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OBJECTIVES

G DMT

* Pharmacologic therapy in heart
failure

e |[nitiation and transitions of
therapies

* Inpatient and outpatient
considerations

e Special Populations
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STAGE A

l

STAGE B, NYHA |

l

STAGE C, NYHA II/HIIA

l

STAGE D, NYHA LIIB/IV
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STAGE A

HFrEF
EF <40%
STAGE B

At Risk for HF (Stage A)

Patients with
hypertension

Patients with type 2
diabetes and CVD or
high risk for CVD

Patients with CVD

Patients with
exposure to
cardiotoxic agents

First-degree relatives

of patients with
genetic or inherited
cardiomyopathies

Patients at risk
for HF

Natriuretic peptide
—=  biomarker screening

Patients at risk
for HF

Pre-HF (Stage B)

Patients with
LVEF =40%

Patients with a
recent M| and
LVEF =40%

Patients with
LVEF 240%

Patients with
LVEF <30%;
»1y survival;

>40 d post M|

Patients with
nonischemic
cardiomyopathy (2a)




Step &4 Step 5 Step &

Implement additional Reassess symptoms, Referral for HF
GDMT and device labs, health status, specialty care for
therapy, as indicated and LVEF additional therapy

HFrEF NYHA IlI-1V, in
LVEF <40% —»  African American
(Stage C) patients
HFrEF
NYHA I-11; Refractory HF
STAGE C > LVEF<35% ™ (Stage D)
>1y survival
EF <40%
LVEF =40% \ _—
Persistent HFrEF [ NYHA 1I-l;
(Stage C) ambulatory IV; Svmptoms
From 2022 —» LVEF £35%; - .I:’npf’wed
c 0 NSR and QRS
Guidelines 2150 ms with LBBB
LVEF >40%
HFimpEF
(Stage C)
|| [Investigational

studies*




FIGURE 2 Treatment Algorithm for Guidel irected Medical py

HFrEF
STAGE C ‘

ARMNI* + evidence-based
beta-blockert +
mineralocorticoid antagonist +
SGLT inhibitor
(Figures 3A-E)

No optimal sequence or titration rate

! } | |

Individual approach
pp For patients with For persistently For patients with For high-risk patients

persistent volume symptomatic African- resting heart rate alreacly on optimal

American patients 270, on maximally GDMT with

evidenced by a

overload, -
. . . MNYHA class Il-IV despite ARNI/ tolerated beta-blocker worsening HF as
A rl (} l e I l ] l ‘a .hEh'bID‘:k.E”r. dase in sinus rhythm,
mineralocorticoid MYHA class II-11 HF hospitalization or
antagonist/SGLT requirement for

N‘ﬂi-;:!lk-li:l’;t::]ll R intravenous diuretics
L 4 L 4 w w
Titrate Add Add Acld
L J - L J r
Hydralazi ,
Diuretic agent . ?;Grsa;;'izz vabradine Vericiguat
(Figure 3F) dirirats (Figure 3H) (Figure 3I)
(Figure 3G)

“ACE inhibitorsf ARBs should only De considenad in patients with contraindications, imolerance, or inaccessibility to ARML In those instances, please consuli Figure 3 and

the text for guidance on initiation. 1Carvedilol, metoprolol succnate, or bisoprobol. Colors comespond to ACC/AHA Class of Recommendation. Green — Class 1 (strongl;
anghotensin recepton/neprilysin inhibitors; ACC - Amernican College of Cardiology; AHA — American

& + 5 s o
EA‘ P-"!"""'19"":-'53"I College of Physicians Yellow  Class 2a (moderate); Orange — Class 2b (weak). ARNI
Heart Association; HF - heart failure; HFFEF - heart failune with reduced efection fraction; NYHA - New York Heart Association; SGLT - sodium-glicose cotransporers.
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HFrEF
STAGE C

No optimal sequence or titration rate

Individual approach

A rl ibl rapidl ibl

g A‘ PAmerican College of Physicians®
Leading Internal Medicine, Improving Lives

Carvedilol 3.125 mg BID 25mg BID; < 85 kg (37 QD)
50mg BID; > 85kg
Metoprolol Succinate 12.5-25 mg daily 200 mg daily (159QD)
Bisoprolol 1.25 mg daily 10 mg daily (8.6QD)
Sacubitril/Valsartan 24/26 - 49/51 mg BID 97/103 mg BID (375QD)
Lisinopril 2.5-5 mg daily 20-40 mg daily (35QD)
Enalapril 2.5mgBID 10-20 mg BID (16.6 QD)
Losartan 25-50 mg daily 150 mg daily (129 QD)
Valsartan 40 mg BID 160 mg BID (254 QD)
Spironolactone 12.5 - 25 mg daily 25-50 mg daily (26QD)
Dapagliflozin/Empagliflozin 10 mg daily 10 mg daily (10QD)
Ivabridine 2.5-5 mg BID 7.5 mgBID (6.5 BID)
Hydralazine 25 mgTID 75 mgTID
Isosoribide dinitrate 20mgTID 40 mg TID

Bidil (isosorbide/hydralazine) 20/37.5mg1tabTID 2 tabs TID
Vericiguat 2.5 daily 10 mg daily



Beta Blockers
HFrEF

STAGE C * [nitiate when compensated

No optimal sequence or titration rate e Start at low doses
Individual approach ... .
As early as possible, as rapidly as possible * Warn about initial symptom worsening

In-hospital Initiation Continue vs Withdrawal Switching beta blockers

IMPACT-HF - safe to start carvedilol OPTIMIZE-HF registry No data
prior to discharge - continuation associated with
lower risk of post discharge death , .
OPTIMIZE-HF registry — lower and rehospitalizations Blsoprqlol— most B1 selgctlve
mortality if discharged on beta Carvedilol - Least select.lve,
blocker at 60 and 90 days £y EIMEoniE:
JACC Heart Fail. 2019 January ; 7(1): 1-12. doi:10.1016/j.jchf.2018.06.011.

- A‘ Pﬂmerfcan College of Physicians®
‘ Leading Internal Medicine, Improving Lives



ARNI/ACEi/ARB

HFrEF * Angioedema contraindication to ARNI whether
STAGE C ACE:i related or not
No optimal sequence or titration rate * Stop ACEi 36 hours prior to initiation of ARNI (or
Individual approach vice versa)

As early as possible, as rapidly as possible

* Do not use in pregnancy
e ARNI may initially raise level of BNP (not pro-BNP)

In-hospital Initiation Continue vs Withdrawal m

GWTG-HF registry OPTIMIZE-HF registry PARADIGM-HF
Medicare Registry - higher discontinuation rate than - subgroup: having recent
- lower readmissions beta blockers hospitalization just as likely benefit
- lower mortality
- . GWTG-HF Registry PIONEER
Medicare Registry (AHF and AKI) - continuation of ACEi/ARB - ARNI reduces NT-ProBNP more
[54& received ACE/ARB at discharge andhad o ciated with lower 30-dayand  than enalapril
ower 30-day all cause readmissions and .
mortality 90-day and 1-year mortality - Safe
JACC Heart Fail. 2019 January ; 7(1): 1-12. doi:10.1016/j.jchf.2018.06.011.

- A‘ Pﬂmerfcan College of Physicians® @
‘ Leading Internal Medicine, Improving Lives /




ARNI/ACEi/ARB

HFrEF  Angioedema contraindication to ARNI whether ACEi related or

STAGE C not

No optimal sequence or titration rate e Stop ACEi 36 hours prior to initiation of ARNI (or vice versa)
Individual approach

. . ) Do notusein pregnancy
As early as possible, as rapidly as possible g

ARNI may initially raise level of BNP (not pro-BNP)

FARARIEI I3 PROVE-HF trial
After 12 months of therapy with sacubitril/valsartan, the median LV EF increased from 28.2% to

PIONEER HF

PARADISE HF

PROVE HF
LIFE STUDY
PARAGON HF

PARAGLIDE HF

‘Hh r La;chg Internal Medicine, Improving Lives



MRA

HFrEF Monitor Potassi
STAGE C onitor Fotassium
No optimal sequence or titration rate - Spironolactone VS eple Frenone

Individual approach
As early as possible, as rapidly as possible

In-hospital Initiation Continue vs Withdrawal _

No consistent HF data about If discharged with MRA: 8%
inpatient initiation discontinuation rate at 1 year MRA AT DISCHARGE IS
ASSOCIATED WITH HIGHER RATES
If discharged without MRA: 13% of OF POST-DISCHARGE USE

eligible patients start it outpatient

JACC Heart Fail 2019 January ; 7(1): 1-12. doi:10.1016/j.jchf.2018.06.011.

!.~ AC Pﬂmarfcan College of Physicians®

Leading Internal Medicine, Improving Lives



SGLT2-Inhibitors

HFrEF .
e Consider cost

STAGE C

No optimal sequence or titration rate e Consider Diabetic status and A1C level
Individual approach . . . . .
As early as possible, as rapidly as possible e Caution with history of ketoacidosis

In-hospital Initiation Continue vs Withdrawal _

EMPULSE TRIAL: improved 90-day
outcomes

Retrospective studies support
inpatient intiation of dapagliflozin
improving readmission rates

JACC Heart Fail 2019 January ; 7(1): 1-12. do1:10.1016/j.jchf.2018.06.011.

- A‘ Pﬂmerl’can College of Physicians® @
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HFrEF
STAGE C

No optimal sequence or titration rate
Individual approach
As early as possible, as rapidly as possible

Emperor Reduced Trial
Empagliflozin

1° Outcome: composite of HF
or CV death

American Cullege -D‘f Ph'_-,rsu::lans
‘AC P nal Med proving Lives




HFrEF
STAGE C

No optimal sequence or titration rate
Individual approach
As early as possible, as rapidly as possible

DAPA HF
Dapagliflozin

1° Outcome: composite
of HF or CV death

PAmE rican Cullege -l::rf Ph'_.,rsu:lans
‘AC nal Med iproving Lives




SGLT2-Inhibitors

HFrEF ,
e Consider cost

STAGE C

No optimal sequence or titration rate e Consider Diabetic status and A1C level
Individual approach . . . . .
As early as possible, as rapidly as possible e Caution with history of ketoacidosis
Mycotic Infections Urinary Tract Infections
Treat with antifungal Treat with antibacterial
Discontinue if recurrent or severe For mild UTIl - continue the SLGT2i
Discuss personal hygiene and For severe or complicated UTI -
possible treatment upfront pause SGLT2i
ADA & KD Improving global UTI Risk
outcomes (KDGIO) Guidelines: unclear if increased/ controversial
“most genital mycotic infections are easily more data is needed
treated and do not require cessation of SGLT2
inhibitor”

o € A‘ Pﬂ.merican College of Physicians® @
‘ Leading Internal Medicine, Improving Lives &




HFrEF

STAGE C STRONG-HF Lancet 2022

No optimal sequence or titration rate

Individual approach
As early as possible, as rapidly as possible Efficacy
Primary Endpoint
. : 180 day all-
e 87 hospitals, 14 countries death/HF admission

Secondary Endpoints

90 day all-cause
death/HF admission

Rapid Up-Titration by 2 weeks post B
hospitalization 90 day EQ-5D VAS

Exploratory Endpoints
p———— 90/180 day CVD death ————
b———— 90 day all-cause death ————

f——

 Decrease in composite of all-cause death B -l e ereorse ——
and HF readmissions Clinical signs of HF ,
Pro-BNP ’
Favors Control Arm Favors Intervention Arm

* |[ncreased hypotension, hyperkalemia. Safety

b—————— Serious Adverse Event ———
b—————— Fatal Adverse Event —i
—_— eGFR —_—
Hyperkalemia
Hypotension

Favors Control Arm Favors Intervention Arm

No change in serious adverse events

N A‘ Pﬂmarfcan College of Physicians®
‘ Leading Internal Medicine, Improving Lives
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QUADRUPLE THERAPY
PROJECTED BENEFIT

Estimating lifetime benefits of comprehensive
disease-modifying pharmacological therapies in patients
with heart failure with reduced ejection fraction:

a comparative analysis of three randomised controlled trials

Muthiah Vaduganathan, Brian L Claggett, Pardeep S jhund, Jonathan W Cunningham, Jodo Pedro Ferreira, Faiez Zannad, Milton Packer,
Gregg C Fonarow, John ]V McMurray, Scott D Solomon

Event-free survival (%)

Event-free sumdval (%)

Treatment

— Comprehensive therapy

—— Conventional therapy

Projected mean event-free survival
Comprehensive therapy ~ 14-7 years (12.6-17.1)
Conventional therapy 6-4 years (4-8-8.0)
Difference (95% Cl) 8.3 years (6-2-10-7)

Projected mean event-free survival
Comprehensive therapy ~ 13.0years (11.5-14.6)
Conventional therapy 6-7 years (5.8-7.5)
Difference (95% Cl) 6.3 years (4-8-7-9)




QUADRUPLE THERAPY
PROJECTED BENEFIT

HEART FAILURE

Eligibility and Projected Benefits of
Rapid Initiation of Quadruple Therapy for
Newly Diagnosed Heart Failure

Stephen J. Greene, MD,*" Iyanuoluwa Ayodele, MS,* Jacob B. Pierce, MD, MPH,*
Muhammad Shahzeb Khan, MD, MSc,” Sabra C. Lewsey, MD, MPH,® Clyde W. Yancy, MD, MSc,” Brooke Alhanti, PuD,*
Harriette G.C. Van Spall, MD, MPH,# Larry A. Allen, MD, MHS," Gregg C. Fonarow, MD'

A Proportion Eligible for B
Quadruple Therapy

Discharge Medications Among Patients

1

% Prescribed Medication

M Eligible for Quadruple Therapy

Eligible for Quadruple Therapy*
00
90
80
70 4
60 4
50 -
40
30
20 4 15.3%

0-

41.5%

Quadruple Therapy Triple Therapy
(ARNI + BB + MRA + SGLT2i) (RASi+ BB+ MRA)

Estimated Effects of GDMT on 12-Month All-Cause Mortality

S
o
1

36.3%

T8
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1

J
o
1

M
wu
1

20 -

Cumulative Incidence (%)

No GDMT

Greene 5J, et al. JACC Heart Fail. 2024;12(8):1365-1377.

ACEI/ARB + BB

A
Absolute Risk
Difference:
14.5% Absolute Risk
Difference:
21.8% 24.8%

Quadruple Therapy
(ARNI + BB + MRA + SGLT2i)




PATIENTS HOSPITALIZED WITH ACUTE HF

Recommendations for Maintenance or Optimization of GDMT During
Hospitalization

Referenced studies that support the recommendations are summa-
rized in the

Recommendations

1. In patients with HFrEF requiring hospitalization,
preexisting GDMT should be continued and
optimized to improve outcomes, unless contra-
indicated.'™®

2. In patients experiencing mild decrease of renal
function or asymptomatic reduction of blood
pressure during HF hospitalization, diuresis and
other GDMT should not routinely be discontin-
ued.* "

3. In patients with HFrEF, GDMT should be initi-
ated during hospitalization after clinical stability
is achieved.?*°12-18

4. In patients with HFrEF, if discontinuation of
GDMT is necessary during hospitalization, it
should be reinitiated and further optimized as
soon as possible.' 22

g A‘ American College of Physicians®
Leading Internal Medicine, Improving Lives




WHEN TO INITIATE ADDITIONAL THERAPIES




Step & Step 5 Step 6

Implement additional Reassess symptoms, Referral for HF
GDMT and device labs, health status, specialty care for
therapy, as indicated and LVEF additional therapy

HErEF NYHA I1-1V, in Consider Additional Therapies Once GDMT Optimized
LVEF <40% —» African American
(Stage C) patients
NYHA II-1ll; HFrEF; NSR;
' heart rate 270 bpm; on
. ~| maximally tolerated beta
H FrE F blocker
NYHA I-1II;
STAG E C —»  LVEF <35%; NYHA [I-1V;
>1y survival LVEF <45%; recent HFH;
EF S 40% or IV diuretics;
LVEF <40% : elevated NP levels
Persistent HFrEF [ NYHA 1=l
(Stage C) ambulatory IV;
FrO m 2022 —> LVEF £35%; Symptomatic HFrEF
o o NSR and QRS
Guidelines 2150 ms with LBBB
LVEF >40%
HFimpEF
(Stage C) HF NYHA |I-1V
Patients with HF with

hyperkalemia while taking
RAASI




HFrEF

STAGE C
EF <40%

From 2024

FIGURE 2 Treatment Algorithm for Guideline-Directed Medical Therapy

HFrEF Stage C Treatment

ARNI* + evidence-based
beta-blockert +
mineralocorticoid antagaonist +
SGLT inhibitor

(Figures 3A-E)

b

For patients with
persistent volume
overload,
NYHA class |11V

For persistently
symptomatic African-
American patients
despite ARNI/
beta-blocker/
mineralocorticoid
antagonist’SGLT
inhibitor,
MNYHA class |1I-1V

For patients with
resting heart rate
270, on maximally
tolerated beta-blocker
dose in sinus rhythm,
NYHA class 1I-101

2

For high-risk patients
already on optimal
GDMT with
worsening HF as
evidenced by a
HF hospitalization or
requirement for
intravenous diuretics

lvabradine
{Figure 3H)

*ALE inhibitors/ARBs should only be considered in patients with contraindications, intolerance, or inaccessibility to ARMNL In these instances, please consult Figure 3 and
Lol succinate, or bisoprolol. Colors comespond to ACC/AHA Class of Recommendation. Green — Class 1 (strongl:

the text for guidance on

Yellow  Class 2a (moderate); Orange  Class 2h (weak). ARNI - angiotensin recepton/neprilysin inhibitors; ACC — Amenican College of Cardiology; AHA - American
Heart Association; HF - heart failure; HFEF - heart failure with reduced ejection fraction; NYHA — Mesw York Heart Assodation: SGLT - sodium-glucose colransporier.




HYDRALAZINE-ISOSOBIDE

T O e

V-HeFT ISDN/hydralazine vs prazosin

Tl patlent vs placebo

1986 S Symptomatic compensated
CHF

VA study

V-HEFT 804 ISDN/hydralazine vs enalapril

H men
Trialll NYHA Class Il and IIl
1991

EF < 45%
VA study
A-HEFT 1,050 Dose 40/75 TID vs placebo
Trial e NYHA Class IlI-IV in self
2004 e identified African Americans
0

LV EF < 35% or LV EF < 45%
and LVEDD > 6.5cm

. O A‘ PAmarT-::an College of Physicians®
‘ Leading Internal Medicine, Improving Lives

At 2.3 years — there was no different in mortality between the
three groups

Some trend toward ISDN/hydralazine vs placebo

Post-hoc subgroub analysis suggested survival in AA
population

Enalapril group with lower mortality
18% vs 25% (NNT 14)

Better exercise performance and left ventricular function with
ISDN/hydralazine

Subgroup analysis: significant benefit of AA

40% reduction in all cause mortality in addition to standard
therapy (ACE, BB, aldactone diuretics)

ACEi/ARB therapy 85%
BB therapy 74%

MRA 40%

Digoxin 59%

WO

l

= Cyclic Nucleatides (cGMP/c AMP)
- lon Channels

- Myofilament Ca™ sensitivity

- Mitochondnal function

PERIPHERAL MUSCLE

1) Metabolic Homeostasis

AUTONOMIC NERVOUS
SYSTEM

1) Heart Rate
2) Starling Response

HEART VASCULATURE
1) Systalic Function 1) Arterial Tone
2) Diasgtolic Function 2) Venous Tone
3y Cardiac Remedeling 3) Coronary Tone

d) Vascular Remodeling
5) Homeostasis of

ISOSORBIDE
DINITRATE

-Veno and arterial dilator
-NO donor

-Stimulate NO signaling in
endothelium

HYDRALAZINE

-Arterial dilator, afterload reduction

-Antioxidant property enhances NO
effect




VERICIGUAT

VICTORIA 5,050
TRIAL

NEJM 2020

Vericiguat + standard
GDMT vs Placebo + GDMT

LVEF < 45%

NYHA Il - IV

Elevated BNP or recently
worsening HF

Excluded SBP <100
mmHg

10.8 month follow-up

Primary outcome:

CV Death or first HF hospitalization

Vericiguat — modulation of the nitric oxide-soluble
guanylate cyclase pathway generating cGMP
- directly stimulates cGMP

Baseline Characteristics:
White 64% Asian 22%

Black 5% Other 8%

WO

l

= Cyclic Nucleatides (cGMP/c AMP)
- lon Channels
- Myofilament Ca™ sensitivity
- Mitochondnal function

PERIPHERAL M‘USCLJ_E AUTONOMIC NERVOUS
1) Metabalic Homeostasis SYSTEM
1) Heart Rate
2) Starling Response
HEART VASCULATURE
1) Systalic Function 1) Arterial Tone
2) Diasgtolic Function 2) Venous Tone
3y Cardiac Remedeling 3) Coronary Tone
d) Vascular Remodeling
5) Homeostasis of
Thrambasis

A Primary Outcome

0.559 Hazard ratio, 0.90 [95% Cl, 0.82-0.98
0.504 P=0.02 —
0.45 —
0.40 Placebo
0.35 Vericiguat
0.30
Lo, 0B
7 o020
094 015
E 084 010
g 7] 005
£ 0.00-f . ————r—
3 067 4 8 12 16 20 24 28 32
= 054 ———
2 04 /—/——r’
k
2 0.3+
3 02
0.1
0.0 -
4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Placebo 2524 2053 1555 1097 772 559 324 110 0

WVerici guat 2526 2099 1621 1154 826 577 348 125 1

B Death from Cardiovascular Causes
0.55- Hazard ratio, 0.93 (95% Cl, 0.81-1.06)
0.50
0.45
0.40
0.35
0.30 Placebo
Lo, 025 s
: 0.20 Vericiguat
099 013
£ o8] 010
g o7{ 005
§ | W00+
E 05 4 8 12 16 20 24 28 2
£ 054
o
2 044
=
_E 0.3+
e
3 0.24
0.14
00 T T T T T T T 1
4 8 12 16 20 24 28 3R
Months since Randomization
No. at Risk
Placebo 2524 2370 1951 1439 1045 768 471 157 0O
Vericiguat 2526 2376 1968 1468 1070 779 487 185

g A‘ PAmarican College of Physicians®
Leading Internal Medicine, Improving Lives

C Hospitalization for Heart Failure

1.0+
0.9
® 08
g o7
5 20 —T—T T T T T — T
3 06 0 4 8 12 16 20 24 28 32
£ 05
H
] 0.4+ L -
= 034
Eo
0.1
0.0 T T T T T T T 1
0 4 8 12 16 20 24 28 32
Meonths since Randomization
No. at Risk
Placebo 2524 2052 1554 109 771 558 323 110 0

Vericiguat 2526 2098 1620 1153 825 577 348 125 1

D Death from Any Cause or Hospitalization for Heart Failure
0.559Hazard ratio, 0,90 (95% CI, 0 82-0.98) —
Placebo
Vericiguat
1.0+
0.9+
£ 08
g 07
H 0T T T
3 %6 4 8 12 16 20 24 28 32
£ 054 —
g il
E 0.4+ —
= 034
5
o 0.24
0.1
0.0 T T T T T T T
] 4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Placebo 2524 2053 1555 1097 772 559 324 110 0
Vericiguat 2526 2099 1621 1154 826 577 348 125

stimulators

Initial Dose 2.5 mg daily
Double dose every 2 weeks
Target dose 10 mg daily
Monitor blood pressure, CBC

Do not combine with other
soluble guanylate cyclase

Caution when combining PDE
5 inhibitors or nitrates




IVABRIDINE

SHIFT 6,558 lvabridine + standard

TRIAL ggmivs Placebo +
Lancet 2010

LVEF < 35%

NYHA Il -1V

Sinus rhythm
Resting HR = 70 bpm
HF hospitalization 1 yr

22.9 months follow-up

N A‘ PAmarT-::an College of Physicians®
‘ Leading Internal Medicine, Improving Lives

Primary outcome:
CV Death or first HF hospitalization

Funny Current I;Channel inhibitor — determines
automaticity of pacemaker cells
- requires a functional sinus node to work

5% absolute reduction in primary end point
- HF admission driven

Benefits attenuated in patients on half doses of
optimal beta blocker therapy

Initial Dose 5 mg BID (2.5 mg
BID if baseline conduction
defects)

Target dose to resting HR of 50-
60 bpm

Max dose 7.5 mg BID

Do not use:

- Sinoatrial node block

- 2"d or 3 degree AV block

- Persistent Atrial
fibrillation/flutter

- Liver Failure
- HFpEF

- Patient with angina and
normal EF




SPECIAL POPULATIONS

EZERT] svecific atient Cohorts in HF Care

Evidence-based
Patient Cohorts Description Recommendations Risks Uncertainties
African-American self-identified GDMT m ACE inhibitors and ARBs: possibly  [xpected outcomes of ARMI, SGLT
patients higher risk of angioedema inhibitors, andfor ivabradine in
compared with White patients those treated with HYD/ISDN;
B ARMNI: Risk of angioedema may ARMI remains recommended as
not be different from White first-line therapy before HYD/
patients. Eaad Vericiguat?
Older adults Age =75 y B GODMT, but recognize that this ® Potential falls m [fficacy of lower-dose GDMT
population is excluded from B Worsening of kidney function on outcomes
many trials supporting GDMT B Polypharmacy B Greater risk of hypotension?
B Consider starting with lower B Comorbidity B Greater risk of hyperkalemia?
doses of GDMT B Depression
= Financial toxicity SENIORS TRIAL NEBIVOLOL
Patients living with  Meets established GDMT as tolerated B Uncertain response to GDMT Unclear impact on natural history
frailty frailty criteria'™" ® Possibly increased risk for among patients with pre-

adverse drug reactions

existing frailty




SPECIAL POPULATIONS

Weak/Absent

ACEi
ARB
MRA
ARNI
BBL

SGLT2i
H-ISDN
Digoxin
Ivabradine
Omecamtiv-Mecarbil

Vericiguat

ARNI

SGLT2i
Omecamtiv-Mecarbil
Vericiguat

H-ISDN

Ivabradine

Digoxin

Omecamtiv-Mecarbil
Vericiguat

H-ISDN

lvabradine

Digoxin

Omecamtiv-Mecarbil
Vericiguat

H-ISDN

Ivabradine

Digoxin

Omecamtiv-Mecarbil
Vericiguat

H-ISDN

Ivabradine

Digoxin

Moderate

ACEi BBL
MRA ARB

ARB

ARB

ARB

Scientific Evidence

MRA BBL
ACEi ARNI
MRA BBL

All Cause Mortality

SGLT2i

Higher
Risk

Stage 5

eGFR < 15
mL/min/1.73m?

Stage 4

eGFR 15-29
mL/min/1.73m?

Stage 3B

eGFR 30-44 g
Vericiguat Digoxin H-ISDN
Ivabradine

Stage 3A

eGFR 45-59
mL/min/1.73m?

ACEi  ARNI
MRA  BBL

SGLT2i

ARB

Stage 2
= rbil

eGFR 60-89
mL/min/1.73m?

Stage 1

eGFR 2 90
mL/min/1.73m?

<AC

American College of Physicians®
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Bedhuis et al. Evidence-Based Medical Therapy in Patients with Heart Failure With Reduced

Moderate

ARB
MRA

Scientific Evidence

Weak/Absent
ACEi  SGLT2i Vericiguat
ARB H-ISDN
MRA  Digoxin
ARNI Ivabradine
BBL Omecamtiv-Mecarbil

ARNI

BBL
H-ISDN
Ivabradine

CV Death / HF Hospitalization

Ejection Fraction and CKD. Circulation. Feb 28, 2022




CONCLUSIONS

e Rapid titration of GDMT is safe with
monitoring

* |[nitiate therapy prior to discharge
as much as possible

HFrEF
STAGE C | N |
No optimal sequence or titration rate  Consider additional thera py If
Individual approach sym ptoms persist

e Keep in mind special populations

e Race, age, CKD
.-ACP S Sa LI



QUESTIONS?
DACP et i
THANK YOU!
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