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NO DISCLOSURES for this presentation

HFrEF:Update — SGLT2

Use of Brand name products within context

inhibitors — are we
better at tfreating heart
failure?

VINCE COLUCCI, PHARM

Learning Objectives

At the conclusion of this presentation, pharmacists will be able
to:

. Explain the Guideline Directed Medical Therapy, Class |, Level
of Evidence A (i.e., first-line drugs) to manage heart failure
with reduced ejection fraction (HFrEF) patients in the
outpatient setting

. Develop a medication treatment plan and optimize the
titration of the heart failure medications discussed in patients
with a diagnosis of HFrEF
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Renin-Angiotensin System Inhibition With ACEi or ARB or Renin-Angiotensin System Inhibition With ACEi or ARB or
¢ YT RN ARNi (con’t.) R

In patients with previous or current symptors of chronic HFFEF
mmendations for Renin-Angiotensin System Inhibition With ACEi or ARB or ARNi who are intolerant to ACEi because of cough or angioedema and
when the use of ARNi is not feasible, the use of ARB is
recommended to reduce morbidity and mortality.

Recommendations

In patients with previous or current symptoms of chronic HFrEF,
In patients with HFrEF an ass 11 to 111 symptoms, the

Value Statement: High Value (&) mentwith an ACEi or ARB

of ARNi is recommended to reduce morbidity and mortality.

-onomic value.
In patients with previous or current symptoms of chronic HFFEF, ) )
pafientswith pre ymptoms of chrol In patients with chronic symptomatic HFrEF NYHAclass 11 o
the use of ACEi is beneficial to reduce morbidity and mortality
OF ACEi is benefic Y ortality 111 who tolerate an ACEi or ARB, replacement by an ARNi is
when the use of ARN s not fe
recommended to further reduce morbidity and mortality,

Renin-Angiotensin System Inhibition With ACEi or ARB or
ARNi (con’t.)

In patients with chronic symptomatic HFrEF, treatment with an [Mortality at 12 mon: 52%
Value Statement: High Value ¥ o)

in P group vs. 36%in
® ARNi instead of an ACEi provides high economic value

CONSENSUS TRIAL
ARNi should not be administered concomitantly with ACEi or = NEJM 1987:316:1429

within 36 hours of the last dose of an ACEi.
ARNi should not be admi to patients with any history of
angioedema,

ACE:i should not be administered to patients with any history of

angioedema.

The numbers of patients alive in e
at the bottom of the figure. P = 0.0

Percent Mortality
Cumulative Mortality

0.09
P = 0.0036

12 18 24 30 36 42 48
Months

Placebo 1284 1159 1085 1005 939 819 669 487 299
nalapril 1285 1195 1127 1069 1010 891 697 526 333
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ACE Inhibitors Reduce Mortality and Hospitalizations in Patients
With HF
ACE-I. Contraindications

« Intolerance ioedema, anuric renal fail. — B —

1
2

- Bilateral renal artery stenosis .
» Pregnancy

+ Renal insufficiency (creatinine > 3 mg/dl)

Risk of Martality (%)

* Hyperkalemia (> 5.5 mmol/l)

» Severe hypotension

sce. angiotensin-converting enzyme; OR, odds ratio.
Collaborative Group on ACE Inhibitor Trials. JAMA. 1995;273(18):145

©® JACC journat

From: Combined Nepril d Renin-Angiotensi

Angiotensin-Neprilysin Inhibition ver Enalapril
in Heart Failure

ai, M.D., MPH.,
Jianjian Gong, Ph.D., Martir Pharm.D., Jean L.
Rouleau, M.D., Victor , M.D., D , M.D., Karl Swedberg, M.D.,
Ph.D., Michael R. Zile, M.D., for the PARADIGM-HF Investigators and Committees
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September 11, 2014

N - N NEUROHORMONAL BALANCE IN HEART FAILURE
*Neprilysin is a neutral endopeptidase that

degrades some vasoactive peptides, including
natriuretic peptides, bradykinin, and Weampensatory Mediators ARAAS/SNS Activation
adrenomedullin.

Natriuretic Peptides

Nitric Oxide
*Inhibition of neprilysin by LBQ657, the active "";:-;;‘:17- o
metabolite of sacubitril, increases the levels of EeEr
these peptides, decreasing vasoconstriction, Endothelin

sodium retention, and maladaptive remodeling.

Valsartar_] bl_ot_:l_<s the a_ngmte_nsm Il type-1 (AT,) plureste Fluid Retemion
receptor, inhibiting angiotensin Il and the Antihypertrophic

Hypertrophy
release of aldosterone.
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TARGETING NEPRILYSIN: Screening Criteria, Run-in Periods, and Randomization.

l Neurohormonal

Endogenous activation

vasoactive peptides l Vasculer tone.
— l Cardiac fibrosis,
hypertrophy

l Sodium retention

| Neprilysin | i
inhibition
Inactive metabolites

MeMurray 32V et al. N Engl 3 Med 2014

PARADIGM-HF

ve comparison of ARNI with ACE fo D
I Mortality and morbicity in Heart Failure frial

PARADIGM-HF: Who was eligible?

+ Chronie HF with LVEF <40% + History of angloedema

Age 64 yr. Female 22%. NYHA class Il 70%, Il 24%.
LVEF 0.29. SBP 122 mmHg. BNP 253 pg/ml (NT pro BNP 1613 pg/mi)
eGFR 68 mi/min/1.73m2. AF 37%. Prior HF hosp. 62%. Diuretic 80%, digoxin

30%, p-blocker 93%, MRA 56%. ICD 15%. CRT 7%. * NYHAILIV symptoms “GFR <30 mL/min/1.73 m!

Single-blind period

Elevated natriuretic peptides

+ On guideline-directed medical
therapy for > 4 weeks Including
— ACEi or ARB [enalapril 10 mg

Serum potassium >5.2 mmal/L
$BP <100 mmHg or symptomatic
hypotension

+ Current Acute Decompensated HF

daily or equivalent]
~ B-blocker (unless intolerant)
~ MRA if appropriate

PARADIGM-HF Trial (Approval of sacubitril/valsartan [Entresto®]):
double-blind trial in 8442 patients with class II-IV heart failure and a

PARADIGM-HF: Pre-specified

endpoinTS reduced ejection fraction.

v 7 " , randomized to sacubitril 97 mg/valsartan 103 mg (Entresto® 200mg)
Primary: Cardiovascular death or heart failure . . S . Ny Ny
hospitalization twice daily or the ACE inhibitor enalapril (Vasotec®, and generics) 10

mg twice daily, both in addition to other HF drugs.
The study was stopped early because a prespecified interim analysis
showed lower cardiovascular mortality in patients randomized to

Heart failure hospitalization sacubitril/valsartan arm
Secondary:

After a median follow-up of 27 months, the primary endpoint, a composite of first
hospitalization for worsening heart failure or cardiovascular death, occurred in
significantly fewer patients taking the combination product compared to those taking
enalapril (21.8% vs 26.5%). The combination significantly reduced the risk of first
hospitalization for worsening heart failure (12.8% vs 15.6%), death from cardiovascular
causes (13.3% vs 16.5%), and all-cause mortality (17.0% vs 19.8%) It also slowed the
progression of heart failure.

New onset atrial fibrillation
Decline in renal function

N Engl J Med 2014;371




PARADIGM-HF: CV Death or HF
Hospitalization (Primary Endpoint)

Enalapril
(n=4212)

LCZ696
(n=4187)

80 (0.73-0.87)
000004
mber needed to treat = 21

Kaplan-Meier Estimate of
Cumulative Rates (%)

540 900 1080 1280

™ 2

I e
Mehiurray ot al. NEIM 2014

PARADIGM-HF: Pre-specified
endpoints

» Cardiovascular death

» Death from any cause
» KCCQ (CSS - symptoms and physical limitations)
>

>

Doubling of Survival over
ACE/ARB

Angiatensin
receptor LCZ 696

ACE
inhibitar

Heprilysin inhibition  16%
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PARADIGM-HF:
Cardiovascular Death

Enalapril
HR = 0.80 (0.71-0.89) (n=4212)
P =0.00008
Number need to treat = 32

LCZ696
(n=4187)

360 540 T20 900 1080
Days After Randomization

PARADIGM-HF:
All-Cause Mortality

Enalapril
(n=4212)

LCZ696
(n=4187)

£
7%
@
5
3
25
i3
SE
0
2

360 540 720 900
Days After Randomization

Mekhurray ot o i 2014

* Patients with low blood pressure, CKD, and more
severe HF were less likely to complete the run-in
period and be randomized
« Tolerability in unselected populations in practice
may be less
* No data to support use in:
— New-Onset Heart Failure
— Post-MI patients with Heart Failure
— Acute Decompensated Heart failure
— Advanced CKD

+ Be mindful of eligibility criteria
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Using Sacubitril/Valsartan in
practice

* For most patients, initial recommended dose
sacubitril/valsartan 49/51 mg bid (equivalent to LCZ696 100
bid).

Initiation at lower dose (24/26 mg bid) may be appropriate
for patients in whom tolerability is a concern.

Must interrupt ACE-inhibitor for 36 hours prior to initiation
of sacubitril/valsartan to avoid overlap and risk of
angioedema

since BNP levels rise with neprilysin inhibition, use of serum
BNP to monitor HF severity or response to therapy not
appropriate

Serum NT-proBNP is still a useful marker on treatment

Table 5. Adverse Events during Randomized Treatment.

Enatspril
(N=4212) P Value

Meurray 33V etal. N Engl J Med 2014:371:993-1004

Valos Statement

Intmediate Valus (3)

Sodium-Glucose Cotransporter 2 Inhibitors

Recommendation for SGL

HF

Recommendation
In patients with symptomatic chronic HFrEF, SGLT2i are recommended to
reduce hospitalization for HF and cardiovascular mortality, irrespective of

the presence of type 2 diabe

In patients with symptomatic chronic HFrEF, SGLT2i therapy provides

intermediate economic value.

@ ]ACC Journals

From: A Test in Context: C ation of Natriuretic Peptide Testing in Heart Failure
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The valsartan salt in sacubitril/valartan (S/V) approved
product is different from the one in the brand Diovan®;
103 mg of valsartan in the Entresto® marketed product
is equivalent to 160 mg of valsartan in the Diovan®
product.

The recommended starting dosage of the S/V approved
product is 49/51 mg twice daily. The dose should be
titrated after 2-4 weeks as tolerated to reach the target
maintenance dosage of 97/103 mg twice daily.
ACE inhibitor treatment should be stopped for 36
before starting treatment S/V.

For patients not currently taking an ACE inhibitor or an
ARB, or for those with severe renal impairment (eGFR
<30 mL/min/1.73 m?) or moderate hepatic impairment,
the starting dosage of S/V is 24/26 mg twice daily.
The approved S/V product is not recommended for
patients with severe hepatic impairment.

Irs

EMPA-REG OUTCOME Study

Hospitalization or CV Death

HF Hospitalization or HF
Death

acults with type 2 disbetes and established

Empagifiezin is a highty selective inhibitce of SGLT2

Zinenan B et 3l N Engl J Mod 2015 [Epub ahead of pinf]

BMI <45 kg/m?, HbATe 7-10%; eGF
mlimin/1 73 (MDRD)



Heart Failure Hospitalization or CV Death in
Patients with vs without HF at Baseline

HR 0.63
(95% C10.51,0.78)

Patients without
heart failure
at baseline

HR0.72
(95% C10.50, 1.04)

Patients with
heart failure
at baseline

Emp:
Failure:EMPEROR-Reduced

Primary Outcome and Total Hospitalizations for Heart Failure.
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Zineman B et al N Engl § Med 2015 [Epub ahead of prnt] PackerMetal. N Engl J Med

Changes merular Filtration Rate. FNAS

* Glucose

R TIP———————
T wradar feedhach |

o3¢ Hisk

Packer M et al. N Engl J Med 202¢ 4 Ferrari, et al. Annals of Pharmacotherapy 2021;55:1267

the NEW ENGLAND
JOURNAL o MEDICINE

HE and/or T20M =

RESULTS
During a median of 16 months, a primary outcome event occurred in 361 of 1863
patients (19.4%) in the empagliflozin group and in 462 of 1867 patients (24.7%)
in the placebo group (hazard ratio for cardiovascular death or hospitalization for
heart failure, 0.75; 95% confidence interval [CI], 0.65 to 0.86; P<0.001). The effect

of empagliflozin on the primary outcome was consistent in patients regardless of
the presence or absence of diabetes. The total number of hospitalizations for heart
failure was lower in the empagliflozin group than in the placebo group (hazard
ratio, 0.70; 95% CI, 0.58 to 0.85; P<0.001). The annual rate of decline in the esti-

in pasents O the presence of .

41



Dapagliflozin in Patients with Heart Failure and
Reduced Ejection Fraction
John J.V. McMurray, M.D., Scott D. Solomon, M.D., Silvio E. Inzucchi, M.D., Lars

Kaber, M.D., D.M.Sc., Mikhail N. Kosiborod, M.D., Felipe A. Martinez, M.D., Piotr
Ponikowski, M.D., Ph.D., Marc S. Sabatine, M.D., M.P.H., Inder S. Anand, M.D., Jan

Bélohlavek, M.D., Ph.D., Michael Bohm, M.D., Ph.D., Chern-En Chiang, M.D., Ph.D.,

Vijay K. Chopra, M.D., Rudolf A. de Boer, M.D., Ph.D., Akshay S. Desai, M.D.,

P.H., Mirta Diez, M.D., Jaroslaw Drozdz, M.D., Ph.D., Andrej Dukat, M.D., Ph.

Junbo Ge, M.D., Jonathan G. Howlett, M.D., Tzwe : Ka(uva, M.D., Ph.D.,

Masafumi Kitakaze, M.D., Ph.D., Charlotta E.A. Ljungman, M.D., Ph.D., Béla
Werkely, M.D., PhD. Jose . Nicoias, M.D. PhD., Eloan OMeara M.D., Mark C.
Petrie, M.B., Ch.B., Pham N. Vinh, M.D., Ph.D., Morter
Tereshchenko, M.D., Ph.D., Subodh Verma, M.., Ph.D., .
David L. DeMets, Ph.D., Kieran F. Docherty, M.B., Ch.B Pdraeep Jhund, M.B.,
Ch.B., Ph.D., Olof Bengtsson, Ph. Lic., Mikaela Sjostrand, M.D., Ph.D., Anna-Maria

Langkilde, M.D., Ph.D., for the DYYMERTENCommittees and Investigators

N Engl J Med
Volume 381(21):1
Novembe

Cardiovascular Outcomes

Primary Efficacy End-Point Events.

Evemts por 100 Patients

Bhatt DL et al. N Engl J b
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Study Overview

« In this randomized, placebo-controlled trial,
investigators evaluated the effects of the
sodium—glucose cotransporter 2 inhibitor
dapagliflozin in patients with heart failure a
a reduced ejection fraction with or without
type 2 diabetes.

The risk of worsening heart failure or
cardiovascular death was lower among those
who received dapagliflozin, regardless of the
presence or absence of diabetes.

Sotagliflozin in Patients with Diabetes and Recent
Worsening Heart Failure

Patients with diabetes and recent worsening heart failure that had led to hospitalization were
randomly assigned to receive sotagliflozin or placebo.

Ata median of 9 months, the total number of deaths from cardiovascular causes and

hospitalizations and urgent visits for heart failure was significantly lower with sotagliflozin than
with placebo.

January

Either Death from Cardiovascular Causes or Hospitalization for Heart
Failure.

Cumulative Incidence (%)

No. at Risk
Placzba

BhaitDL et al. N Engl I Med
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CENTRAL ILLUSTRATION Sodium-Glucose Cotransporter 2 Inhibitor Cardiorensl Protection
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experimentol o Ainey
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Zeteier, TA. ot 3L ) Aen Col Cardiol. 2020754142234

Proposed Framework by which SGLT2 inhibitors Can Modulate Nutrient
in Heart Failurs: ic Insights from the EMPEROR Program Deprivation Signaling
and Tharahv Enhance Autonhanic Eliy and Reduce Coellular Stross

Effact of in on Girculating

Kidney injury molecule-1 (KIM-1). SGLT2 Inhibitors
Changes from Baseline in the Bind Directly to Nutrient Sensors to Influence their Function

. Empaglifiozin and Placebo groups at i

Cardiopratection S — - Week 12 and Week 52 Activation of sirtuins, AMPK and PGC-1a Ketogenesis

T ‘Suppression of MTOR activity Erythrocyto

M2 _ ~ Enhanced autophagic fux Reduced uricemia
[ neez - 8 : g |
\ X r by
X
N

IGFBP4 - ) i
uMtCK : 4 ¥ Decrease in oxidative.
AL . e i + and endoplas

reliculum siress.

Favorable Biological and Cellular Actions of Differentially Expressed Proteins
in the Heart and Kidney

Preservation of
celluiar viabiity and
orgen archilecture

TR
Restoration of mitochondrial Suppression of
health and pramation of proinflammatory and

Tsma10| I
mitochandrial bicgenesis profibrotic pathways

fion of autophagic flux or interferance with

Nephroprotection s MPK signaling blocks cardioprotective and
nephroprotective effects of SGLTZ inhibitors

The Key Word Here is AUTOPHAGY!!!
Zannad F et al. Eurcpean Heart Journal 2022; 43: 4991-5002 Packer M. Circulation. 2022.146:1383-1405

ANGPTLA ReP2
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a meta-analysis of |

Effect of SGLT2 inhibition on the kidney

.ancet, The

me 39

Cardiovascular outcomes Absolute benefits: (i) T2DM + CV disease

Diabetes

Maan eGFR: 80 mLimin'1_73m?

CV death or HF hospitalization CV death
Mean eGFR RR (95% CI) RR (95% CI)

DIABETES g 2
High CV risk trials 80 End 5
Stable heart failure trials &1 -
Chronic kidney disease trials 45 -
Subtotal: DIABETES
NO DIABETES
Stable heart failure trials
Chronic kidney disease trials
Subtotal: NO DIABETES = 0.79 (0.72, 0.87)
TOTAL: OVERALL * 0.77 (0.74, 0.81)

05 a1 wsas

SGLTZ bettar Pracates et

Kidney disease progression .

0.77(0.73, 0.81) 0.86 (0.80, 0.92)

acute kidney njury [l

CV death or
HF hospitalization =
0.88 (0.78, 1.01)
0.86 (0.81,0.92)

Events avoided per 1000
patient years (SE) in SGLT2i ams

3. DAPA-MI Trial Design

Phase 3 multicenter, parallel-group, registry-based, double-blind, placeb trial
to evaluate the safoty and efficacy of dapaglifiozin vs. placebo in patients without known diabotes or

Absolute benefits: (ii) Heart failure

Events avoided per 1000
patient years (SE) in SGLT2i arms.

Lok

Diabetes

Mean eGFR: 81 mjmini1, 73m*

No Diabetes

Mean eGFR: 64 mmin1, 73m

104

Kidney disease progression .
Acute kidnsy injury .

CV death or
HF hospitalization .

established HF, presenting with M1 and impaired left ventricular systolic function or Q-wave MI, in

addition to SOC

M1 within 7(+3) days

+ Mo known T1DM or T2DM or
established HF and no clear
indication for SGLT2 ealment |

Randomizatian s

v
s fa M
A
Hew onser

. Dapaglifiozin (10 mg OD) Theh coma of
=

NTHA Funcanal Classifcation a st it
oy weignt decres atvar

SECONDARY OUTCOMES:

N, o Yk Hoart Associabon: 00, nce il &
4. ty5m 3 ataies i,



https://www.clinicalkey.com/#!/browse/journal-issue/1-s2.0-S0140673620X00389
https://www.clinicalkey.com/#!/browse/journal-issue/1-s2.0-S0140673620X00389
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DAPA-MI Primary and Key Secondary Hierarchical
Composite Outcome
DAPA-MI - dapagliflozin post MI (Registry trial) R 0

Key eligibility criteria mary Ovicane | a5 7% 050 saom
+ Recent MI Characteristic Value
+ LV impairment or Q waves x.,s«m.,m:a:u: 2 202 1,20 (104, 1.40) Pe0.015

- No diabetes Age 63
= No known chronic HF with hospitalization in last yr ge vr) Compommmr 15 2 : 131 001,173

+ Randomized to dapaglifiozin 10mg or placebo Sex (female) 20%
= 4017 participants
+ Mean FU 1 year LVEF 230%

Components 14 | 904% 110 (030, 151)

Companents 1-3 5 1.03 (074, 1.45)

« Primary outcome: hierarchical compasite STEMI
1) Death 5 ) 15% ,
2 Hosplatzabontor P 2 | 92 Lot (068, 149)

4) in oriation Tutter event win ratio Component ’ s 8 e 10mg s 08 (045, 146)
M s

New-anset T2

6) NVHAsmus - -
ght o

Compans

mes S, Erlinge D, Storey RF, ot al. NEJM Evidence. 2023,

EMPACT-MI Trial Design
Phase 3 i double-blind, p trial to evaluate the safety and

DAPA-MI — dapagliflozin post MI (Registry trial) eMicacy of ampagifiasin ve. piscebo in patints hoaptalsed for M with or i hgh sk of now snset

HF, in addition to SOC
- Diagnasis of spantaneaus* acute M|

i R % €1
T
. e —i PRIMARY COMPOSITE ENDPOINT
npmin ool il E"'P'ﬂm‘“:' (10mg OD) Tieme o frst HHF or al-cause moriaty
or
Dol s e st s0c SECONDART ENDPONTS
s 1y e
CKD er bomarter eves)
—— HF hospitalized
* Hosplal admission wihin past
L 14 days before randomization

meriaity

AF | flutter * Na history of HF or LVSD

Now-onset DM

ki e Ul it ey sty of sl CAD iy (. iyttt e e
.3, pumGeary ke, TAHGA 3 RO, o -
v sgar masterinttlseiton . 1 o05 ottt et
e iy 23 600 pOIRL W AF B 2350 Py s in s
5 mgldL {2448 pmoiLI; PASP. pattent ) for the e M. 3
el AL o e of ke . g of D

rington J. Udell JA Jones W. et al_Am Heart J. 2022:251:56-38.

Figure 6. Treatment of HFrEF Stages C and D oyl Sumd mplament nircwted GONT.
Gonuier e oloning "Chtcas are ot sty

LvaDs
(0 Ba)

Step 1 medications may be started simultaneously at initial (low) doses recommended for HFrEF. T T g

11
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traditional sequencing was
fective therapies were
discovered first and then the next and so on, such that they
must be added in that order

Getting the GDMT on board is MORE important that reaching
the target dosing — low doses of drugs for HFEF yiel
its to morbidity and mortality

(new) Drugs tested in trials were not tested in patients who
were receiving background therapy at target doses of
approved agents; most were either not on the full
complement of GDMT or w ubtarget in doses

Current approach has been criticized in needing to achieve
target dosing and prioritizing each agent ad , thus, addi
significant length of time before all mortality-reducing agents
are on board -- note that each of the “foundational drugs has
been shown fo reduce morbidity and mortality within 30 days
of initiating treatment

Figure 3 Beta-blockers vs. placebo in sinus rhythm
heart failure phenotype. Kaplan Meier plots for ..

{ togrank p-aaze §-— Log-rank pe031

H

8w

Cardiovascular mortality
LVEF <AO%W, dinus hythen  LVEF 40.49%,sinus thythm  LVEF 250%, sns thythim

ijig
IO—
RN,
A
[ ENR]

3

[——

3
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Conventional sequencing i Proposed new sequencing

step1 ACEi/ARB step1 + SGLT2i
1

s m

, | |

step3

step m ‘“’
Steps SGLT2i e

Uptitration to target doses at each step Al 3 steps achieved within 4 weeks
Typically requires 6 months or more Uptitration to target doses thereafter

SGLT2i
ARNi

superior toACES) | - (with or without

T20M)

ACEiorARB  Bblocker MRA

e 10K
DG & 368
DOt § %0

Figure 5 Observed change in LVEF in survivors. Change in left
ventricular ejection fraction (LVEF) from baseline in
B Atrial

10

M Placebo [ Beta-blocker

Change in LVEF from baseline (%)
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https://doi.org/10.1093/eurheartj/ehx564
https://doi.org/10.1093/eurheartj/ehx564

GUIDELINE DIRECTED MEDICAL THERAPY

Lifetime Benefits of Comprehensive Disease-Modifying
Drug Therapy in Patients With HFrEF (cont)

Relative Treatment Effects on CV Events Event-Free Suriival’ for Comprehensive v
Conventional Therapy for
Patients Starting at Age 55 Yrs

Hasand i (3550

Vo i o e e

HF with £F 540%
Lock of aitiation, Titrotion, or Persistence of:

Beta-Blocker RA

* 34%-35% relativ risk o all-couse martalty * 24%-35% relative risk of ll-couse mortality
* 19%-24% relatve isk of il-cause mortaliy or * 35%-42% relotive sk of HF hospitalizotion

hospitalization

ARM seLTa

.-25% relotive risk of lt-couse mortaiity vs putative 7 13% relative risk of oll-couse mortolity

plac  31% relotive risk of HF hospitolization

7 ~30% relative risk of CV mortality or MF hospitalization vs

putative piocebo
HE with £F >40%
Lack of Initiation o Persistence of
seuni

20% relative risk of CV mortality or HF hospitolization
* 26% relative risk of HF hospitolization

or
Worse quality of ife and health status.

+ Excess risk of disease

« Preventable. and hospitalizations.

First-Line Quadruple
Therapy
(Induction Therapy)

o any order,

Optimize doses of quadeuple therapy.

lated to morbicty and mortaty in igh-isk heart faikr paienis: the GUIDE-IT predictve model

in Receptor/
Nepeilysin inhibitor (ARN)

Sodium
Co-Transporter 2 (SGLT2) Inhibitors

past Pt

ot
v

e Ko
| }
| [ | ligad -
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Summary:

Three Fundamental Changes to the Approach to GDMT

Order and sequence of Initiation
therapies dose fitration
There is no fixed order

and no preference for
the sequence used

Priorifize inifiation over
up-fitration of dose

Speed matters

We have been too
slow in infreducing
life-saving therapies in
the past

a
tive outcomes.

thypote

. They are nephrotoxi

2/29/2024
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