
 

UPDATES (LISTED BY DATE) 

2020-10-01 
DC 2020 Update to the 2018 Guideline 

In the fall of 2020, Diabetes Canada updated its 2018 Clinical Practice Guidelines on pharmacologic glycemic 
management of type 2 diabetes in adults. The update states that physicians should consider adjusting or 
advancing treatment in patients already taking metformin who have either ASCVD, a history of HF, CKD, or high 
CV risk. This is listed as a separate clinical decision point from a scenario in which A1c is above target and 
glucose lowering is required.  

An excellent User’s Guide accompanies the new Diabetes Canada Guidelines and addresses several questions, 
such as whether medications showing cardiorenal benefits can be prescribed even if A1C is at target and clinical 
status hasn’t changed. They suggest that if a person is at A1C target but could benefit from these medications, 
that switching an existing diabetes medication for one of these agents (rather than adding the medication on 
top) may be appropriate. 

 

https://www.canadianjournalofdiabetes.com/article/S1499-2671(20)30228-8/fulltext
https://www.canadianjournalofdiabetes.com/action/showPdf?pii=S1499-2671%2820%2930229-X


 

 

The Diabetes Canada 2020 update specifically recommends SGLT-2 inhibitors for patients with type 
2 diabetes in the following situations: 

• For patients with ASCVD, to reduce the risk of:  

o Major adverse cardiovascular events (MACE) (Grade A, Level 1A evidence for 
empagliflozin; Grade B, Level 2 evidence for canagliflozin).  

 GLP-1 receptor agonists are also recommended to reduce the risk of MACE 
(Grade A, Level 1A evidence for liraglutide and dulaglutide; Grade B, Level 2 
evidence for subcutaneous semaglutide). 

o Hospitalization for Heart Failure (HHF) (Grade B, Level 2 evidence for empagliflozin, 
canagliflozin and dapagliflozin). 

o Progression of nephropathy (Grade B, Level 2 evidence for empagliflozin, 
canagliflozin and dapagliflozin)  



 

• For patients with a history of HF (reduced ejection fraction 40%), to reduce the risk of:  

o HHF or CV death*,** (Grade A, Level 1A evidence for dapagliflozin; Grade A, Level 1 
evidence for empagliflozin and canagliflozin).  

• For patients with CKD (provided eGFR is >30 mL/min/ 1.73m2), to reduce the risk of:  

o Progression of nephropathy (Grade A, Level 1A evidence for canagliflozin; Grade A, 
Level 1 evidence for empagliflozin and dapagliflozin).  

o HHF (Grade A, Level 1 evidence for canagliflozin, dapagliflozin and empagliflozin).  

o MACE (Grade B, Level 2 evidence for canagliflozin, Grade C, Level 3 evidence for 
empagliflozin).  

 A GLP-1 receptor agonist can also be considered to reduce the risk of MACE 
(Grade B, Level 2 evidence for liraglutide and semaglutide). 

• For patients aged >60 years with ≥2 CV risk factors***, to reduce the risk of:  

o HHF* (Grade B, Level 2 evidence for dapagliflozin and canagliflozin). 

o Progression of nephropathy* (Grade C, Level 3 evidence for canagliflozin and 
dapagliflozin) 
 

* Provided eGFR is >30 mL/min/ 1.73m2 

** Thiazolidinediones and saxagliptin should be avoided due to their higher risk of HF (Grade A, Level 1A evidence). 
*** CV risk factors include: smoking (tobacco use); hypertension (untreated BP ≥140/95 mmHg or current antihypertensive therapy); dyslipidemia 
(untreated LDL-c >3.4 mmol/L or HDL-c <1.0 mmol/L in men / <1.3 in women or triglyceride >2.3 mmol/L or current lipid lowering therapy); and central 
obesity. 

 

Reference: 
Diabetes Canada Clinical Practice Guidelines Expert Committee. Pharmacologic Glycemic Management of Type 2 
Diabetes in Adults: 2020 Update. Canadian Journal of Diabetes. 2020 Oct;44(7):575–91. 

 

2020-09-24 
DAPA-CKD: Dapagliflozin in patients with chronic kidney disease 

The DAPA-CKD Trial was designed to evaluate the efficacy of dapagliflozin on renal and cardiovascular outcomes 
in adult patients with CKD. Specifically, patients were included if they had an eGFR of 25-75 mL/min/1.73m2 and 
UACR 22.6-565mg/mmol (200-5000mg/g) and were on stable treatment with an ACEi/ARB for ≥4 weeks before 
screening. The trial enrolled a total of 4,304 participants, including 1,398 (32.5%) without T2D. The mean eGFR 
was 43.1mL/min/1.73m2, and the median UACR was 108mg/mmol (949mg/g). 

The primary endpoint of the trial was a composite of the time to the first occurrence of any of the following 
components of the composite endpoint: a sustained ≥50% decline in eGFR, end-stage kidney disease (ESKD), or 
renal or CV death. When compared to placebo, after a median follow up of 2.4 years, there was a statistically 



 

significant 39% relative risk reduction (RRR) in this composite endpoint for patients on dapagliflozin, with a 
number needed to treat = 19 to prevent one event. This effect was consistent across subgroups, and 
importantly, the result was similar and statistically significant both in patients with diabetes (36% RRR) and 
without diabetes (50% RRR). 

Bottom line: 
DAPA-CKD is a landmark trial, as it is the first study of an SGLT-2i demonstrating significant renal protection in 
patients with CKD without diabetes. It also adds important knowledge to the existing data from the CREDENCE 
trial of canagliflozin, with both studies showing powerful renal protection in patients with diabetes and CKD. The 
findings add additional evidence to the benefit of renal protection in high risk populations with established CKD 
commonly found in primary care practice. The DAPA-CKD trial further adds to the shift in paradigm as to how we 
think about SGLT-2i: while they were originally developed as diabetes medications that were found to have 
cardiorenal benefits, they are now being considered more as cardiorenal medications that also treat diabetes.  

Reference: 
Heerspink HJL, Stefánsson BV, Correa-Rotter R, et al. Dapagliflozin in Patients with Chronic Kidney Disease. New 
England Journal of Medicine. 2020 Sep 24; Available from: http://www.nejm.org/doi/10.1056/NEJMoa2024816  

 

2020-08-29 
EMPEROR-Reduced: Empagliflozin in patients with heart failure with reduced ejection fraction with 
or without type 2 diabetes 

The goal of the trial was to assess the safety and efficacy of empagliflozin in patients with symptomatic heart 
failure with reduced ejection fraction (HFrEF), irrespective of diabetes status. The trial met its primary outcome, 
a composite of cardiovascular death or HF hospitalization. The event rates for empagliflozin vs. placebo were 
19.4% vs. 24.7% (hazard ratio [HR] 0.75, 95% confidence interval [CI] 0.65-0.86, p < 0.001). 

• Cardiovascular death: 10% vs. 10.8% (HR 0.92, 95% CI 0.75-1.12) 
• HF hospitalization: 13.2% vs. 18.3% (HR 0.69, 95% CI 0.59-0.81) 

 
Bottom line: 
The results of this trial indicate that empagliflozin is superior to placebo in improving HF outcomes among 
patients with symptomatic stable HFrEF (EF ≤40%), irrespective of diabetes status. Benefit is primarily driven by 
a reduction in HF hospitalizations. There was also a benefit in renal outcomes. This is an important trial, and 
mirrors similar findings from the DAPA-HF trial for dapagliflozin. 
 
Reference: 
Packer M, Anker SD, Butler J, Filippatos G, Pocock SJ, Carson P, et al. Cardiovascular and Renal Outcomes with 
Empagliflozin in Heart Failure. New England Journal of Medicine. 2020 Aug 28; Available from: 
http://www.nejm.org/doi/10.1056/NEJMoa2022190  

http://www.nejm.org/doi/10.1056/NEJMoa2024816
http://www.nejm.org/doi/10.1056/NEJMoa2022190
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