SUPPLEMENTARY MATERIAL

RESULTS

Table S1. Drugs included in reference groups.

Reference group

Drugs

Dipeptidyl peptidase-4 inhibitors (DPP-4is)

Alogliptin, linagliptin, saxagliptin, sitagliptin,
and vildagliptin

Insulins

Insulin aspart, bovine insulin, insulin degludec,
insulin  detemir, insulin glargine, insulin
glulisine, human insulin, insulin lispro, insulin
glargine/lixisenatide, porcine insulin, insulin
zinc, and insulin aspart/ insulin degludec

Other SGLT2-inhibitors

Canagliflozin, empagliflozin, and ertugliflozin
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Figure S1. Trend of ketoacidosis adverse events with dapagliflozin for each type of diabetes
mellitus.
*No case of ketoacidosis was reported in 2012
T1DM: type 1 diabetes mellitus, T2DM: type 2 diabetes mellitus, NCDM: not classifiable diabetes
mellitus
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Figure S2. ketoacidosis adverse events for type of diabetes mellitus.

T1DM: type 1 diabetes mellitus, T2DM: type 2 diabetes mellitus, NCDM: not classifiable diabetes

mellitus
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Figure S3. ROR of ICSRs with ketoacidosis adverse events for dapagliflozin compared to
canagliflozin in all diabetes mellitus cases.



VARIABLE PT ROR 95%CI p-VALUE
Dapaglifiozin vs ertugliflozin DIABETIC KETOACIDOSIS 120 0.70-2.05 05154 ——
Dapaglifiozin vs ertugliflozin EUGLYCAEMIC DIABETIC KETOACIDOSIS 0.69 0.28-1.69 0.4143 ——
Dapagliflozin vs ertuglifiozin TOTALPT 1.48 0.95-2.31 0.0847 il
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Figure S4. ROR of ICSRs with ketoacidosis adverse events for dapagliflozin compared to

ertugliflozin in all diabetes mellitus cases.

VARIABLE PT ROR 95%CI p-VALUE
Dapaglifiozin vs empagliflozin DIABETIC KETOACIDOSIS 0.83 0.77-0.89 =0.0001 L
Dapaglifiozin vs empagliflozin METABOLIC ACIDOSIS 0.87 0.68-1.11 0.2734 -
Dapaglifiozin vs empadlifiozin EUGLYCAEMIC DIABETIC KETOACIDOSIS 0.57 0.50-0.66 =0.0001 .
Dapagliflozin vs empagliflozin KETONURIA 228 1.52-343 =0.0001 -
Dapagliflozin vs empagliflozin KETOACIDOSIS 0.80 0.71-0.90 0.0002 L
Dapagliflozin vs empaglifiozin KETOSIS 0.88 0.60-1.28 0.5012 -
Dapaglifiozin vs empagliflozin BLOOD KETONE BODY INCREASED 0.92 0.61-1.38 0.6882 -
Dapaglifiozin vs empagliflozin URINE KETONE BODY PRESENT 1.07 0.65-1.76 0.7953 +
Dapagliflozin vs empaglifiozin ACIDOSIS 0.55 0.33-0.90 0.0153 -
Dapaglifiozin vs empagliflozin DIABETIC KETOSIS 1.09 0.59-2.00 0.7937 -+
Dapaglifiozin vs empagliflozin DIABETIC KETCACIDOTIC HYPERGLYCAEMIC COMA 1.37 0.42-4.48 0.6040 -
Dapaglifiozin vs empagliflozin BLOOD KETONE BODY PRESENT 0.41 0.15-1.13 0.0743 ]
Dapaglifiozin vs empagliflozin URINE KETONE BODY 0.36 0.13-0.97 0.0351 —
Dapaglifiozin vs empagliflozin BLOOD KETONE BODY 0.13 0.03-0.58 0.0018 -—
Dapagliflozin vs empagliflozin TOTALPT 077 0.73-0.82 =0.0001 =
[T
0.0882.00

empagliflozin in all diabetes mellitus cases.

Figure S5. ROR of ICSRs with ketoacidosis adverse events for dapagliflozin compared to
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Figure S6. ROR of ICSRs with ketoacidosis adverse events for dapagliflozin compared to
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Figure S7. ROR of ICSRs with ketoacidosis adverse events for dapagliflozin compared to



