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To the editor:

Letter regarding the article Dulaglutide and Cardiovascular and Heart Failure
Outcomes in Patients With and Without Heart Failure: A Post-Hoc Analysis from the
REWIND Randomized Trial by Branch KR and colleagues published in the European

Journal of Heart Failure (DOI: 10.1002/ejhf.2670).*

We read with interested the above referenced manuscript, which adds important
information to the literature. However, the low proportion (8.6%, n =853) of patients
classified as having heart failure (HF) caught our attention. We are aware that these
853 were classified as having HF at baseline, but by looking at the Table 1 in the
manuscript one may see that additional 915 patients classified has not having HF
reported history of “prior HF”. As HF is a chronic condition, we think that these 915
patients should be added to the 853 with HF at baseline. Then the total HF
population would comprise 1768 (17.9%) patients, a proportion of HF aligned with
other trials of glucagon-like peptide 1 receptor agonists (GLP1-RA) in patients with
type 2 diabetes (T2D) i.e., 15-20% of HF.?" This difference in HF classification,
might also explain why the precision of the results is poor (i.e., wide confidence
intervals) and the point estimate for the treatment effect of dulaglutide vs. placebo in
patients with HF at baseline (HR 0.78, 95%CI 0.59-1.03) differs from the point
estimates observed in patients with HF history in other GLP1-RA trials, all of which
were close to the null (i.e., HR around 1). Moreover, in the Supplemental Material of
the paper,! the authors present the estimates according to history of prior
cardiovascular disease, with an HR of 0.95, 95%CI 0.73-1.24 in patients with of prior

cardiovascular disease and an HR of 0.88, 95%CI 0.67-1.17 in patients without prior



cardiovascular disease, interaction P-value =0.71. These estimates are more aligned
with those by HF status in other T2D trials and suggest that some HF

misclassification might have occurred in REWIND.

Therefore, we would kindly request the authors to provide the analysis by HF history
status i.e., 1768 with HF history vs. 8094 without HF history, regarding the composite
outcome of HF hospitalization or cardiovascular mortality, HF hospitalization,
cardiovascular mortality, major adverse cardiovascular events, and all-cause
mortality; all with respective numbers, subgroup treatment effect estimates, and
treatment-by-HF subgroup interaction P-values. This would certainly align this work
with other previously published manuscripts and complement the clinically important

information regarding the efficacy and safety of GLP1-RA in HF.

Yours sincerely,
Jodo Pedro Ferreira, MD, PhD'?

Jodo Sérgio Neves, MD**

Affiliations:

1. Cardiovascular R&D Centre - UnIC@RISE, Department of Surgery and
Physiology, Faculty of Medicine of the University of Porto, Porto, Portugal.
2. Université de Lorraine, Inserm, Centre d'Investigations Cliniques, -
Plurithématique 14-33, and Inserm U1116, CHRU Nancy, F-CRIN INI-CRCT

(Cardiovascular and Renal Clinical Trialists), Nancy, France.



3. Department of Endocrinology, Diabetes and Metabolism, Faculty of Medicine of

the University of Porto, Centro Hospitalar Universitario de S&o Jodo, Porto, Portugal.

Contact to:

Prof. Jodo Pedro Ferreira or Dr. Jodo Sérgio Neves

Cardiovascular R&D Centre - UnIC@RISE, Department of Surgery and Physiology,
Faculty of Medicine of the University of Porto, Alameda Hernani Monteiro, Porto,
4200-319, Portugal.

Tel.: +351 225 513 600

Fax: +351 225 513 601

Mail: jpferreira@med.up.pt or jsneves@med.up.pt

Disclosures

JPF is a consultant for Boehringer Ingelheim and AstraZeneca. He has received
research support from Novartis, Boehringer Ingelheim, AstraZeneca and Bayer
through his institution. MBC has received speaker fees from AstraZeneca. JSN has
received consulting or speaker fees from AstraZeneca, BIAL, Boehringer Ingelheim,

Lilly, Merck, and Novo Nordisk.



References

1. Branch KRH, Dagenais GR, Avezum A, Basile J, Conget |, Cushman WC,
Jansky P, Lakshmanan M, Lanas F, Leiter LA, et al. Dulaglutide and
Cardiovascular and Heart Failure Outcomes in Patients With and Without
Heart Failure: A Post-hoc Analysis from the REWIND Randomized Trial. Eur J
Heart Fail. 2022. doi: 10.1002/ejhf.2670

2. Marso SP, Daniels GH, Brown-Frandsen K, Kristensen P, Mann JF, Nauck
MA, Nissen SE, Pocock S, Poulter NR, Ravn LS, et al. Liraglutide and
Cardiovascular Outcomes in Type 2 Diabetes. N Engl J Med. 2016;375:311-
322. doi: 10.1056/NEJM0a1603827

3. Marso SP, Bain SC, Consoli A, Eliaschewitz FG, Jédar E, Leiter LA, Lingvay |,
Rosenstock J, Seufert J, Warren ML, et al. Semaglutide and Cardiovascular
Outcomes in Patients with Type 2 Diabetes. N Engl J Med. 2016;375:1834-
1844. doi: 10.1056/NEJM0al607141

4. Holman RR, Bethel MA, Mentz RJ, Thompson VP, Lokhnygina Y, Buse JB,
Chan JC, Choi J, Gustavson SM, Igbal N, et al. Effects of Once-Weekly
Exenatide on Cardiovascular Outcomes in Type 2 Diabetes. N Engl J Med.
2017;377:1228-1239. doi: 10.1056/NEJM0al612917

5. Gerstein HC, Colhoun HM, Dagenais GR, Diaz R, Lakshmanan M, Pais P,
Probstfield J, Riesmeyer JS, Riddle MC, Rydén L, et al. Dulaglutide and
cardiovascular outcomes in type 2 diabetes (REWIND): a double-blind,
randomised placebo-controlled trial. Lancet (London, England).
2019;394:121-130. doi: 10.1016/s0140-6736(19)31149-3

6. Gerstein HC, Sattar N, Rosenstock J, Ramasundarahettige C, Pratley R,
Lopes RD, Lam CSP, Khurmi NS, Heenan L, Del Prato S, et al.
Cardiovascular and Renal Outcomes with Efpeglenatide in Type 2 Diabetes.
N Engl J Med. 2021. doi: 10.1056/NEJM0a2108269

7. Ferreira JP, Sharma A, Vasques-No6voa F, Angélico-Goncgalves A, Leite AR,
Borges-Canha M, Carvalho D, Packer M, Zannad F, Leite-Moreira A, et al.
Albiglutide in patients with type 2 diabetes and heart failure: a post-hoc
analysis from Harmony Outcomes. Eur J Heart Fail. 2022. doi:
10.1002/ejhf.2660



