A1C CONSIDERATIONS WEIGHT CONSIDERATIONS

In T2D patients with inadequate glycemic control

JARDIANCE®, as an add-on to metformin, provided...

powerful significant
A1C reductions reductions in body weight
VS. |'.')|a(:eb02'4§ VS. placebo (secondary endpoint)**®

Change from baseline A1C (7.9%) to week 24: Change from baseline to week 24:
-0.7% JARDIANCE® 10 mg, -0.8% JARDIANCE® -2.1 kg JARDIANCE® 10 mg, -2.5 kg JARDIANCE®
25 mg, -0.1 placebo (p<0.0001 for both) 25 mg, -0.5 kg placebo (p<0.0001 for both)

JARDIANCE® is not indicated for weight loss.

T2D = type 2 diabetes.

§24-week, double-blind, placebo-controlled study of T2D patients evaluating the efficacy and safety of empagliflozin 10 mg (n=217) and 25 mq (n=213) as add-on to metformin vs. placebo (n=207)
plus metformin =1500 mg (maximum tolerated dose, or maximum dose from local label). Primary endpoint was AIC reduction at 24 weeks.
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Jardiance
(empagliflozin)

The *1 dispensed SGLT2i in Canada.”

Monotherapy: JARDIANCE® (empagliflozin) is indicated for use as an adjunct to diet and exercise - linagliptin and metformin,
to improve glycemic control in adult patients with type 2 diabetes mellitus for whom metforminis - basal or prandial insulin (alone or with metformin),
inappropriate due to contraindications or intolerance. when the existing therapy, along with diet and exercise, does not provide adequate glycemic control.

Add-on combination: JARDIANCE® is indicated in adult patients with type 2 diabetes mellitusto  Add-on combination in patients with established cardiovascular disease: JARDIANCE® is indicated
Improve g'cherplc. control, when metformin alone does not provide adequate glycemic control, in 55 an agjunct to diet, exercise and standard care therapy to reduce the incidence of cardiovascular death
combination with: in patients with type 2 diabetes mellitus and established cardiovascular disease.

+ metformin,
- metformin and a sulfonylurea, Important Limitation of Use: Use of JARDIANCE® with insulin mix (regular or analogue mix) has
- pioglitazone (alone or with metformin), not been studied. Therefore, JARDIANCE® should not be used with insulin mix.

SGLT2i = sodium-glucose co-transporter 2 inhibitor.
*Comparative clinical significance not established.



‘ CARDIOVASCULAR CONSIDERATIONS

In patients with T2D and established CV disease

JARDIANCE?®, as an adjunct to standard of care therapy,
reduced the risk of CV death vs. placebo. (other adjudicated endpoint)***

Estimated cumulative incidence function for time to CV death
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HR=0.62;
959% CIl0.49, 0.77;
p<0.0001
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Pooled JARDIANCE® +
standard of care (n=4,687)

Cumulative incidence (%)
- N‘

0 6 12 18 24 30 36 42 48
Month
Adapted from JARDIANCE® Product Monograph and Zinman et al.

Patients at risk
Placebo 2,333 2,303 2,280 2,243 2,012 1503 1281 825 1
Pooled 4,687 4,651 4,608 4,556 4128 3079 2,617 1722 414
JARDIANCE®

In patients with T2D and established CV disease

Absolute risk for CV death:
5.9% placebo vs. 3.7% pooled JARDIANCE®

NNT=46

JARDIANCE® demonstrated 14% relative
risk reduction in the MACE-3 primary
analysis vs. placebo.*

Patients with event: 490 (10.5%) pooled JARDIANCE® vs.
282 (12.1%) placebo; HR=0.86; 95% CI: 0.74, 0.99; p=0.0382.

There was no significant change in non-fatal Ml
or non-fatal stroke.

JARDIANCE?®, as an adjunct to standard of care therapy®, reduced
the risk of heart failure requiring hospitalization vs. placebo.

(other adjudicated endpoint)>**

Estimated cumulative incidence function for time to first
hospitalization for heart failure
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Adapted from JARDIANCE® Product Monograph and Zinman et al.
Patients at risk
Placebo 2333 221 2226 2113 1932 1424 1202 75 168
Pooled 4,687 4,614 4523 4421 3988 2950 2481 1634 395

JARDIANCE®

- ;ﬁ RENAL CONSIDERATIONS

Absolute risk for hospitalization for HF:
4.1% placebo vs. 2.7% pooled JARDIANCE®

NNT=72

CV = cardiovascular; eGFR = estimated glomerular filtration rate; HF = heart failure;
MI'=myocardial infarction; NNT = number needed to treat; T2D = type 2 diabetes.
*Baseline therapies included: renin angiotensin system inhibitors (81%), beta-blockers (65%),
diuretics (43%), anti-thrombotic therapy (89%), lipid-lowering medication (81%),
metformin (74%), insulin (48%), sulfonylurea (43%).

TEMPA-REG OUTCOME study: double-blind, placebo-controlled, event-driven study evaluating
empagliflozin 10 mg and 25 mg as add-on to standard of care therapy in reducing CV events
in T2D patients with =1 of: coronary artery disease, peripheral artery disease, history of MI,
history of stroke. Primary endpoint was time to first event in composite endpoint of CV death,
non-fatal MI, or non-fatal stroke (Major Adverse Cardiovascular Events [MACE-3]).

$Pre-specified pooled analysis of JARDIANCE® 10 and 25 mg vs. placebo in the treated set
(patients receiving =1 dose of study drug).

In the EMPA-REG CV outcomes trial, mean eGFR for JARDIANCE® groups showed initial decrease, then stabilized, whereas

mean eGFR for placebo showed progressive decline.?

Time profile plot adjusted mean eGFR - JARDIANCE® 10 mg and 25 mg vs. placebo
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Adapted from JARDIANCE® Product Monograph.

nwith data at visit
Placebo 2323 2295 22671 2205 22 2,064 1921 1981 1763 1419 1262 1123 g 731 448 1
JARDIANCE®10mg 2,322 2290 2264 2235 2162 214 2,02 2,064 1839 1540 1314 1180 1024 785 53 193
JARDIANCE® 25mg 2,322 2288 2269 2216 2156 2m 2006 2,067 181 1563 1340 1207 1063 838 524 26

In the overall population, increases in serum creatinine and decreases in eGFR:

In a pool of four placebo-controlled trials, mean change from baseline for:
* eGFR (mL/min/1.73 m?) at week 24 was -0.55, -1.41and -0.32

- creatinine (umol/L) was 0.66, 1.28 and 0.35

for JARDIANCE® 10 mg, 25 mg and placebo, respectively.

JARDIANCE® can be used in patients
with eGFR 30 mL/min and above.?

JARDIANCE® is contraindicated in patients
with severe renal impairment (eGFR

<30 mL/min/1.73 m?), end-stage renal
disease and patients on dialysis. The
glucose-lowering benefit of JARDIANCE®
decreases with declining renal function.

Assess renal function prior to and reqularly
during JARDIANCE® treatment. In patients
with eGFR <60 mL/min, more intensive
monitoring for glycemic and renal biomarkers
and signs and symptoms of renal dysfunction
is recommended (especially if eGFR

<45 mL/min). Discontinue if eGFR falls below
30 mL/min during treatment.



