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H u Combined survival rates for people with heart failure over time. Adapted from Jones et al.**
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1.9 percent of New Zealand’s population live with heart failure.’

Percentage survival

Est 75,000 adults in New Zealand
have heart failure 2018/191

o A
1month 1 2 5 10
Years since heart failure diagnosis

@ Pooled estimate = 95% confidence interval

Maori are at 1.81 greater risk
of Heart Failure than non-
Maori. 1

11,018 hospital discharges
for heart failure in NZ
2017/18 with an average

stay of 13.1 days?
Pacific Islanders are at 1.92

greater risk of Heart Failure
than non-Pasifika.

TheHeart¥Group 2

1. Ministry of Health - https://minhealthnz.shinyapps.io/nz-health-survey-2018-19-annual-data-explorer/ w_80c5789b/ w_dcec3768/#!/explore-



https://minhealthnz.shinyapps.io/nz-health-survey-2018-19-annual-data-explorer/_w_80c5789b/_w_dcec3768/
https://minhealthnz.shinyapps.io/nz-health-survey-2018-19-annual-data-explorer/_w_80c5789b/_w_dcec3768/
https://www.health.govt.nz/publication/publicly-funded-hospital-discharges

Entresto Empagliflozin

A Primary Outcome

A Drugs that reduce mortality in HFrEF
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Effect of ARB vs placebo CHARM-Alternative and CHARM-Added.
Effect of LCZ696 vs ACE inhibitor derived from PARADIGM-HF trial.

Packer et al. 2020. NEJM
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The Four Pillars of heart failure

Simultaneous Initiation and Rapid Titration of
The Four Pillars
is Safe and Effective Leading to Substantial Reduction in
Mortality @@l EHRennancing mesical therapy for Herer

Clinical benefits: f D

8.3 additional years
Free from CV Death or HFH

fora 55 yr old
(2.7 yrs / 80yr old)™

——

Cumulative risk reduction in all-cause mortality if all four evidence-based medical therapies are used:
RRRRR ive risk reduction 72.9%, Absolute risk reduction: 25.5%, NNT = 3.9, over 24 months

Updated from Forarow GC. etal Am Heart |

Each class works uniquely on a maladaptive mechanism?®

And has an INDEPENDENT and ADDITIVE therapeutic beneficial

effect
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Renal function changes with heart
failure medications Vs pathology

- Case 1

- 42 year old woman

- LVEF 30%

— DM II, HTN, Smoker

— Renal function at baseline: Create 120, eGFR 45ml/min
— How should we initiate treatment?
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Medication IR Week12 | | Week2-4 | | Week36 || oovond Relative sk reduction
week 6 in mortality for each
medication

Ideal
Medicatio 1
n Titration

Continue

B-Blocker II 35%

Initiate

Continue

L

Continue

30%
Initiate J

SGLT2i ) 17%
Initiate Continue Net RRR:

74%

JACC Mar 7; 2022, McMurray
et al
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HF Medications and renal function

Initiate

ARB/ACEi Adjust for eGFR
ENTRESTO ( ARNI) eGFR* >30 dose 49/51
mg
eGFR <30 dose
24/26mg
SPIRONOLACTONE eGFR >30 dose 12.5 -
(MRA) 25mg
SGLT2i eGFR >20 dose 10mg
BB No change for eGFR

111G IGCEI LWV Wi U“lJ

* eGFR units mL/min/1.73m2



Renal function changes with heart
failure medications Vs pathology

- Case 1

— 42 year old woman

- LVEF 20%

— DM II, HTN, Smoker

— Renal function at baseline: Create 120, eGFR 45ml/min
— How should we initiate treatment?

— When should we pull back on treatment?
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HF Medications and renal function

ARB/ACE;i

ENTRESTO
(ARNI)

SPIRONOLACTON
E (MRA)

SGLT2i

BB

Initiate
Adjust for eGFR

eGFR* >30 dose 49/51
mg

eGFR <30 dose
24/26mg

eGFR >30 & K <5 dose
12.5

eGFR >20 dose 10mg

No change for eGFR

Titration lliness/ AHF in OP setting
s Creat increase: Monitor closely:
< 30% continue K>5.5
30 — 50% 1/2 dose Creatinine <30% rise
>50% temp stop
Stop:
Severe (eGFR <20) K>6
anytime stop if Creatinine >30%
symptomatic with rise
uraemia
2+ K>05.5 decrease dose
> 6 stop
Persistent eGFR drop Withhold if decreased
>50% intake or acute fluid
loss

* eGFR units mL/min/1.73m?2



SGLT-2 Inhibitors: Renal outcomes

0
° - - - - l‘ . ” -
N DAPA-HF: Size and significance of early “dip” in eGFR
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:§;~ Placebo-corrected ch?nge in Primary Composite outcome
Es 77 eGFR from baseline >10% decline vs. not >10% decline at 14 days
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) Week Baseline eGFR (ml/min/1.73m?)
No. at Risk ~8<45 ~A-2451t0<60 ~~-260 to <75 275
Placebo 1792 1765 1683 1500 1146 745 343 76
Empagliflozin 1799 1782 1720 1554 1166 753 356 80 Adamson et al Circulation 2022
Figure 3. Changes in the Estimated Glomerular Filtration Rate.
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Hypotension: When should we down
titrate treatment

- Case 2

— 70yr old man

— HFrEF for many years, EF 35%

— Blood pressure 88/50, symptomatic

- Medications: Entresto 24/26mg BD, Bisoprolol 5mg OD,
Spironolactone 12.5mg OD, Empagliflozen 12.5mg OD,
frusemide 80mg OD

— What should we do next?
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Empaglifiozen

CENTRAL ILLUSTRATION Effect of Empagliflozin on Blood Pressure and Outcomes

Risk Indicators of Heart Failure Effect of Empagliflozin
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w— SBP <110 mm Hg
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SBP >130 mm Hg
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Placebo Controlled Change
in SBP (mm Hg)

80 90 100 10 120 130 140 150 160
Systolic Blood Pressure (mm Hg)

SPB <10 mm Hg SBP 110-130 mm Hg SBP >130 mm Hg

Progresssion of Renal Failure

gis

Bohm, M. et al. J Am Coll Cardiol. 2021;78(13):1337-1348.

-
1

Decline in eGFR

.24
-3+

042 (+/-049) 019 (+/- 0.33) 1.21(+/- 0.42)
4 2.27 (+/- 045) 1.98 (+/-0.34) 278 (+/-0.43)

W Empaglifiozin B Placebo
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Placebo-corrected effect of empaglifiozin on systolic blood pressure (SBP) according to baseline SBP (top), effect of empaglifiozin on the primary outcome over the
spectrum of baseline SBP (middle), and effect of empaglifiozn and placebo on decline of estmated glomerular filtration rate according to baseline SBP (bottom).

JACC VOL. 78, NO. 13, 2021 Bohm et al SEPTEMBER 28, 2021:1337 — 1348 Empagliflozin and

Systolic Blood Pressure
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Substitutions for other side effects

- Case 2

— 70yr old man

— HFrEF for many years, EF 35%

- Blood pressure 88/50mmHg, symptomatic

- Medications: Entresto 24/26mg BD, Bisoprolol 5mg OD,
Spironolactone 12.5mg OD, Empagliflozen 12.5mg OD,
frusemide 80mg OD

— He has developed sore breast tissue
- He is very fatigued
- He is wheezy
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Change in FEV1in COPD Vs Asthma
incidence

B
Asthma incidence
4 Y
Mean Difference (95% Cil) Reference treatment: Pla
Compared with Placebo Risk ratio with 95%CI

Atenolol —o -0.096 (-0.23,0015) aly 5 e
Brsoprolol e 0057 (026, 0.15) car " 056.008560)
Carvedilol © 016 (-052,021) Bis - 1.05 (0.04,25.90)
Celprolol —do——  011(020,041) Sy — by g

Labetalol T 0.087 (-0.058, 0.22) > at sy

Metoprolol — 0017 (-0.15,0.11) e —_—— by

Propeanciol —O0— 014(-028,-0016) Met - 3.03 (1.09,8.41)

J ! Pro R 3.35(1.20,9.38)

06 0 05 iEsm - 3.77 (0.31,45.53)

Fig. 4 Network meta-analysis results for mean difference in FEV1 gl - i i i
(95 Crl), beta-blockers compared to placebo [measured in liters, Bev . 5.67 (0.46,69.93)
) ) ) Tim e 6.42 (2.34,17.61)
Cri credible intervals) Lab . 6.60 (1.01,43.29)
\ S iPro * 10.20 (1.37,75.64)

Less asthma by bct:-l,'»loclt:s ‘ icss a:(hn::by placebo
TheHeart'Group Gulea et al. Respir Res (2021) 22:64 Huang et al. (2021). https://doi.org/10.1038/s41598-020- 14

79837-3



Take home messages

— Four Pillars of heart failure should be applied to every patient with
HFrEF

— Accept up to 50% drop in eGFR when titrating the four pillars
— Caution with dehydration and concurrent acute illness
— Consider down-titration if symptomatic hypotension (<85mmHQg)

— Watch this space for approval of SGLT2i in all HFrEF patients (and
potentially HFpEF patients)
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