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Introduction and aims major adverse CV events. Secondary outcomes included a composite renal Figure 1: Annual change in eGFR and ETD in SUSTAIN 6 and LEADER ey results Results

. . . . — me of new-on rsistent macroalbuminuri rsisten lin
e Type 2 diabetes (T2D) is associated with long-term complications, outcome of new-onset persistent macroalbuminuria, persistent doubling

- - e Patient demographic and clinical characteristics at baseline were comparable
of serum creatinine level and the need for continuous renal-replacement

including chronic kidney disease (CKD) and cardiovascular disease . Baseline eGFR Baseline eGFR .
e Y \(CKD) therapy or death from renal disease. Overall population | <60 mL/min/1.73m?> . =60 mL/min/1.73 m? across treatment groups (Table 1) | | |
(CVD). - | | e Of the 3297 patients in SUSTAIN 6, 3294 with baseline and post-baseline
. . . . N e |n the current analysis, the annual eGFR change was evaluated by overall | p=0.0567 . . o . T .
CKD occurs in approximately 40% ot adults with T2D,” anc represents population and baseline eGFR subgroup (<60 vs =60 mL/min/1.73 m?) for | (MUmin/ 173 mafyear - 0smg . Momg Placebo  HPFIUEE placebo eGFR measurements are included in this analysis:
a significant burden for patients and healthcare providers.? Currently, semaglutide (0.5 mg and 1.0 mg) and liraglutide Eompared Wi’[.h placebo p=0.3658 | N . N . ieas N'4512 o » 2451 (74.4%) patients had a preserved eGFR of =60 mL/min/1.73 m* and
blockade of the renin-angiotensin-aldosterone system is the only ' | ' ' Overall population 159 105 192 177 198 1934 (59.7%) had normoalbuminuria (UACR <30 mg/qg).
approved therapy to reduce CKD progression,® and a great unmet need Statistical analysis ~1.95 123 1141 -069) [m2.18; -1.67]  [-1.84; ~1.61)  [-2.10, =1 871 e Of the 9340 patients in LEADER, 9010 with baseline and post-baseline eGFR
for more elffectilve treatment remairjs. | e Annual change in eGFR and estimated treatment differences in the rate of § 60 Lt 73 1 N2l =2 N 2908 =50 measurements are included in this analysis:
A declln.e in estlmated glpmerular. filtration rate (eGFR) has been shown eGFR change over time (total eGFR slope) were analysed using in-trial data kS -1.90; -0.49]  [-0.97;0.48]  [-2.37;-136] [-1.68;-1.19] [-2.37; —1.85] » 7137 (79.2%) patients had a preserved eGFR of =60 mL/min/1.73 m?
to predlCz Sthe risk of kidney failure, cardiovascular (CV) events and from baseline to end-of-treatment for SUSTAIN 6 and LEADER, respectively, E PN N=613 N=617 N=122 N=3544 N=3593 and 5557 (63.0%) had normoalbuminuria (UACR <30 mg/g).
mortality.* | | | by overall population and by baseline eGFR subgroup (<60 vs =60 mL/ ™ ) | -2.15;-1.32]  [-1.72;=0.90] [-2.24: -1.64] [-1.92; -1.67] [-2.08; —1.83] e Mean duration of T2D was 13.9 years and 12.8 years in SUSTAIN 6 and
Treatment with glucagon-like peptide-1 (GLP-1) analogues has proven min/1.73 m?) using a linear random regression model with random intercept £ _EADER, respectively. The mean HbA,_ was 8.7% in both trials.
to be an effecl’u.ve approach to improving glycaemic levels in patients and time slope. § SUSTAIN 6 LEADER e In the SUSTAIN 6 overall population, a significantly slower rate of annual
with T2D. Additionally, data have suggested that GLP-1 analogues may e A p-value of <0.05 was considered significant. E :gemag:u?ge 32 Mg ve p:acego W Liraglutide 1.8 mg vs placebo eGFR decline was observed with semaglutide 1.0 mg versus placebo
: - . _ , . ema Iae 1.U mQg VS placebo '
delay CKD progression.®? | e To further illustrate the eGFR decline over time, the eGFR by visit was Q - IR (p<0.0001); a lower rate was also observed with 0.5 mg versus placebo,
ln the SUSTAlN 67.a.nd LEADER8 trlals’ renal even-.ts Wer.e evalu.ated d> eStimated USing d mixed mOdel for repeated measures (MMRM> analySiS - p-values above bracketed lines are p-values for treatment by subgroup interaction; p-values directly above bars in graph are p-values bUt thIS was not Sigﬂiﬂcant (,O=O1382> (Figure 1)
part of a pre—SpeCIfled SeCOndary renal outcome In patlents with T2D for the overall pOpUlatiOn and by SUbgrOUp. for the ETD. A positive ETD value indicates less reduction in .eGFR with semaglgtide.or Iiraglu_ti.de.v.ersus placebo. eGFR, estimated e |In the SUSTAIN 6 sub roup analvsis bv baseline eGFR <60 or >60 mL/
glomerular filtration rate; ETD, estimated treatment difference; N, number of patients; NS, non-significant g y y

and high CV risk who received the GLP-1 analogues semaglutide or

iraglutide versus placebo, both in addition to standard of care.

This post hoc analysis of SUSTAIN 6 and LEADER trial data investigated Table 1: Patients’ baseline characteristics
the effects of semaglutide and liraglutide on the rate of loss of kidney

min/1.73 m? (Figure 1):

» Semaglutide 1.0 mg significantly slowed the rate of annual eGFR decline
compared with placebo, with a trend towards a larger treatment difference
in those with eGFR <60 mL/min/1.73 m? (p-value for interaction=0.0567);

function, evaluated as total eGFR slope. Figure 2: eGFR by visit by treatment group in the overall population, and subgroups by eGFR at baseline, in a) SUSTAIN 6 and b) LEADER . . .
P 9 y y group Pop ' groups by ' ) ) » A similar effect was not seen with semaglutide 0.5 mg and there
Foresiinite GanEsiith  Fheste  LEeide  Fhzbe a) —— Semaglutide 0.5 mg ——Semaglutide 1.0 mg -=-Placebo was no effect of subgroup on the treatment difference (p-value for
0.5 mg 1.0 mg 1.8 mg 80 - - 90 - : : 2 60 1 Baseli FR L/min/1.73 m? Interaction=0.3658).
T T 851 % € 55- e |n the overall LEADER population, the annual rate of decline in eGFR was
studv desi Age, years 646+73 64671 64675 64172 644+72 g m 7T g ™ 80 - % 5 g ™ 50 - significantly slower for liraglutide than for placebo (p=0.0009) (Figure 1).
u esign : : : : : : :
y 9 . . Sex, male, N (%) 494 (59.9) 517 (63.0) 988 (60.0) 2915 (64.6) 2884 (64.1) o= c < 75 C < 45 » In the subgroup analysis, the effect was more marked in patients with
e SUSTAIN 6 and LEADER were global, double-blind, randomised, placebo- 5 £ 5 < 5 S _ baseline eGFR <60 mL/min/1.73 m2 than for the >60 mL/min/1.73 m?
controlled cardiovascular outcomes trials that assessed CV, renal and safety Body weight, kg 91.8+20.3 929+21.1 91.9+206 91.9+212 91.5+20.5 = E ; = = 70 - - E 40 - RS ——l e Subaroup (p-value for interaction=0.0084)
i i i i . . = £ 65 - £ 35 . o L
outcomes with semaglutide (0.5 mg or 1.0 mg) and liraglutide (up to 1.8 mg) Diabetes duration, years 143+82 141+82 136 +80 127479 12.8+8.0 e oGFR by treatment group in the overall population and subgroups by eGFR
versus placebo when added to standard of care in 3297 and 9340 patients, | 60 4, 60 304, . o
. . : Glycated haemoglobin (HbA,), % 8.7+ 14 3.7+ 1.5 8.7+15 8.7+1.6 3.6+ 1.5 4]/ ;I/ ;]/ at baseline are shown in Flgure 2.
respectively. Median follow-up was 2.1 and 3.8 years in SUSTAIN 6 and o--— O OO OO o -
| EADER ivel Systolic blood pressure, mmHg ~ 136.1 +17.9 135.9 + 16.9 1353+ 16.8 135.9+ 17.7 136.0 + 17.7 0 2 4 &8 16 30 44 56 68 80 92 104 0 2 4 8 16 30 44 56 68 80 92 104 0 2 4 8 16 30 44 56 68 80 92 104
, respectively. / ! o0 | e . c 2
L . L _ Weeks since randomisation Weeks since randomisation Weeks since randomisation .
* Major inclusion criteria were: Diastolic blood pressure, mmHg  77.1+9.8 769+ 10.2 77.1+10.0 77.3+10.3 77.0+10.1 . . o Conclusions
» T2D with glycated haemoglobin (HbA, ) =7.0%! b) - ——Liraglutide 1.8 mg - Placebo
1c/ =1~ / ST . . . . .
- L " : RAAS inhibitor use, N (%) 673 (81.6) 665(81.0) 1327 (80.5) 3633 (80.5) 3598 (80.0) 80 - Overall population 90 - Baseline eGFR =60 mL/min/1.73 m? 60 1 Baseline eGFR <60 mL/min/1.73 m? . . . . .
» Age 250 years with at least one coexisting CV condition, one of which hop o e The annual rate of decline in renal function among patients with T2D
' : : | 0 & & - . . . LT .
being eGFR <60 mL/min/1.73 m~; Renal function, N (%) £ 75 - = (and at high CV risk) was slower over the trial duration in patients treated
» Alternatively, age =60 years with at least one CV risk factor eGFR’ 260 613 (74.3)  617(75.2) 1221(74.1) 3544 (78.5) 3593 (79.9) o E x = g0 48 . . . . .
Mai e Y gt =0V Y ' eGFR' <60 212(25.7) 204(24.8) 427(25.9) 968(21.5) 905 (20.1) O™ 4 R D with semaglutide 1.0 mg or liraglutide when compared with placebo.
¢ d|or exciusion criteria were. Z = - : : . .
%ype ! diabetes: Albuminuria status 5 E 5 E - < | e The benefit of semaglutide and liraglutide treatment appears to be more
» o - 3
! _ _ . o o Normoalbuminuria 472 (58.3) 476 (59.0) 986 (60.8) 2820(63.6) 2737 (62.3) > 3 65 - > 3 > ronounced in patients with reduced kidnev function (eGFR <60 mL/
» Use of GLP-1 analogues, dipeptidyl peptidase-4 inhibitors, pramlintide Microalbuminuria 235(29.0) 237(29.4) 412(30.9) 1168(26.4) 1185 (27.0) £ £ 65 - Pr , P y (
or rapid-acting insulin; Macroalouminuria 102 (12.6) 94(11.6) 224(16.8) 443(10.0) 474(10.8) 60 1 o L min/1.73 m?).
. . . . . / 7 .
» A famlllal or perSOnal h|StOry Of multlple endOcrlne neoplaSIa type 2 Or *These values represent the total number of patients recruited into SUSTAIN 6 and LEADER, respectively; only patients with eGFR at baseline 0 /]/ : : : : : : , 0 /]/ : : : : : : , 0 : : : : : : , ¢ TOtal eGFR SlOpe haS been ShOWﬂ 1o COrrelate Wlth hard renal OUtCOmeS,
: : and at least one post-baseline eGFR measurement have been included in this analysis. Normoalbuminuria defined as UACR <30 mg/g; 0 6 12 24 36 48 60 0O 6 12 24 36 48 60 0 6 12 24 36 48 60 ' ' ' A
medU”ary therId cancer, o microalbuminur.ia Qefined as UACR ;BQ to 300 mg/q; macroqlbuminuria definedlas UACR >300 mg/g. FluII qnalysis set. Data are means Months since randomisation Months since randomisation Months since randomisation and the effeCtS ObS.erved In the Curr.entlanalySIS are .pOteﬂtla.”y Cllnllca”y
» The occurrence of an acute coronary or cerebrovascular event within — * stenderd deviation uness othemise indicated. Renal function s calculated using the CKD-EP] (€ fronic Kidney Disease Epiderniology important, suggesting a renal benefit with semaglutide and liraglutide.
. ollaboration) formula. Tml/min/1.73 m?. eGFR, estimated glomerular filtration rate; N, number of patients; RAAS, renin-angiotensin-
14 dayS before screeni Nng. aldosterone system; UACR, urinary albumin-to-creatinine ratio Estimates are from an MMRM with treatment / treatment by subgroup interaction and baseline value as fixed effects, embedded within visit. Analysis is done on log-transformed eGFR values and backtransformed to original scale. eGFR, estimated glomerular filtration rate
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