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What we will discuss

• Dapagliflozin in Patients with Heart Failure and Deterioration in 
Estimated Glomerular Filtration Rate to <25ml/min/1.73m2

• ORION-8: Long-term efficacy and safety of twice-yearly inclisiran in 
high cardiovascular risk patients

• Small Interfering RNA to Reduce Lipoprotein(a) in Cardiovascular 
Disease
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Design

• This analysis was carried out using a participant-
level, pooled dataset of the DAPA-HF and DELIVER

• The protocols of both trials did not mandate study 
drug discontinuation if the eGFR fell below the 
trial threshold for patient inclusion

• All patients who experienced a deterioration in 
eGFR to less than 25ml at least once in follow-up 
were identified.
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Conclusions

• Deterioration in kidney function to an eGFR threshold 
below that allowed for trial inclusion was infrequent but 
was associated with a heightened risk of developing 
subsequent CV outcomes. 

• The beneficial effects of dapagliflozin relative to placebo 
on CV outcomes appeared to be preserved, irrespective of 
a decline in renal function 

• Taken together, these data suggest that the benefit-to-risk 
ratio may favor continuation of dapagliflozin in patients 
with HF experiencing a deterioration in kidney function 
below eGFR and highlight the need for randomized 
evidence in advanced CKD.





Introduction

• PCSK9 is a protein that promotes degradation of low-
density lipoprotein receptors (LDLRs). This results in fewer 
LDLRs on the liver cell surface, increasing plasma LDL-C 
levels

• Inclisiran is a siRNA therapeutic which targets hepatic 
PCSK9 synthesis and reduces LDL-C levels by approximately 
52%

• The approval of inclisiran, as an effective LDL-C–lowering 
agent, was based on a large Phase 3 clinical development 
program (ORION-9, ORION-10 and ORION-11) which 
examined the efficacy and safety of inclisiran versus 
placebo in 3660 patients treated for up to 18 months



Introduction

ORION-8 was a long-term extension study - follow-up in 
patients (N=3274) who were involved in previous inclisiran
trials



Methods

Objective: 

To assess the long-term efficacy, safety, and tolerability of 
inclisiran

Key End

Points:
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Conclusions

A total of 3274 patients were evaluated in 

ORION-8, the largest trial with inclisiran to date

78.4% of patients achieved pre-specified lipid goals

with an LDL-C reduction of 49.4% at end of study 

with inclisiran

The mean cumulative exposure to inclisiran in 

ORION-8 was 3.7 years with a maximum of 6.8 

years providing a total of 12,109 PY of exposure



Conclusions

Inclisiran-associated ADAs were infrequent (5.1%), 

and did not impact efficacy and safety of inclisiran

The safety profile of inclisiran remained favorable

and similar to previous reports with no new safety 

signals 

The safety profile of inclisiran remained favorable

and similar to previous reports with no new safety 

signals 

ORION-8 provides additional evidence to support 

the long-term efficacy, safety and tolerability of 

inclisiran in patients with high cardiovascular risk 

and elevated LDL-C
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Conclusions

• In this trial, the siRNA olpasiran led to a profound and 
sustained reduction in the lipoprotein(a) concentration 
when administered every 12 weeks.

• In the context of this short-term trial of moderate size, the 
drug appeared to be safe. 

• These findings provide the foundation for a large-scale 
evaluation to confirm a causal role for lipoprotein(a) in 
atherosclerotic cardiovascular disease.



Thank you for 
listening
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