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IHHOAYKENTPIKH IMTPOOIITIKH MEAETHX TAPATHPHXZHY, SPIRIT, AXOENQN ME MEICMENO eGFR
ME ZKOIIO THN AZIOAOI'HXH TQN OEPAIIEYTIKQN AATOPIOMON KAI THX AIAXEIPIXHX THX
NOZOY XTHN EAAAAA.
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EIZAINQrH

> H xpovia veppikr} vooog (XNN) etrnpeddel 8-16% Tou TANBUGHOU TTayKoodiwc! kal opileTal wg
TTapouaia vePPIKAG BAGRBNGS yia XPOVIKO dIAOTNUA MEYOAUTEPO TwV 3 UNVWV Kal estimated
Glomerular Filtration Rate (eGFR) Aiyétepo atmmé 60 mL/min/1.73 m>2.

» 21NV EANGDQ, atroTeAsi Eva ouveXws augavopevo TTPORANUA dNUOCIAC UYEIQG KAl N Xwpea £XEl Eva
aT1rd Ta UYPNAOTEPA TTOOOCTA QIOKABAIPOUEVWY OTIC AVETTTUYUEVEG XWPEG.

> [NpooBaAel repitrou 10% TOoU TTANBUCOU TNG XWPAC TTOU AVTIOTOIXEI O€ TTEPITTOU 1 €K. A0BEVEIC
(GBD Chronic Kidney Disease Collaboration 2020) cup@wva pe eKTIMACEIC.

Chen TK, Knicely DH, Grams ME; Chronic Kidney Disease Diagnosis and Management: A Review. JAMA 2019; 322(13):1294-1304.



> KUplog oTOX0G TNG MEAETNG

" ) KATAypa®n Twv 0EPATTEUTIKWY aAYyopiOpwy Kal TG dlaxEipiong TnG vOoou aocBevwy
TTOU TTOPOUCIACTNKAV VIO TTPWTN @OopA & VEQPPOAOYOUG e peiwuévo eGFR kal
d1ayvwon XNN, uttdé ouvBnKeg TTpayUaTIKAG KAIVIKAC TTPAKTIKNAS oTnV EAAGDQ.

> Agutepevovteg oTOXOI TG MEAETNG

* n agiohoynon tou Health-Related Patient Reported Quality of Life (QoL) xpnoiyotroiwvTag
Ta epwTnuaToAdyia Kidney Disease Quality of Life Instrument KDQOL-SF v1.3 ka1 10 EQ-
5D-5L index ka1 VAS kai Tn JETABOAN TOug oTa diaoTruaTa baseline, 6 kal 12 urvec.

* n agiohoynon aAaywv oto eGFR, ue yerpnoeig baseline, 6 kai 12 urvec.

* n agiohoynon aAAaywyv oto UACR 1) pikpoaABoupivn oupwyv, e HETPoEIS baseline, 6 kai
12 unvec.




SPIRIT STUDY
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MEOOAO2z

Inclusion criteria

Patients need to meet all of the following criteria to be included in the study:

- Provided signed informed consent form

- Older than 18 years at the time of consent

- CKD-EPI eGFR value between 15 and <60 ml/min/1.73 m2

- Prior UACR or microalbumin measurement, regardless of value, within 6 months
or at baseline according to clinical practice

Exclusion criteria

Patients need to meet none of the following criteria to be included in the study:

- Treatment for impaired renal function before recruitment (other than RAAS

inhibitors, MRAS, immunosuppressants or immunomodulators)

- Management of CKD by a nephrologist prior to enrolment in the study

- Patients already participating in another clinical trial

- Pregnancy

- Current treatment with SGLT2 inhibitor for any indication

- Diabetes Mellitus Type 1

- Renal transplantation prior to enrolment

- Any condition outside the renal and cardiovascular study area with a life expectancy of
<1 vyear based on investigator’s clinical judgement




ANMOTEAEZMATA




XAPAKTHPIZTIKA 2YMMETEXONTSN

G3a G3b G4 Total

N=122 (40.0%) N=39.0 (%) N=64 (21.0%) | N=305 (100.0%)
Demographics
Age (years)
N 122 119 64 305
Median (25, 75 67.5(60.0,75.0)  72.0(655,79.0)  75.0(68.8,80.0) | 71.0(63.0,78.0)
percentile)
Gender, n (%)
Female 21 (17.2) 41 (34.5) 34 (53.1) 96 (31.5)
Male 101 (82.8) 78 (65.5) 30 (46.9) 209 (68.5)
Race, n (%)
White/Caucasian 118 (96.7) 117 (98.3) 61 (95.3) P96 (97.0)
Asian 2 (1.6) 2(0.7)
Black 1(0.8) 2 (3.1) 3(1.0)
Other 1(0.8) 2 (1.7) 1(1.6) 4(1.3)

» ME£oog XpOvog yvwaoToU HEIWUEVOU
eGFR 1.5 €10¢

= Causes of reduced eGFR

*Type 2 diabetes mellitus 89 (29.2%)

Arterial Hypertension 141 (46.2%)



G3a G3b G4 Total

N=122 (40.0%) N=39.0 (%) N=64 (21.0%) N=305 (100.0%)
Comorbidities 4,
1 (%)
Arterial hyper- 86 (70.5) 88 (73.9) 50 (78.1) 224 (734)
tension
Type 2 diabetes 32(26.2) 44 (37.0) 15(234) 91 (29.8)
mellitiys
Dyslipidemia 41 (33.6) 46 (38.7) 18 (28.1) 105 (34.4)
Hyperuricemia 19 (15.6) 26 (21.8) 14 (21.9) 59 (19.3)
Coronary artery 13 (10.7) 22 (18.5) 8(12.5) 43 (14.1)
disease
Hypothyroid- 9(7.4) 14 (11.8) 7 (10.9) 30(9.8)
ism
Atrial fibrilla- 6(4.9) 7(5.9) 4(6.2) 17 (5.6)
tion
COPD 3(2.5) 5(4.2) 1(1.6) 9(3.0)
Depression 2(1.6) 5(4.2) 2(3.1) 9(3.0)
Heart failure 1(0.8) 4(34) 5(7.8) 10 (3.3)
Missing 6(9.4) 7 (10.4) 5(13.2) 18 (10.7)




Table S1. Treatments Distribution During the Study Stratified by CKD Stage

Stage G3a Stage G3b Stage G4
Baseline (Visit 1) N=122 N=119 N=64
Antidiabetic n (%) N=45(36.9%) N=56(47.1%) N=23(35.9%)
Insulin 22 (48.9%) 33 (58.9%) 18 (78.3%
DPP4 Inhibitor 22 (48.9%) 33 (58.9%) 16 (69.6%
GLP-1 agonist & (17.58%) 9(16.1%) 2(8.7%
Rignanide 32 (71.1%) 18 (32 19%) A4.(17 4%)
SGLT2 Inhibitor 5(11.1%) 13 (23.2%) 1(4.3%
Sulphonylurea 3 (6.7%) 2(3.6%) 1(4.3%
Thiazolidinedione 3 (4.4%) 0(0.0%) 0 (0.0%
Antihypertensive n (%) N=96(78.7%) N=102(85.7%) N=59(92.2%)
ACE inhibitor 13 (13.5%) 16 (15.7%) 4(6.8%
Adrenergic receptor antagonist 22 (22.9%) 28 (27.5%) 26 (44.1%
Aldosterone receptor antagonist 1(1.0%) 3 (2.9%) 2(3.4%)
Angiotensin II receptor blocker 64 (66.7%) 47 (46.1%) 15 (25.4%
B-blocker 9 (9.4%) 12 (%) 11 (%)
Calcium channel blocker 46 (47.9%) 62 (60.8%) 42 (71.2%
a2 adrenergic receptor agonist 4 (4.2%) 4 (3.9%) 5 (8.5%
Diuretic 27 (28.1%) 30 (29.4%) 20 (33.9%
Antiplatelet/Anticoagulant n (o) N =40(32.5%) N=40(33.6%) N=17(26.6%)
Inhibitors of platelet aggregation 38 (95.0%) 40 (100%) 17 (100.0%)
NOAC 5(12.5%) 1(2.5%) 0 (0.0%
Vitamin K inhibitor 0 (0.0%) 0(0.0%) 1(5.9%
Lipid Lowering Agent n (%) N=81(66.4%) N=81(68.1%) N=31(48.4%)
Cholesterol-absorption inhibitors 14 (17.3%) 14 (17.3%) 7 (22.6%)
Fibrate 7 (8.6%) 6 (7.4%) 2(6.5%
Statin 76 (93.8%) 78 (96.3%) 28 (90.3%
Omega 3 fatty acids 2(2.5%) 2(2.5%) 0 (0.0%




SGLT2 inhibitors

73.7%
65.8% 65.7% 66.7%
34.2% 34.3% 33.3%
26.3% I
Baseline 6 months 12 months Total study duration
w CKD without T2D  w CKD with T2D
RAAS inhibitors
100%
91.9% 93.5%
86.1%
13.9%
8.8% 7.3%
— ] —
RAAS inhibitors ACE inhibitors Angiotensin Il receptor Aldosterone receptor
(all subcategories) blockers antagonists

m CKD without Hypertension m CKD with Hypertension




2Toug 12 pnveg:
eGFR -0.5+ 9.9 mL/min/1.73 m2, p=NS

UACR +100.2 +25.7 mg/g, p<0.05.

Table 3. Clinical monitoring over time

Baseline 6 months 12 months
Renal function N =305 N=264 N=228
Serum creatinine (mg/dL)
N 305 256 228
Median (25, 75 percentile) 1.7(1.4,2.1) 1.7(14,21) 1.7 (14, 2.2)
CKD-EPI eGFR (ml/min/1.73 m2)
N 305 256 228
Median (25, 75 percentile) 40.0 (31.0, 50.0) 40.0 (30.0, 51.0) 40.0 (30.0, 50.0)
Change in CKD-EPI eGFR from
baseline
N 222 222 222
Mean Change (SD) — 1.0(9.1) -05(9.9)
Albuminuria N=305m N=264 N=228
UACR (mg/g)
N 302 142 156
Median (25, 75 percentile) 145.2 (28.9, 640.1)  253.4 (484, 649.2)  246.6 (43.5, 654.2)

Missing, n (%)

3 (1.0%)

122 (46.2%)

72 (31.6%)



Table 5. EQ-5D-5L Metrics during the S5tudy, and Comparative Analysis between Study Visits

25th 75th Change from Change from
EQ-5D-51L Metrics N Mean (5D)) Median Percen- Percen- baseline _ 6 months_
tile tile (p-value) o ip-value}—
Baseline (Visit 1) 304
EQ-5D-5L Index Value 301 0.8 (0.2) 0.9 0.8 1.0 - -
EQ-5D-5L VAS Score 304 71.9 (17.9) 75.0 60.0 85.0 - -
6 months (Visit 2) 261
EQ-5D-5L Index Value 259 0.8 (0.2) 0.9 0.8 1.0 0.596 -
EQ-5D-5L VAS Score 261 74.1 (16.8) 75.0 65.0 85.0 0.085 -
12 months (Visit 3) 226
EQ-5D-51 Index Value 224 0.8 (0.2) 0.9 0.8 1.0 0.857 0.327
EQ-5D-5L VAS Score 226 74.8 (15.8) 80.0 65.0 85.0 0.019 0.772




YV VY

SYMMNEPASMATA A+

Ta amoteAeopata T TEAKNC avaAuonc cuvePaAlav otn ocuAloyn 6edouEvwy o€

TIPOLYLOLTIKEC CUVONKEC yia Tl BeparmeuTtika npotuna Ko tn dtaxeipton tng XNN otnv
EAAGOQ.

Melwpevn/un tkovomolntikn xpron amodedelypueva VEPPOMPOOTATEUTIKWY GAPUAKWV.

Avaykn evioxuoncg xprnong Toug Kol Evtagr Toug otnv KaBnuepLvn KALVLKN TIPAKTLKN).



> UVEDPIO

NeppoAoyiac

ITn gvApn Tou Kadnynth BaoiAn Bapyepédn

2AX EYXAPIXTQ!




