eON JO UOIEBIUAWNIOQ pue Buluue|d 18 IUBAPY

Reassess every Consider LVEF Reassess as
1-3 years or with reassessment needed according

clinical status change? every 1-5 years to clinical status*
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Mechanisms of HFrEF “triple therapy”

| Systolic Heart Failure

A
\ 4
Reduced CO <
Activatii Activation
of RI:S o of SNS v A Cardiac filling pressure
A
R V_ Sympathetic
salll NS activation
v l
Angiotensin |
P Vasoconstriction
S Na & water retention

Aldosterone

Cardiac <
s— dl ) i H is, oxidative
emodelin ypertropy, apoptosis, oxidative stress,
ldosterone g \{ ion channel gene expression, ischemia,

I change in the shape of the heart

A
Angiotensin I
® Ang Il Norepi
S l +|
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Sacubitril/valsartan simultaneously promotes
the NP pathway and inhibits the RAAS pathway

Natriuretic and other T
vasoactive peptides* E A

Angiotensinogen

(liver secretion)
Sacubitril *
(AHU377; pro-drug) Ang |
LBQ657 Ang Il

(NEP inhibitor) Valsartan  ~_

\\
C \\‘eAT*R
o O t
Enhancing \/\*I{) 1 Receptor

- Vasorelaxation HN;\)T° Inhibiting
¥+ Blood pressure o N Vasoconstriction
+ Sympathetic tone °

t Blood pressure
t+ Sympathetic tone

¥ Aldosterone levels

‘ FlbrOSIS *Neprilysin substrates listed in order of relative affinity for NEP: ANP, CNP, Ang I, Ang |, f AIdOSterone
— adrenomedullin, substance P, bradykinin, endothelin-1, BNP . .
1 , + Hypertrophy Levin etal. N EnglJ Med 1998;339:321-8; Nathisuwan & Talbert. Pharmacotherapy 200222 27—42; t Fibrosis
" . . . . Schrier & Abraham N Engl J Med 2009;341:577-85; Langenickel & Dole. Drug Discov Today: Ther
watnuress/dlure&s suateg 201200131, | 1 Hypertrophy

Feng et al. Tetrahedron Letters 2012;53:275-6

——
| — .
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Sacubitril/Valsartan: Early separation in
HFrEF and acute decompensated HF

PIONEER-HF (acute decompensated inpatients): Primary PARADIGM-HF (outpatients): Primary endpoint
efficacy outcome (change in the NT-proBNP concentration)? (CV death or HF hospitalization)’
10 40
) o -
e 10 5 32+ En_alaprll
52 e (n=4212)
g 20 Eg
a2 Enalapril z & 244
= B 30 ¢S LCZ696
£3 g 2 (n=4187)
S £ -40 - =S 16+
€0 s 2
SE sE
o - % o 8
rwpl HR=0.71 (0.63-0.81) x HR=0.80 (0.73-0.87)
P<0.001 P=0.0000002
-70 T T T T T T T T 1 0 T T T T T T 1
Baseline 1 2 3 4 5 6 7 8 0 180 360 540 720 900 1080 1260
Weeks since randomization Time since randomization (days)
No. at risk Patients at risk
el 307 355 363 365 349 LCZ696: 4187 3822 3663 3018 2257 1544 896 249
Enalapril 394 359 351 350 348 Enalapril: 4212 3883 3579 2922 2123 1488 853 236

-.‘

EV, cardiovascular; HR, hazard ratio; NT-pro-BNP, N-terminal pro b-type natriuretic peptide; sac/val, sacubitril/valsartan

%
urray JJ et al. N Eng J Med 2014;371(11):993-1004; 2. Velazquez EJ et al. N Eng J Med 2019;280(6): 539-548.

e am



Death from any cause
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1.0 1
P A
1 — Enalapril
= 0.6 7 Sacubitril valsartan
o]
g Hazard ratio = 0.84 (95% CI: 0.76-0.93)
5 0.4- p<0.001
© :
=
©
-}
g 0.2
3 |
07 T T T T T T 1
0 180 360 540 720 900 1080 1260
e Days since randomization
LCZ696 4187 4056 3891 3282 2478 1716 1005 280
i 4212 4051 3860 3231 2410 1726 994 279
J _ McMurray et al. N Engl J Med 2014;371:993—-1004

when it INALCETS
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ARNI outperformed ACEi/ARBs in terms of
cardiac reverse remodelling (CRR) indices

Mean Difference Mean Difference

WA _ Stusdy or Subgaroup ! xed, 95% CI IV, Fixed, 95% C

1.1.1 LVEF change in HFrEF(%)

Almufleh [17] 2017 2533 718 48 3014 g 48 S51% -4.81F7.97.-165

De Diego [1€] 2018 31 6 350 365 8 250 329% -5.50F6.74,-4.26) . =

Groba-Marco [26] 2018 30 79 17 3547 103 17 1.3% -547}1184,070)

Kalantari [27] 2018 2 T 3\ 03I/ T W 48% -3001623,023)

Kang DH [19] 2018 349 71 81 377 81 51 58% -280}5.76,018)

Marques, RRE7M 2018 336 64 57 373 102 57 52% -370(683-057)

Martens [25] 2018 296 59 125 348 62 126 224% -52016.70,-370) =, oo

Maurin (23) 2017 284 77 80 39 82 B0 83% -35015.96,-1.04) S —

Mazzari [20) 2017 274 69 43 364 124 43 28% -900[13.24,-476 ——

Subtotal (95% CI) 707 707 88.6% .4.89[.5.65,.4.13] *

Heterogeneity: Chi*= 9.75, df= 8 (P = 0.28), F= 18%
Test for overall effect Z=12.68 (P < 0.00001)

\ 1.1.2 LVEF change in HFpEF({%)

Solomn 9 [16] 2012 583 77 94 B1 7 84 114% -270}4.80,-0.60) —
Sublotal (95% CI) a4 94 114% .2.70[.4.80,.0.60) =l
Heterogeneity. Not applicable
Test for overall effect Z= 252 (P= 0.01)
Total (85% Clj 801 801 100.0% -4.64[-5.35,-3.93] L 2

| Heterogeneity Cn= 13.44, df= 0 (P= 0.14), F=33% 2o % 9 p 0
Test for overall effect Z= 1280 (P < 0.00001) Favours [Post-ARNI Favours [Pre-ARNIj

Test for subaroun differences: Chi'= 369. df=1(P=005 F=T729%

wa_ng Y et al. J Am Heart Assoc. 2019:8:€012272.

— am
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Ivabradine is a medication that slows down heart rate

If is the main current of diastolic depolarization that leads
to the generation of a new potential action

Sinus node R -] R 4¢—p)/\RR =——p HR reduction

" IEIIERITS Slows diastolic
F o ’ depolarization slope
-
r ]

=
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Canadian Cardiovascular Society
Heart Failure Companion 2016

— “Resting heart rate is directly related to
mortality in patients with heart failure”.

— “Decrease of an initially increased HR is
associated with improved mortality..”

— Most clinicians target a resting heart
rate of 50-60 beats/min or as low as
tolerated

. ~ Howlett et al. Ca Cardiol;016; 32:296-310
sb. ~"’

e i

-
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Ivabradine and outcomes in chronic heart failure (SHIFT):
a randomised placebo-controlled study

Karl Swedberg, Michel Komajda, Michael Bohm, Jeffrey S Borer, lan Ford, Ariane Dubost-Brama, Guy Lerebours, Luigi Tavazz, on behalf of the
SHIFT Investigators™

e 6505 patients with LVEF < 35%, NYHA II-1V, HR 270
bpm, sinus rhythm, on optimal medical therapy

e |vabradine 5-7.5 mg po bid vs placebo
e Median study duration: 23 months
e Median heart rate: 77 bpm
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HR =0.82 (0.75-0.90) Standard
p<0.0001 therapy

X
>
1)
c
o
S
=3
@
i
L
o
>
£
10
S
£
S
(&)

12 18
No. at risk Months

Placebo 3 264 2489 2061
Ivabradine 3 241 2600 2173

_ e The curves for ivabradine and placebo begin to diverge at 3 months,
o and the difference is statistically significant at 6 months

‘ - Swedberg et al. Lancet 2010; 376: 875-85.
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Ivabradine reversed cardiac remodeling on top
of recommended therapy within 8 months

60% m Standard therapy & ivabradine
m Standard therapy o
p=0.005  49%4g9, 60%
o1 0.003
0, Nn= 3
45% 46% P=UUYS
38% 45%
2
Y) 36%
£ 30% 25% 27% 2
= u 30% 26%
i.\j 5 23%
- 0
15% 13% r‘l‘;j 18%
- 15%
0% .
<-15% >-15%to< =+ 15% 0%
+15% <-5% >-5%to<  2+5%

+5%
-‘wve change in LVESVI _ _
_ Relative change in LVEF

<
‘vﬂif etal. Eur Heart J 2011; 32: 2507-15.

e am
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SGLT2 inhibitors in HFrEF
| DAPA-HF |  EMPEROR-Reduced |

SGLT2 inhibitor Dapagliflozin 10 mg daily Empagliflozin 10 mg daily
No. of patients 4,744 3,730
Inclusion criteria LVEF <40% +/-DM (42%) LVEF <40% +/-DM (50%)
eGFR >30 >20
Median follow-up 18.2 months 16 months
Primary outcome CV death + HF composite CV death + HF hosp
(HF hosp + urgent HF visit)
Results HR 0.74 (0.65-0.85); P<0.001 HR 0.75 (0.65-0.86); P<0.001
. Consistent regardless of
o : DM status, age, sex, baseline ARNI
k | McMurray JJV‘Zt-aI. N Engl J Med. 2019;381:1995-2008.
) “Racker M et al. N Engl J Med. 2020;383:1413-1424.

-
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SGLT2i in HFrEF: DAPA-HF + EMPEROR-Reduced

CV Death e
EMPEROR-Reduced — 002 (075-112) o
DAPA-HF = omeson I | 14%

CV Death + HF Hosp fa
EMPEROR-Reduced - 075 (0.65-086) o
DAPA-HF F 5 oo | | 26%

HF Hosp i
EMPEROR-Reduced —— : 069 (058-081) 0
DAPA-HF > omoseey B | 31%

Kidney Composite* i
EMPEROR-Reduced I 052 (0.26.0.67
DAPA-HF —— oo || 38%

*|GFR 50%, ESRD, renal death o oo o 1o 1

Zannad F e_t al. Lancet. 2020;396:819-829

— am
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Vericiguat increases soluble guanylate cyclase
to improve myocardial and vascular function

SN RN See ™
Extracellular y RN e Intracellular
Oxidative \ W™

WNO SR _
3 R / Heart
*S GC |l 8 Progressive myocardial stiffening
activity e . ¥ Myocardial thickening
el | WV Ventricular remodeling
WV Fibrosis

Vasculature
W Arterial constriction
W Vascular stiffness

- oS : b - -
\} S AsGC  production
P \\ . O. . @
FNTL” activity
W -
:, QGMP, cyclic guanosine monophosphate; HF, heart failure; NO, nitric oxide; sGC, soluble guanylate cyclase.

Mann D et al. Braunwald's Heart Disease: A Textbook of Cardiovascular Medicine (10t Ed) 2014 Saunders; Felker GM, Mann D. Heart Failure: A Companion to Braunwald's Heart

) Disease (4" Ed) 2019 Elsevier; Breitenstein S et al. Handb Exp Pharmacol. 2017;243:225-247; Gheorghiade M et al. Heart Fail Rev. 2013;18:123-34; Boerrigter G et al. Handb Exp
Pharmacol. 2009;191:485-506.
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Key Inclusion and Exclusion Criteria
for the VICTORIA Trial

Inclusion Criteria Exclusion Criteria

* Long-acting nitrates, PDE5
“Chronic HF” [l “Worsening Event” inhibitors, riociguat

* Awaiting heart transplantation,

*NYHAclass Il to IV * Recent HFH or iv diuretic use continuous iv inotropes, or
* LVEF <45% * Very elevated BNP or has/anticipates ventricular assist
« Guideline-based NT-proBNP geviee
HF therapies * eGFR <15 mL/min/1.73m? or
\ BNP >300 and NT-proBNP 21,000 pg/mL NSR chronic dialysis

BNP =500 and NT-proBNP >1,600 pg/mL AF .
g * Severe pulmonary disease

» Severe hepatic insufficiency

* Correctable cardiac comorbidities

BNP, brain natriuretic peptide; eGFR, estimated glomerular filtration rate; HF, heart failure; HFH, hospitalization for heart failure; LVEF, left ventricular ejection fraction; NT-
proBNP, N-terminal pro-brain natriuretic peptide; PDES, phosphodiesterase type 5; NYHA, New York Heart Association.
Armstrong PW et al. N Engl J Med, 2020; 382:1883-1893.
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Primary Endpoint of the VICTORIA Trial

Time to Cardiovascular Death or First Heart Failure Hospitalization

@ o.50- HR0.90 (95% Cl 0.82, 0.98) Placebo
3 P=0.019 -
Y 0.40— Vericiguat
=
7]
o
‘S 0.30—
=
7]
= 0.20—
+
0
2 0.10—
§ ’ Absolute event reduction 4.2/100 patient years
0 T T T T T T 1
0 4 8 12 16 20 24 28 32
Number at Risk Months since Randomization
- Placebo 2,524 2,053 1,555 1,097 772 559 324 10 0
Vericiguat 2,526 2,099 1,621 1,154 826 577 348 125

Adapted from Armstrong PW et al. N Engl J Med. 2020; 382:1883-1893.

s —— . ‘/
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HFrEF: LVEF < 40% AND SYMPTOMS

Initiate Standard Therapies

ARNI or ACEi/ARB
m then substitute ARNI M[ IM BETA BLOCKER MI Hl MRA Eﬂ m SGLT2 INHIBITOR W

IRON DEF, CKD, DM)

Assess Clinical Factors for Additional Interventions

HR >70 bpm and R HF hosy i Black patients on optimal GDMT, Suboptimal rate control for
sinus rhythm - Consider vericiguat ** or patients unable to tolerate AF, or persistent symptoms
- Consider ivabradine® ARNI/ACEiI/ARB despite optimized GDMT

= Consider combination = Consider digoxin

hydralazine-nitrates

Initiate standard therapies as soon as possible and titrate every 2-4 weeks to target or maximally tolerated dose over 3-6 months

NIWND0Qd ANY ONINNYTd 34D IONVAQY

TREAT COMORBIDITIES PER CCS HF RECOMMENDATIONS (INCL. AF, FUNCTIONAL M
11¥2N03) $3IdVHIHL JID0TOIVWEYHANON

o
=
o
-
>
Y &
L NYHA 1H1/1V, Advanced HF LVEF = 35% and LVEF > 35%, o
or High-Risk Markers NYHA 1-1V (ambulatory) NYHA I, and Low Risk m
O
>
CONSIDER =
m

sRRefeiral for afva‘nc:ad e Refer to CCS CRT/ICD Continue present management,

therapy (| SR Y recommendations reassess as needed

support/transplant)
= Referral for supportive/palliative care

DIURETICS TO RELIEVE CONGESTION (TITRATED TO MINIMUM EFFECTIVE DOSE TO MAINTAIN EUVOLEMIA)

|

. - '

Canadian Journal Mbgy 2021 37531-546DOI: (10.1016/j.cjca.2021.01.017)
Copyright © 2021 Caqadlan ﬁ;dlovascular Society Terms and Conditions
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Summary: Management of HFrEF

MANAGEMENT STRATEGIES:

RECAP: e Contemporary strategies that

e 75 year old woman e In clinic:

¢ DM2 treated with metformin
1000 mg BID and glyburide 5 mg

— On perindopril 8
mg/day, bisoprolol 10

BID mg/day, spironolactone
¢ History of HF due to previous 12.5 mg/day
Mi — Creatinine 131 umol/L,

e LVEF 33%, declined ICD therapy
e Used to walk 30 min daily
without shortness of breath
Now NYHAIIl for the past 2
weeks with orthopnea

eGFR 36 mL/min/1.73
m2, K+ 5.2 mmol/L

— HR 83 bpm, sinus
— BP 120/78 mmHg

ir6: EF, ejection fraction; eGFR, estimated glomerular filtration rate; HR, heart rate; ICD, implantable carmover?eﬁ‘deﬁbnuam
ion; NYHA, New York Heart Association Functional Classification; T2DM, type 2 diabetes mellitus

. e

would be appropriate in this
patient:

— Switch ACEI to sac/val

— Switch sulfonylurea to SGLT2i

— Add ivabradine
Don’t forget nonpharmacologic
interventions:

— Exercise rehabilitation

— Lifestyle modifications

— Discuss device therapies

— Discuss end of life when
appropriate
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Case: What if this was HFpEF?

e 75 year old woman

e DM2 treated with metformin 1000 mg BID and
glyburide 5 mg BID

e AF for 5 yrs on apixaban

e Hypertension for past 15 years, variable
control

e Remote M|, treated with two vessel PCI
without subsequent angina

e Ischemic heart disease, no chest pain

e History of HF with unchanged LVEF 54% since
l‘History of ostaaé';thritis

e Presents with:

— Worsening symptoms x2
weeks, NYHA Class Il

— EF52%

— Creatinine 141 pumol/L,
eGFR 34 mL/min/1.73 m?,
K* 4.8 mmol/L

— HR 92, irregular

— Arterial BP 154/94 mmHg

AF, atrial fibrillation; BID, twice a day; BP, blood pressure; EF, ejection
fraction; eGFR, estimated glomerular filtration rate; HF pEF, heart failure
with preserved ejection fraction; HR, heart rate; K+, potassium; MI,
myocardial infarction; NYHA, New York Heart Association Functional
Classification; PCI, percutaneous coronary intervention; T2DM, type 2
diabetes mellitus

when it INALCETS
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Current definition of HFpEF

HFrEF HFmEF HFpEF
(LVEF <40%)12 (41% < LVEF <49%)'2 (LVEF 250%)'2
50% 14% 36%

Proportion of patients

e HFpEF is a clinical syndrome that evolves from a combination of
risk factors and comorbidities including:3

» Advanced age » Diabetes . HFpEF “masqueraders” that
 Female sex » Renal dysfunction should be excluded:
» Obesity * Anemia, iron - CAD

deficiency « Valvular heart disease

Systemic arterial

> hypertension - Sleep disorders ~ * Arhythmias
« COPD * Pericardial constriction

“Echo iography is the most accessible method to evaluate LVEF in Canada.?
. “' CAD, coronary artery D, chronic obstructive pulmonary disease; EF, ejection fraction; HFmEF, heart failure with mid-range preserved ejection fraction; HFpEF,
" heart failure with preserved ejection fraction;
rEF, heart failure with reduced ejection fraction; LVEF, left ventricular ejection fraction

1.Stein5erg BA etal. Circulation 2012;126(1):65-75. 2. Ezekowitz JA et al. Can J Cardiol 2017;33(11):1342-1433; 3. Pieske B et al. Eur Heart J 2019;40(40):3297-3317.
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Poor prognosis in HFpEF

e ~50% die from non-CV causes

e Similar 30-day and 1-year Five-year Mortality
rehospitalization rates as

HFrEF 10
e Risk factors for mortality in & 087
HFpEF: 3 ]
. S 0.6-
— Increasing age, male sex S
— Higher NP levels, higher NYHA 2 -
class = ]
— CAD or PVD o Log-rank P=0.6492
— Diabetes, CKD S
— Lower EF, restrictive filling o
pattern on Doppler 0 1 9 3 4 5
- echocardiography Years after admission
very high BMI —— HFpEF (EF 250%) —— HFbEF (EF 41-49%) —— HFrEF (EF <40%)

I, body mass index; CAD, coronary artery disease; CKD, chronic kidney disease; CV, cardiovascular; EF, ejection fraction; HFbEF, heart failure with borderline ejection fraction;
heart failure with preserved ejeMon; HFrEF, heart failure with reduced ejection fraction; NP, natriuretic p eptide; NYHA, New York Heart Association Functional
la ; PVD, peripheral vascula ease
1ah KS et al. J Am Coll Cardiol. 2017;70(20):2476-2486.
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effective therapy: Primary outcome CV death or HHF

Treatment in HFpEF is focused on diuresis and treatment of comorbidities, such as CAD, AF and HTN

30 5 CHARM-Preserved! 366 (24.3%)
£ >
; ,5 20 333 (22.0%)
< _ Placebo
c c 154
S o Candesartan
£ 3 104
g_ c ;5 HR 0.89 (95% ClI, 0.77-1.03), P=0.118
ow T Adjusted HR0.86, p=0.051
o 0 T T T T T T T

0 1 2 3 as
Years

8 F 07 yaeize I-PRESERVE?
(] i} Mean follow-up: 49.5 months
O£ 154 Placebo
Qo
.

10
g > Irbesartan
- ©
S E 5 HR 0.95 (95% CI, 0.86—1.05)
E = Log rank p=0.35
5 1 Y T T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60
Months

Mean cumulative
events per 100 pts

Probability

407
357
307
257
207
157

PARAGON-HF?

Valsartan (n=2389)
1009 events, 14.6 per 100 pt-years

Sac/val (n = 2407)
894 events, 12.8 per 100 pt-years
RR 0.87 (95% C10.75,1.01)
P=0.059

0.35
0.30
0.25
0.20
0.15 7
0.10 7
0.05 7

1 2 3 4
Years

TOPCAT*
351/1723 (20.4%)

Placebo 320/1722 (18.6%)
Spironolactone
HR 0.89 (95% CI, 0.77-1.04),
P=0.14

0.00
0

T T T T T T
12 24 36 48 60 72
Months

._1 AF, atrial fibrillation; CAD, coronary a disease; Cl, confidence interval; CV, cardiovascular; HFpEF, heart failure with preserved ejection fraction; HHF, hospitalization for HF; HR, hazard ratio; HTN, hypertension;

R, relative risk; sac/ival, sacubitrilivalsartan
uf S et al. Lancet 2003;362(9386):777-781; olomon SD et al. N Engl J Med 2019;381(17):1609-1620; 3. Massie BM et al. New Eng J Med 2008;359(23):2456-2467;
4. Eng J Med 2014;370(15):1383-1392.

e e
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Two trials demonstrated a reduction in
hospitalization for HF (HHF)

CHARM-Preserved 0.84 (0.70-1.00) 0.047
PARAGON-HF? 0.85 (0.72-1.00) N/A
I-PRESERVE? 0.95 (0.81-1.10) 0.50
TOPCAT* 0.83 (0.69-0.99) 0.04

Cl, interval; HR, hazard ratio
- 1. Yusuf S et al. 03;362(9386):777-781; 2. Solomon SD et al. N Engl J Med 2019;381(17):1609-1620; 3. Massie BM et al.
) - New Eng J Med 2008;359(23):2456-2467; 4. Pitt B et al. New Eng J Med 2014;370(15):1383-1392.

e

— | FOS— .
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Clinical efficacy of HF therapies across the LVEF
spectrum is not homogeneous

Post hoc analysis of the TOPCAT study’ Post hoc analysis of PARAGON-HF?

Primary outcome

Primary outcome HF hospitalization Women Men
© 7.4+ 7.44
g : 1 ] : - 4.5 ContinuousRR 4.5valsartan
8 o g o 2.7 RR=1 (unity) 2.7} better
5 - E 2 S 1.6+ 8 1.6+
2 g v kS — s |
£ b= - s 1.0 o 1.0 E_i
£ g & 0.6 A & 06!
_ / v
g g 04 95% Cl 04Tsacal
2 © 1 0.1 0.19 petter
T T T T T T T T T T 0-1_I T T T T T T T 01-I T T T T T T T
40 50 60 70 80 40 50 60 70 80 45 50 55 60 65 70 75 80 45 50 55 60 65 70 75 80
EF (%) EF (%) LVEF (%) LVEF (%)
HF hospitalization
- CV death All-cause death 7.4 7.44
\ oo ] ] 4.5+ 4.5
B s £ 2.7 2.7
g 21 o g o _- 8 16- 8 16
e ~ - ~
S - \7—‘ £ - = ik g 10 — 31'0‘7‘4
g — g —_——— & 0.6 __/ E 0.6
o —T e — ~ 0.4+ 0.4+
r 7 > = ~
0] - 3 0 - 0.1 0.1
o o
T T T T T T T T T T 0'1_| T T T T T T T 0'1_| T T T T T T T
60 70 80 40 50 60 70 80 45 50 55 60 65 70 75 80 45 50 55 60 65 70 75 80

Dashed lines represent

EF (%)

LVEF (%)

LVEF (%)

outcome: composite of CV death, aborted cardiac arrest or Rate ratios and 95% CI; primary outcome: composite of first and recurrent hospitalizations for

hospitalization for HF HF and death from CV causes

fidence interval; CV, cardiovascul: , ejection fraction; HFpEF, heart failure with preserved ejection fraction; IRR, incidence rate ratio; LVEF, left ventricular ejection fraction; RR,
c/val, sacubitril/valsartan 1. Solomon SD et al. Eur Heart J 2016;37(5):455-462. 2. McMurray JJV et al. Circulation 2020;141(5):338-351.
— i .
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A heterogeneous condition and will likely require further subcategorization for

I

treatment
B A D E C F
96% women 100% men 100% women 100% men Men or women | Mostly women
(77.5%)
65 years 65 years 73 years 75 years 70 years 82 years
Low rates of Low rates of Average rates Lower BMI, Obesity, Lower BMI,
AF, renal AF, renal of diabetes, +AF, +CAD diabetes, CAD, | +AF, valvular
dysfunction, disease, hyperlipidemia, anemia disease, renal
and valvular valvular obesity, renal dysfunction,
disease disease insufficiency anemia

No difference in symptoms, SBP, BNP across groups

Retrospective, exploratory analysis of I-PRESERVE: Latent class analysis (LCA) was applied to clinical

proM@fsWients to identify prevalent HFpEF subgroups and differences in outcomes. Quintile of

survival by su

rom highest (left) to lowest (right).

tnal fibrillation; BMI, body mass index; BNP, B-type natriuretic peptide; CAD, coronary artery disease; HFpEF, heart failure with preserved ejection fraction; SBP,

blood pressure. Adapted from Kao DP et al. Eur J Heart Fail 2015;17(9):925-935.

= | T— .
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EMPEROR-Preserved:

Phase lll Empagliflozin RCT
Multicentre, international, double-blind, placebo-controlled

Patient Population 5988 adults with NYHA
class -1V HF with EF >40%
}
: o o Empaglifiozin Placebo
% 1:1 Randomization 10 mg OD oD

| Primary Endpoint Composite of CV death or HFH

= e S
k Abbreviations: CV, cwlar; EF, ejection fraction; HFH, heart failure hospitalization, NYHA, New York Heart Association; q.d., once daily
Anker SD et al. N Engl ed. 2021 ;14;385(16);;451-1461.

—
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EMPEROR-Preserved:
Reduction of CV Death and HFH

e Risk of CV death and HFH
were reduced W|th Composite of CV death or HFH

. . . . 100+ 259HR: 0.79 (85% CI, 0.55-0.90)
empagliflozin in patients I Y e
. = 804 = mpapifiozin
with HFpEF E 3 _
Iz 604
e Successfully shown that a i ,f/
therapy Can Cut the riSk Of é 30- O 35 6 85 1215 18 21 24 27 30 33 35
b ] o 9 = 20+
hospitalization and CV ° 1o %
death for patients with HF R R EEEEEE.
[—— Meonths since randomization
with preserved ejection e W g R T

_ fraction (HFpEF)

SD et al. N Engl J Med. ;14;385(16):1451-1461.
— '
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DELIVER

International, multicentre, parallel-group, event-driven, randomized,
double-blind, placebo-controlled study in HFpEF patients.

e Evaluating the effect of

dapagliflozin 10 mg vs.
8263 adults with NYHA class |-V chronic HF

placebo SEUC LR EE U it EF >40%, elevated natriuretic peptides and
e Given once daily in evidence of structural heart disease

addition to background ]

regional standard P'ﬂ-fgbﬂ.

of care therapy, including -

treatments to control

comorbidities, in reducin : - Time to first CV death or WHF event

o & Primary Endpoint (HFH or urgent HF visit)
the composite of CV
death or HF events

E

*Total number of random atients.
ill be assessed in the full s lation and separately in patients with LVEF

- Solomon SD et al. Eur J Heamaawmﬂﬂz{

1:1 Randomization
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Primary Endpoint:
CV Death or Worsening HF

Risk of CV death and WHF were reduced with dapagliflozin in patients with HF pEF

25

Placebo

610 events

9.6 (8.9-10.4) per 100
= 20- { )P Py
o
2 154
= Dapaglifiozin
: 512 events
3 107 7.8 (7.2-8.5) per 100py
E
o 5 HR 0.82, 95% C1 0.73-0.92

P =0.0008
NNT =32
1 2 3

Years since Randomization

. Eur J Heart Fail. 2021;23(7):1217-1225.

— . e
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2017 CCS Guidelines for Pharmacological
Management of HFpEF

We suggest candesartan be considered to reduce HF hospitalizations
in patients with HFpEF (Weak recommendation; Moderate-Quality
Evidence)

We suggest that in individuals with HFpEF, serum potassium <5.0
mmol/L, and an eGFR >30 mL/min, an MRA such as spironolactone
should be considered, with close surveillance of serum potassium and
creatinine (Weak Recommendation; Moderate-Quality Evidence)*
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Summary: Management of HFpEF

RECAP: MANAGEMENT STRATEGIES:

75 year old woman e Presents with: * To improve sym ptOmS,

e DM2 treated with metformin 1000 mg BID and — Worsening symptoms x2 CO”Slder
glyburide 5 mg BID weeks, NYHA Class Ill . . .

 Starting diuretic

e AFfor 5 yrs on apixaban - EF52% .

e Hypertension for past 15 years, variable — Creatinine 141 pumol/L, ’ Optlm = ng H R co ntr0|
control eGFR 34 mL/min/1.73 m?, e Controll |ng BP

¢ Remote M, treated with two vessel PCI K SSmme ° Re |aCin | bU ride Wlth
without subsequent angina — HR92, irregular SG?_TZ g g y

L™ e Ischemic heart disease, no chest pain — Arterial BP 154/94 mmHg !

e History of HF with unchanged LVEF 54% since “ Don t forg et non-
January 2020 pharmacologic therapies:
QR o octecartits - Exercise rehabilitation

 Lifestyle modifications
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Proposed Algorithm for Treating HFpEF

Kidney dysfunction Obesity and SR CADschemia
| deconditioning R El"“““"’ i)
ACEI/AREs ! I\ iron ASS
SELT2 Calonc restriction A Statins
Salt reduction Exercise o il Revascularization
. . Hypertiensian
Therapy of comorbidities! [Habates AF Pulmanary hypertension i
risk factors | 5 | ACEUARSS
iatiormin Diuretics CCBs
Incretins m’iﬁ:ﬂ:ﬂ sGC slimulatorsactivators Duuratics

SGLTA hak e Inorganic mtrites/nitrates Beta-blockers

Diet o) PDESI MRAS
Exerciss fer ablation Prostaglandin dedvatives Sait reduction

Reduction in symptoms and HF = | .
hospitalization Drretecs Remote monstorng, if avadable
% Evidence-based therapy to reduce
' CV mortality and HFH — all Empaglifiazn, dapaglificzin
patients
Evidence-based therapy to reduce - ; ; - -
CV mortality and HFH - selected SacubitrlValsarian — Individial decision afierthercugh diagnostic process
patients : ' : :
-

orter 2 inhibitor
Wi - Herz. 2022; 6:1-8. doi:10.1007/s00059-022-05119-5. Epub ahead of print.
= - ‘. - e F

Abbreviations: ACEI an erting enzyme inhibitor, ARB angiotensin receptor blocker, ASS, acute splanchnic syndrome; CAD coronary artery disease, CCB calcium
annel blocker, iv intravenous, Awnicoid receptor antagonist, PDE5i phosphodiesterase type 5 inhibitor, sGC soluble guanylate cyclase, SGLT2i sodium-glucose
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Case: Recap of Mrs. Wynded

e 75 year old woman e Inclinic:
e DM2 treated with metformin 1000 mg — On perindopril 8 mg/day,
BID and glyburide 5 mg BID bisoprolol 10 mg/day,
e History of HF due to previous Ml spironolactone 12.5 mg/day
o LVEF 33%, declined ICD therapy — Creatinine 131 umol/L, eGFR
36 mL/min/1.73 m2, K+ 5.2

e Used to walk 30 min daily without
shortness of breath mmol/L

* Now NYHAIIIl for the past 2 weeks with — HR 83 bpm, sinus
orthopnea — BP120/78 mmHg

Potential management options?

ACEI, angiotensin-converting enzyme inhibitor; ARNI, angiotensin receptor .
neprilysinginhibitor; BID, twicge a dzy; BP, blood pressure;gEF, ejection frF:’-xction; * ARNI InStead Of ACEI
e imated glomerular filtration rate; HFrEF, heart failure with reduced . SGLT2| instead Of sulfonylurea
ejec a 5 ; ICD, implantable cardioverter defibrillator; K+, . .
potassium; MI, my farction; NYHA, New York Heart Association * Add ivabradine
Functional Classification; T2DM, type ‘2”diabetes mellitus
e

e e
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Example of Sacubitril/Valsartan treatment
implementation

First dose of sacubitril/valsartan

AM  ACEi ACEi

PM ACEi ACEi
AAL

[ T — —
~ Last dose of ACEi.

' 36 hours wash-out
! 'ﬁh required

| FOS— .

MED/ENT/0035
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How to Follow Up a Patient Initiated on Sacubitril Valsartan

« Leverage both suppression of RAAS pathway and increased NP levels
= Stop ACE for 36 hours (ifARB, start at next dose)

« Startsac/valat49/51 mg (or 24/26 mg based on patient profile)

» Increase dose 4 weeks after initiation if labs/BP adequate*

* [fARNI, ACE/ARB inadequate, try nitrates + hydralazine

Doreplace ACE or ARB in the
management of HFrEF

S\

= Cutdown if hyperkalemia or significant rise in Cr occurs

+ =
Dowatch K'/Crfor2-3weekspost | | o . il thatwith ACE/ARBIdiuretic or sac/val—1 Cr of 30% is acceptable*

HHiation * No visit with specialist or GP required

Do follow BP for 2-3 weeks post = Anticipate BP-lowering effect

initiation * No visit with specialist or GP required

Use caution if SBP <100 mmHg PARADIGM-HF trial excluded patients with eGFR <30 mL/min/1.73m?2 or

and/or eGFR <30 mL/min/1.73 m? symptomatic hypotension with SBP <100 mmHg

Do NOT start an ACE when already

Risk of angioedema with combined use
on sac/val

Do NOT startan ARB when already

Redundant, as there is ARB already in it
on sac/val

QO < «

“If initial dose 15 24/26 mg, add one addition step dunng the titration
ACE, angiotensin-converting enzyme; ARB, angiotensin receptor blocker; ARNI, angiotensin receptor nepnlysin inhibitor; BP, blood pressure; CR, creatinine; eGFR, estimated glomerular filtration rate; HFrEF, heart
| failure with reduced ejection fraction; K+, potassium; NP, natriuretic peptide; RAAS renin-angiotensin-aldosterone system; sac/val, sacubitrilivalsartan; SBP, systolic blood pressure

Howlett JG. Can J Cardiol 2015;32(3).296-310. Consult product monograph
T
“ . 4
’I
e

S -
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How to Follow Up a Patient Initiated on Ivabradine

Do try to achieve target doses of

2 el » |[fHR remains 270 bpm, consider initiation of ivabradine
BBs prior to initiation

* |n patients >75 years of age, 2.5 mg BID starting dose may be used
Do start with low dose and modify » Aim fortargeted dose, or highest tolerated dose based on resting HR

dose based on patient’s resting HR (50-60 bpmtarget)
= Titration can usually be accomplished in 2—4 weeks

* HR fluctuates considerably over time

B follow-ap with 1Z-lond ECG » Assess HR prior to dose modifications

Use with caution if symptomatic While ivabradine has no effect on BP, caution is advised when used in
hypotension (<90/50 mmHg) patients with BP <90/50 mmHg

Do NOT use if HR <70 bpm or notin | Titrate dose downward if bradycardia develops (HR <50 bpm) or patient
sinus rhythm prior to treatment experiences symptoms of dizziness, fatigue or hypotension

Titrate dose downward if bradycardia develops (HR <50 bpm) or patient

Do NOT use if severe cirrhosis : T : -
experiences symptoms of dizziness, fatigue or hypotension

3¢ [ | 2 NUEE NI

BB, beta-blocker; BID, twice a day, BF, blood pressure: bpm, beats per minute; ECG, electrocardiogram; HR, heart rate
Howlett JG. Can J Cardiol 2015;3253 :296-310; Ponikowski P et al. Eur Heart J. 2016:37(27):2128-2200. Consult product monograph

b L

e e
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Algorithm for Use of SGLT2is in HF

Indications Contraindications Caution

Outpatient initiation Special considerations Follow-up

Patientswith | - N o W :
Patients with CLI (. Volume depletion Start 10 mg od gam: + Monitor for GMis, Follow up routine as per
TYP‘_’2 DM with eGFR<25 - Hypotension (blood - Dapaglifiozin coupsel on proper underlying condition:
gﬂ:ﬂ:?f :itdne * Allergy or pressure<95 mmHg) - Empaglifiozin hygiene . - Weight
disease ¥ intoleranceto | | . Active GMI Start100 mgod gam: | | = Concomitant - Symptoms of

SGLT2i ; e dehydrating illness Bioaiens
= PriorCLI . Aoz ypotension
or Canagliflozin (SADMANS) Adherence
Patients with * DKA[specific to DM[ - Borderline renal )
chronic kidney + History of severe function = R?:gunctlon
disease hypoglycemia 5 Vgl dasiietion (eGFR)
GFR25-90 3paincio DU - Blood glucose
(e ’ s ~ -4 . g [specific to DM]
UACR>20 mg/ Do not initiate L
mmol) SGLT2i Potential drug-drug
effects with:
or
Patients with P :
= Delay initiation of SGLT2i L ditreti 3
chronic HEIEF until condition resolved/ oL . e . insulinor S )
therapies modified to = OPtlﬂﬂaI_dF:se red:;lctlun if *+ IDMW/A1C<T.5, c::)nglderfiose
reduce risk euvolemic; 30-50% dose reduction (i.e.10-20% insulin,
reduction if volume depletion and/or50% SU)

DECUES - If episodes of hypoglycemia, stop

SU and dose reduce insulin

This tool is available for download in the Initiatives & Programs section at: www.heartfailure.ca

- CL, critical limb ischemia; DM, diabetes mellitus, DKA, diabetic ketoacidosis; eGFR, estimated glomerular filtration rate; GMI, genital mycotic infections; HFrEF, heart failure with reduced ejection fraction; OD
once a day; QAM, every moming; SGLT2i, sodium-glucose cotransporter 2 inhibitor; SU. sulfonylurea: UACR: urine albumin fo creatinine ratio

Adapted from the Canadian Heart Failure Society's *Practical approach to SGLT2 inhibitors fortreatment of cardiovascular disease” document
T
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Safety and Tolerability
of Vericiguat in the VICTORIA Trial

Symptomatic hypotension and syncope tended to be more common with vericiguat

More anemia developed with vericiguat (7.6%) than with placebo (5.7%)
Frequencies of SAES were balanced: vericiguat (32.8%) and placebo (34.8%)

No adverse effects of vericiguat on either electrolytes or kidney function

After 12 months, 89.2% of those randomized to vericiguat
and 91.4% of those assigned to placebo achieved the 10 mg target dose

SAE, serious adverse event.
Armstrong PW et al. N Engl J Med. 2020; 382:1883-1893.
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Vericiguat Now Available on ODB!!
e LU Code 685 (as of October 2024):

— For the treatment of symptomatic chronic HF as an
adjunct to standard-of-care therapy in adult patients with
reduced ejection fraction who are stabilized after a recent
HF decompensation event, if all the following conditions
are met:

e LVEF <45% and NYHA II-IV

e HF decompensation event requiring hospitalization within the
previous 6 months and/or intravenous diuretic treatment for HF
(without hospitalization) within the previous 3 months

-

--,._O‘Vericiguat is used with HFrEF GDMT
L

e e
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Nonpharmacologic Strategies for All HF Patients

e Typical sodium intake <2000 mg/day

e Fluid restriction in selected patients

e Daily weight monitoring with diuretic sliding scale
e Regular exercise may improve quality of life

e Achieving and maintaining healthy body weight

e Smoking cessation

e Annual influenza, periodic pneumococcal pneumonia
immunizations and current/future vaccines relevant to this high-
risk population (e.g. COVID-19)

e (Close follow-up and disease management

— md caregiver education
\ e 67
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Conclusions

e Natriuretic peptides are the gold standard for
biomarkers in heart failure (HF)

e Measurement of BNP or NT-pro BNP is useful to: 1)
diagnose or exclude HF, 2) risk stratify patients with
chronic HF, 3) establish prognosis, 4) identify
patients at risk of developing HF

e NT-pro BNP testing is available free of charge since
2021, through Ontario Health pilot project which has
been extended for another year
) L st

e e
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CCS/CHFS 2021 HF Guidelines

e We recommend that in the absence of contraindications,
patients with HFrEF be treated with combination therapy
including 1 evidence-based medication from each of the
following categories (strong Recommendation; Moderate-Quality
Evidence).

— a. ARNI (or ACEI/ARB);
— b. B-blocker;

— ¢. MRA; and

— d. SGLT2 inhibitor.

e The Committee acknowledges lack of evidence favouring one

articular titration strategy for guideline-directed medical
-‘;WGDMT) over another.

Y -
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2017 CCS Guidelines for Pharmacological
Management of HFpEF

We suggest candesartan be considered to reduce HF hospitalizations
in patients with HFpEF (Weak recommendation; Moderate-Quality
Evidence)

We suggest that in individuals with HFpEF, serum potassium <5.0
mmol/L, and an eGFR >30 mL/min, an MRA such as spironolactone
should be considered, with close surveillance of serum potassium and
creatinine (Weak Recommendation; Moderate-Quality Evidence)*
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What does successful treatment include?

e An effective treatment plan will include:13
— Lifestyle management advice

— Ongoing patient education

— Pharmacological and/or nonpharmacological
interventions

e A treatment strategy should:
— Be tailored to individual patients
— Be frequently reviewed

- — Have well-defined treatment goals

—
. 1. McMurray JJ et al. Eur HeartJ 2012;33(14):1787-1847. 2. Grady KL et al. Circulation 2000;102(19):2443-2456. 3. NICE clinical guideline [CG187]. 2014. Acute heart
Wnosis and management. 5
at: : i
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Teach we and 1
remember. Involve me
and I learn.”

o Behjamin Franklin
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Questions & Discussion



Poll #3:

How would you rate your knowledge of NT-
proBNP after attending this session?

1
2
3.
4
5

Not familiar at all.

| have a vague understanding of its role in heart failure.

| know NT-proBNP is used in diagnosing heart failure but don’t know the details.
| have a good understanding of NT-proBNP's diagnostic role in heart failure.

| am very familiar with how NT-proBNP is used in diagnosing heart failure.
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Join the...

Integrated Heart Failure Care Community of Practice

Joining is as easy as 1,2,3

Visit the OHT Shared Space and click “SIGN UP”
to create your account.

Visit the Integrated Heart Failure Care CoP and
click the “JOIN GROUP” button. You will receive
an email notification when you’ve been
accepted into the group.
Note: You are automatically accepted into
the “General Discussion” Group.

Don’t forget to click on the “Subscribe to
Updates” button once you’ve been accepted

@ |Integrated Heart Failure Care

KW() CoP

This CoP s for the OHT demonstration sites that have received seed funding and no loss
provigion fo fmplement and operationalize the Integrated Heart Fallure Care Initiative in
collaboration with Ontario Health regional and provinclal teams. The CoP brings togethar
frant-line clinicians, clinical leads, change management leads, and project managers
across OBP funding hogpitals. community care provider organizations and primary care
sic., to ansure a collaboraive approach to implementing this HF end-1o-end care
initative

The CoP will be oparatioralized via this interactive online space as well as ragular touch
points focused on specific 1opics/content streams ralevant to either the larger community
andfor subgroups within the CoP.

Note: Tha onboarding of additional sites will be reviewad in 2023.

3 Tha dul 28 2022
\EMBERS ESTABLISHED

Members Attachments.

i I"ltO yO ur C (0] P ! — Subscribe to updates

Any questions/concerns? Contact the OH ICP

M Project Team at

OHTSu

ort@OntarioHealth.ca

Group Administratars
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Thank You

OH HF Project Team



