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Sotagliflozin: Dual SGLT1 and SGLT2 Inhibitor

• SGLT1 is the primary transporter for absorption 

of glucose and galactose in the GI tract

• Pharmacologic inhibition by sotagliflozin is 

independent of insulin and does not depend on 

kidney function

• Potential reduction in atherosclerotic risks

• SGLT2 is expressed in the kidney, where 

it reabsorbs 90% of filtered glucose

• Pharmacologic inhibition by sotagliflozin 

is independent of insulin but requires 

kidney function

Pitt B, Bhatt DL. Circulation. 2021.



SOLOIST-WHF Trial Design

Median follow up duration (IQR) = 9.0 (4.9-13.4) months

1222 patients 

with diabetes 

and HF

Placebo QD 

Sotagliflozin

200 mg QD1

Primary Endpoint: Total Events 

• Cardiovascular Death

• Hospitalization for Heart Failure

• Urgent Heart Failure Visit

Double-blind 

randomization

in-hospital or 

within 3 days 

after discharge

1Goal of dose increase to 400 mg QD

Key inclusion criteria:

• Admission with signs and symptoms of HF

• Treatment with intravenous diuretics

• Stabilized, off oxygen, transitioning to oral diuretics

• BNP ≥150 pg/mL (≥450 pg/mL if afib) or NT-proBNP ≥600 pg/mL (≥1800 pg/mL if afib)

• Type 2 diabetes

Key exclusion criteria:

• End-stage HF

• Recent ACS, stroke, PCI, or CABG

• eGFR <30 mL/min/1.73m2

Bhatt DL, Szarek M, Steg PG, et al., and Pitt B. N Engl J Med. 2020. Bhatt DL. AHA 2020, virtual. 



SOLOIST-WHF: Addressing the Vulnerable Period of an 

Admission for Worsening Heart Failure

Verma S, Anker SD, Butler J, Bhatt DL. ESC Heart Failure. 2020.  



SCORED Trial Design

Median follow up duration (IQR) = 16.0 (12.0-20.3) months

10,584 

patients with 

DM + CKD

Placebo QD 

Sotagliflozin

200 mg QD1

Double-blind 

randomization

1Goal of dose increase to 400 mg QD

Key inclusion criteria:

• Type 2 diabetes with HbA1c≥7%

• eGFR 25-60 mL/min/1.73m2

- with no requirement for macro- or micro-albuminuria

• CV risk factors

Key exclusion criteria:

• Planned start of SGLT2 inhibitor

Primary Endpoint: Total Events 

• Cardiovascular Death

• Hospitalization for Heart Failure

• Urgent Heart Failure Visit

Bhatt DL, Szarek M, Pitt B, et al., and Steg PG. N Engl J Med. 2020. Bhatt DL. AHA 2020, virtual. 



Primary Efficacy: Total CV Death, HHF,
and Urgent HF Visit
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Days Alive Out of Hospital (DAOH)
(Poisson regression)

Sotagliflozin

(N=608)

Placebo

(N=614)

Rate per 100 p-y RR (95% CI) P value

DAOH 91.8 years 88.9 years 1.03 (1.00, 1.06) 0.027

Days dead 6.3 years 8.9 years 0.71 (0.52, 0.99) 0.041

Days in hospital 1.9 years 2.2 years 0.86 (0.69, 1.08) 0.21

CI, confidence interval; DAOH, days alive and out of hospital; p-y, patient-years; RR, rate ratio; SD, standard deviation. 

For every 100 patient-years of follow-up, patients in the 

sotagliflozin group were alive and out of the hospital for 2.9 years 

more in absolute terms and 3% in relative terms. 

Szarek M, Bhatt DL, Steg PG, et al., and Pitt B. Under Review. 2021. Szarek M. ACC 2021, virtual.



Primary Efficacy: Total CV Death, HHF,
and Urgent HF Visit
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Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 1758 Patients with HFrEF (<40%)
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Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 456 Patients with HFmrEF (40% - <50%)*

Bhatt DL. ACC 2021, virtual.                                                        *post hoc
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For this analysis, patients from SCORED needed to have a history of HF within 2 years.



Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 739 Patients with HFpEF (≥50%)
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SCORED Total CV Death, HHF, and 
Urgent HF Visit in 6738 Patients 
with no History of HF (EF≥50%)

Bhatt DL. ACC 2021, virtual. 
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Pooled Data: SOLOIST and SCORED 
Total CV Death, HHF, and Urgent HF Visit
in 11,784 Patients

Bhatt DL. ACC 2021, virtual. 
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Pooled Data: SOLOIST and SCORED 
Total CV Death, HHF, and Urgent HF Visit
in 11,784 Patients

Bhatt DL. ACC 2021, virtual. 

EF<40% (N=1758)

HR 0.78 (0.63-0.96)

P=0.02

EF 40-50% (N=1357)

HR 0.61 (0.44-0.84)

P=0.003

EF≥50% (N=8669)

HR 0.70 (0.57-0.86)

P=0.0008

HR Pinteraction=0.46 

(by EF category)

RR Pinteraction =0.49

(by continuous EF)
ARR 9.1/100p-y ARR 6.9/100p-y ARR 1.7/100p-y

HR, hazard ratio; RR, rate ratio



Pooled Data: SOLOIST and SCORED 
Total CV Death, HHF, and Urgent HF Visit in 
4500 Patients with History of HF

Bhatt DL. ACC 2021, virtual. For this analysis, patients from SCORED with any history of HF are included. 
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Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 11,784 Patients 

Bhatt DL. ACC 2021, virtual. 
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Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 4500 Patients with History of HF 
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0.65 (0.51, 0.83)

0.62 (0.52, 0.74)
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Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 11,784 Patients 
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Female (n=445)

Overall (n=1357)

Female (n=4439)

Overall (n=8669)

Pinteraction

0.37

0.75

0.90
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Pooled Data: SOLOIST and SCORED
Total CV Death, HHF, and Urgent HF Visit
in 4500 Patients with History of HF 
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Limitations

Trials were stopped early during the onset of the pandemic

• Nevertheless, robust reduction in primary endpoint

Shortened duration limited the statistical power to see 

significant reductions in certain endpoints

• Though on-treatment analyses show a significant 

reduction in CV death

Some of the present analyses were prespecified, others were 

post hoc

• Both types of analyses were consistent in terms of 

demonstrating significant benefits
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Conclusions

Sotagliflozin robustly and significantly reduced the composite of 

total cardiovascular deaths, hospitalizations for heart failure, and 

urgent visits for heart failure across the full range of ejection 

fraction, including in patients with heart failure with preserved 

ejection fraction.

As well, in on-treatment analyses, sotagliflozin demonstrated a 

significant reduction in cardiovascular death.

These are the first randomized data from a prespecified analysis 

of clinical trials to show a significant effect of a therapy on heart 

failure with preserved ejection fraction, additionally demonstrating 

a consistent and significant benefit in women.
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