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Table 51. Detailed Baseline Demographic and Disease Characteristics by Randomized Groups*

Canagliflozin Placebo Total
Characteristic (n=2202) (n=2199) (N = 4401)
Age—yr 62.9+9.2 63.2+9.2 63.0+9.2
Female sex—no. (%) 762 (34.6) 732 (33.3) 1494 (33.9)
Race—no. (%)
White 1487 (67.5) 1444 (65.7) 2931 (66.6)
Black or African American 112 (5.1) 112 (5.1) 224 (5.1)
Asian 425 (19.3) 452 (20.6) 877 (19.9)
Other” 178 (8.1) 191 (8.7) 369 (8.4)
Median urine albumin:creatinine ratio (IQR)—mg/g 923.0 931.0 927.0
(459-1794)  (473-1868)  (463-1833)
Normoalbuminuria—no. (%)* 16 (0.7) 15 (0.7) 31(0.7)
Microalbuminuria—no. (%)* 251 (11.4) 245 (11.1) 496 (11.3)
Nephrotic range macroalbuminuria—no. (%)** 233 (10.6) 270 (12.3) 503 (11.4)
Non-nephrotic range macroalbuminuria—no. (%)™ 1702 (77.3) 1669 (75.9) 3371 (76.6)

D, standard deviation; GLP-1, glucagon-like peptide-1; DPP-4, dipeptidyl peptidase-4; RAAS, renin
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Supplementary Figure 1: Primary composite outcome (CV death or HHF) by CKD status

at baseline.<
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Patients at risk Study day
With CKD
Placebo 1583 1511 1439

Empaglifiozin 10 mg 16151574 1513
Without CKD
Placebo 140013691

Empagliflozin 10 mg 1378 1350 1326

30 1193 1029 916 771 649 486 355 20

1275 1184 1022 910 774 664 495 363

With CKD:
HR: 0.80
(95% CI: 0.69, 0.94)

Without CKD:
HR:0.75
(95% CI: 0.60, 0.95)

Interaction P = 0.6682
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HR 0.71 (95% Cl 0.44-1.16) P=0.17

4
1

_______ Placebo

2

Dapagliflozin

Cumulative Pero%ntage (%)

9 12 15 18 21 24
Months since Randomization

Number at Risk

Dapagliflozin 2372 2294 2226 2141 2008 1570 1153 622 223
Placebo 2370 2276 2200 2117 1975 1537 1132 600 215
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2.5.1.4 Expedited reporting of SUSARs and exemptions from expedited reporting
SSARs that are unexpected according to the Investigator's Brochure are subject to
expedited reporting.®® 37 However, in line with recommendations by regulatory authorities,
anticipated events that either are efficacy endpoints, consequences of the underlying
disease or are events common in the study population will be exempted from expedited
reporting in order to protect trial integrity and because based on a single case it is not
possible to conclude that there is a reasonable possibility that the investigational drug
caused the event.?® 3 Such events that are exempted from expedited reporting to health
authorities in this trial are listed below.

1. Efficacy endpoints:

« Kidney disease progression (i.e. ESKD)

* Myocardial infarction

« Stroke and transient ischaemic attack

« Heart failure

» CV death

« New-onset diabetes mellitus.

. Common CKD-related events®:
« Acute-on-chronic kidney failure
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Any SSARs that are considered not exempt will be reported promptly by the CCO to
Boehringer Ingelheim, and Boehringer Ingelheim will make an assessment of whether the
event is “expected” or not (based on the latest version of the empaglifiozin Investigator
Brochure). Any SSAR that is unexpected will be considered a potential Suspected
Unexpected Serious Adverse Reaction (SUSAR) and will be unblinded by a member of the
CCO clinical staff with such privilege.

All SUSARs will be reported to relevant regulatory authorities, to the Chair of the Data
Monitoring Committee (DMC) and, as required, to ethics committees and Institutional
Review Boards and investigators in an expedited manner in accordance with regulatory
requirements.
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Figure Il Kaplan Meier estimates of the effect of dapagliflozin on the renal composite endpoint by baseline CKD
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AE reporting to the Sponsor/CRO and timelines Figure 5.3.7.2: 1 Timelines for adverse event collection

The Investigator must report all non-exempted SAEs, AESI and any non-serious AE relevant for the reported SAE, immediately (within 24
hours) on the Bl SAE form. The same timeline applies if follow-up information becomes available.

For Japan only: All SAEs must be reported immediately to the head of the trial site. (ZOTEH&EIFIBELTLSENE?)

Any protocol exempted event that occurs prior to randomisation and fulfils the criteria of an SAE will be reported immediately (within 24
hours) by the Investigator on the Bl SAE form via fax immediately (within 24 hours) to the Sponsor's/CRO’s unique entry point (country specific
contact details will be provided in the ISF); however, if the patient has been randomised, the exempted events will not be reported as SAEs
to the sponsor and no causality assessment will be performed. These events will be entered only on the AE eCRF pages (within 24
hours). The investigator is also required to provide all defined supporting documentation.

In specific occasions the Investigator could inform the Sponsor/CRO upfront via telephone. This does not replace the requirement to complete
and fax the Bl SAE form.

If any exempted event or any other adverse event (serious or non-serious) occurs, the investigator or attending physician has the
responsibility and will take direct and appropriate action to provide care for the patient and to decide whether or not the trial

medication should be discontinued.
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Exemptions to SAE reporting

A list of serious adverse events that commonly occur in the trial population or which are components of trial endpoints are
exempted from expedited reporting. These events are known consequences of the underlying disease and it is not possible,
based on a single case, to conclude that there is a reasonable possibility that the investigational drug caused these events.
Pulmonary complications of heart failure are added to the exemption list, since patients with HF commonly experience
such complications. Thus these events could be reported as pulmonary events, although the underlying aetiology was
attributed to HF.

Regardless of relationship to trial medication, these events will not be reported by the Sponsor to
regulatory agencies or ethics committees in an expedited manner.

These events include: Cardiovascular (CV) related death. The CV related death also includes death due to
undetermined cause, and death due to pulmonary events that may be secondary to complications of heart
failure such as pulmonary oedema, pulmonary vascular disease secondary to heart disease.

HF hospitalisation

Non-fatal Ml

Non-fatal stroke and Transient ischemic attack (TIA)

CV hospitalisation events Pneumonia (fatal and non-fatal)

New or exacerbated COPD (fatal and non-fatal)

Based on the same conclusion that it is not possible to perform a causality assessment on these events based
on a single case, the trial investigators are exempted from performing a causality assessment and reporting
these serious adverse events on the SAE form to the Sponsor.

All such events will be collected systematically on the eCRF (within 24 hours) from the time of randomisation
throughout follow up.

This reporting policy assumes global regulatory agency approval.
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