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2424 patients with p-sodium <130 mmol/l were assessed for eligibility

2081 patients did not meet inclusion criteria, of which:

¢ 1424 had no SIAD

¢ 657 received no further evaluation:

> » 183 were transferred to another hospital

= 08 suffered from severe immuno-suppression

92 fasting or other reasons preventing medication intake

L]

60 received end of life care
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142 other reasons
L ) T *L :E) ﬁ’A"7J(1 I-‘Lx W ‘: %IJ BE 255 met inclusion criteria but were not included:

+ 81 declined to participate

+ 54 were transferred to another hospital before inclusion
24 had a contra-indication for lowering blood pressure
19 participated already in another study

11 received end of life care

66 other reasons

N
.
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N
88 patients underwent randomization

L//\

Placebo: 44 patients Empagliflozin: 44 patients
N * 1 blinded post-randomization exclusion due
to wrong diagnosis
g diag
y y
44 patients intention to treat analysis 43 patients intention to treat analysis

4 Protocol violators
=+ 3|.C. withdrawal for study medication
* 1 intake less then 75% of study medication

WV W
44 patients treated per protocol 39 patients treated per protocol

Figure 1. Study flow diagram. I.C., informed consent; p-sodium, plasma sodium; SIAD, syndrome of inappropriate antidiuresis.
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Table 1. Baseline characteristics

Empagliflozin, n=43 Placebo, n=44
Age, yr (SD) 74 (14) 76(12)
Sex, women (%) 27 (63) 28 (64)
BMI, kg/m? (SD) 24.0(4.1) 23.1(4.9)
Systolic BP, mm Hg (SD) 138(17) 142 (21)
Diastolic BP, mm Hg (SD) 69 (15) 75 (14)
Heart rate, (bpm) 73(10) 75(16)
Comorbidities, n (%)
Cardiovascular disease 31(72) 33(75)
Cerebrovascular disease 6(14) 10(23)
Pulmonary disease 6(14) 2(21)
Diabetes mellitus type 2 &(14) 65 (14)
Psychiatric disease 9(21) 11 (25)
Causes of SIAD, n (%)
Central nervous system disorders 5(12) 10 (23)
Nausea/pain 6(14) 2(21)
Trauma/postoperative 3(7) 6(14)
Drug induced (primarily antipsychotic/antiepileptic drugs) ?(21) 5(11)
Pulmonal disease 4(9) 6(14)
Infectious diseases 4(9) 37
Malignant disease 7(16) 1(2)
|diopathic 5(12) 4(9)

Summary statistics of patient charactenstics according to the full analysis set. Categorical variables are shown asfrequencies (percentage), and numerncal variables
are shown as mean (SD). BMI, body mass index.
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Table 2.  Study measures
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Empagliflozin Placebo
Day 0 Day 4 Day 0 Day 4

Weight kg H8 7 (56 2-76.9) 65 5 (53 3 75 4) 590 (50.2-70.4) 401 (49 2-67 .4
P-sodium, mmal/L 125.5 (122-127) 134 (132-136) 126 (123-127) 133(129-136)

Absolut change p-sodium levels, mmol/L 10 (5-14) 7 (3-13)

Patients achieving normonatremia, n (%) 18 (42) 13 (30)
P-potassium, mmol/L 4.0(3.7-4.3) 4.2 (4.0-4.4) 4.0(3.6-4.2) 4.2 (4.0-4.5)
P-glucose, mmol/L 6.3 (5.3-6.9) 5.2 (4.8-5.7) 6.2 (5.3-7.5) 5.2(4.8-6.2)
P-urea, mmol/L 4.4 (2.9-5.5) 4.9 (3.8-6.8) 3.7(3.1-5.2) 4.2 (3.6-5.1)
P-uric acid, mmol/L 214 (139-287) 185 (134-241) 181 (131-252) 207 (154-259)
P-osmolality, mosm/kg 260 (253-268) 281 (273-285) 259 (254-268) 274 (268-281)
U-sodium, mmol/L &8 (54-99) 81 (57-125) 71 (62-100) 81(52-129)
U-glucose, mmol/L 0.0 (0-0) 111.2 (56-162) 0.0 (0-0) 0.3(0.2-0.5)

U-urea, mmal/L

U-uric acid, pmol/L
U-osmolality, mosm/kg
FE sodium

FE urea
FE uric acid

127 (81-169)
1131 (608-2350)

419 (297-488)
0.97 (0.5-1.51)
46.5 (35.4-55.8)
11.2(8.8-14.8)

180 (121-247)
2126 (1501-2922)
634 (490-759)
0.64 (0.43-1.34)
39.6 (32.7-46.7)

12.9(9.2-18.2)

125 (84-171)
1277 (637-1932)
418 (291-514)
0.79 (0.45-1.26)
42.0 (35.9-54.0)
10.9 (5.9-13.9)

159 (100-216)
1623 (1158-2719)
448 (357-545)
0.67 (0.40-1.19)
41.8 (30.6-50.0)

9.7 (8.0-12.6)

Summary statistics of study measures according to the full analysis set. Categorical variables are shown as frequencies (percentage), and numerical variables are

shown as median (IQR). P, plasma; U, urinary; FE, fractional excretion.
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Table 1. Comparative parameters at baseline and dav 7 after dapagliflozin

administration

Characteristics Baseline (n=36) | Day 7 (n=36) p value
Age (years) 68.5+2.1 - -

Male gender (%) 66.7 - -

eGFR (mL/min/1.73 m?) 27.9 (19.2-42.0) 29.3(17.9-39.6) 0.003
Uric acid (mg/dL) 6.6+03 6.3=+0.2 0.031
Serum Na* (mEq/L) 141 (138-142) 141 (137-143) 0.402
Serum K™ (mEq/L) 44+0.1 42+0.1 0.045

[Ohara K, Masuda T et al. Diabetol Metab Syndr, in press]
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