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Trends in diabetic complications in type 2 diabetes
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Human GLP-1 backbone Exendin-4 backbone

Feingold KR. Endotext. 2019 July 8
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Renal protection with liraglutide

The Liraglutide Effect and Action in Diabetes: Evaluation of Cardiovascular Outcome Results (LEADE %
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The Liraglutide Effect and Action in Diabetes: Evaluation of Cardiovascular Outcome Results (LEADE %@@@.ﬁ&ﬁ?
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@ roke 6\6 27 (1.6) 0.80 44 (2.7) 1.31 0.61 (0.38-0.99) 0.04
< itali \@& or unstable angina 22 (1.3) 0.65 27 (1.6) 0.80 0.82 (0.47-1.44) 0.49
‘\laQ ( toris
O%\\»\ ?(>&evascu|arlzat|on 83 (5.0) 2.50 126 (7.6) 3.85 0.65 (0.50-0.86) 0.003
O\QQ Hospitalization for heart failure 59 (3.6) 1.76 54 (3.3) 1.61 1.11 (0.77-1.61) 0.57
Retinopathy complications{ 50 (3.0) 1.49 29 (1.3) 0.86 1.76 (1.11-2.78) 0.02
New or worsening nephropathy| 62 (3.8) 1.86 100 (6.1) 3.06 0.64 (0.46-0.88) 0.005

Marso SP et al. N Engl J Med. 2016,;375,;1834-1844
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The Evaluation of Lixisenatide in Acute Coronary Syndrome (ELIXA) Trial EL)Q/-\ 6\
'3

A Intention-to-treat population B Normoalbuminuria 24 0\
249 124
: r:;':;udg 20 o Normoa!lﬁuminuria Prens=0-6812 \\'
21 34 1] S A 6
N ﬁ £ T NN
= - o 10 -
I O S g : W oW
5 b — & s g 68 Tt 1 7 6
: 5 £ Microalbumi -00071 |
i R E 64 icroalbuminuria pye.,=0-097 \e .
2 ol \
124 79 E o ° \Q
A Prun=0-0208 Pun=0-1074 E T —% ——— . d\
o 0 —
= ks = ks 2 56 \@ o\
Number of patients Number of patients = ©2 e
Placebo 2094 2731 2448 1468 Placebo 2191 2016 1824 1101 = k
Lixisenatide 2984 2696 2408 1425 Lixisenatide 2250 2065 1857 1110 minuria p"
48 _@—placeho 6\%‘
C Microalbuminuria D Macroalbuminuria
! ! ,]/ -@- Lixisenatide (‘ e
T |
90+ 10004 % 108
- § . .
5 g ,./'}"J{_ } B g /./// Patients with normoalbuminuria 5 me ﬁom ra \ {WEEkS} Macroalbuminuria
£ } - ? t Placebo zvﬁé/\ Toos eg 1748 1054
g g — Lixisenati 1734 1043 -
70 i N 600 — — Adjustments HR (95% CI value
? o } % "%”_ { Patients with mlcroalbu i @( ! (95% P
= 60 - 2 a0 d §94 453 ggg ggg Unadjusted ! 0835 (0-682-1.023) 00825
t
o0 200 Patle al l.llm::uln: Xe Age and baseline eGFR —— 0-861(0-703-1-056) 01501
e 00880 Vi p..~00162 183 148 79 | |[Baseline Hoa,, —"— 0-808 (0-660-0-991) 00404
T T T 1 T T
0 24 76 108 0 4 18 \ 2 155 122 65 Baseline HbA ., on-trial HbA —— 0-815 (0-665-0-999) 0-0401
Numberof patients Time from randomisation (weeks) Number of patients Time from randomisation weeks - - - - —
Placebo 506 520 n 280 Placcbo 207 186 153 \.) Baseline HbA,, on-trial HbA,,, baseline —l 0823 (0-671-1.009) 00610
Lixisenatide 552 475 417 229 Lixisenatide 182 156 (\e systolic blood pressure, baseline weight
& ‘\0 Parsimonious model — 0-850 (0-601-1.046) 01252
& 607 -1'29 (5585'10: 95% Cl . -21-10 (SE10-79; 95% CI -39 18& 95“60 < ‘Dg 7 -042(SE070;95%CI —2.64 (SE 1-85; 95%CI -0-03 (SE 3-64;95% CI 0% 10 S
£ -11.69 to 8-30; p=0-7398)t 245 to 0-04; p=0-0502)t 0 = 1. - p=0. * . .08: p=0- * 7. 14: p=0- * - : :
= £ P 2 Y ~42.451t00.04; p=0-0502)+ \ﬁ3 84;p-= = 1.80t0 0.96; p=05540) -6-2610 0.98; p=0-1530) 719 10 7-14; p-0-0044) ) )
5 40 6 \6 2 T Favours Favours
£ 6 s Oy TTmy T [ - lixisenatide placebo
: ef® e :
= 2
£ [ Q( G\‘ 3 L
o v -5+ J_
: O] ;
g 0 . &\\\ (\ =
g 6\\.\ e\ :
0 L -
5 304 5
g \QQ :
g -40+ l § -15+ J
ho [ placebo % = Placebo
g [ Lixisenatide 8 [ Lixisenatide
-60 T T 1 -20 T T ]
Normoalbuminuria Microalbuminuria Macroalbuminuria Normoalbuminuria Microalbuminuria Macroalbuminuria

Muskiet MHA et al. Lancet Diabetes Endocrinol. 2018;6:859-869
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\>
The Exenatide Study of Cardiovascular Event Lowering Trial (EXSCEL) EXSCEL®, ) G\O\Og

. 9\3‘0
Exenatide Placebo o\ "
# with # with a\a(\a \\a\\’b'
event, Incidence/ event, Incidencg/ ,‘,‘6\\ t@g\d
n/N (%) 100 pyr n/N (%) 100 R‘(I;\e A P
Renal composite 1 246/6456 1.2 273/6458 oY O\ 0.88 0.164
' PN ' |
(3.8%) (4.2% e 703 (0.74, 1.05)
Adjusted HR* OV Ne‘ 0.87 0.128
g O b (0.73, 1.04)
y 23,1,
40% eGFR decline 239 © < QQQ%
Renal replacement 7 \)(5\/ \ Q(G’ 7
Renal death PR« Q A\S S 0
Renal composite 2 ;,@‘5’67 WM 19 407/6222 2.2 0.88 0.065
X @ (6.5%) (0.76, 1.01)
Ad;us%gﬁﬁ wO(\ 0.85 0.027
(0.73, 0.98)
40% W 216 228
\‘lgn ent 7 6
Oé’\\\\ ?Q}il ﬁeath 0 0
'\@Q ew macroalbuminuria 143 173
0 *Adjusted for age, sex, ethnicity, race, region, duration of diabetes, prior history of CV event, insulin use,
baseline HbAlc, eGFR, and BMI.

Bethel MA et al. Diabetes. 2018,67:522P
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Assessment of Weekly AdministRation of LY2189265 in Diabetes- (AWARD)-7 o0
. \6\0
L e s;;:—:gd O

40 —- Dulaglutide 1.5 mg 4

-E“ —8— Dulaglutide 0-75 mg ‘E

E - H —a— Insulin glargine }S 0_:8 _ [ Insulin glargi \ 6
5 p<0-00017 5 27

Y = e ! AN
: 36_,,-? E/E% - -% % ; - 2 0 ’_4‘ = \ a\ Aa\ \\'

e p<0:00017 [ 9 g Pogo = 1 - s\

% 34 {, i = %E 2 <)<:)\U' \e(\l ’

g i -0o0g0t & 2 . & \ &

f e S S T s \\,c.ﬁ S |

2 { 8 75\ 7 p=00324f

g - (5\)"6 ) J

: 04./ ; @,‘a r(\\‘ - pes 0001

0 ' 26 I 5‘2 e °, SU
. Weeks %6 Q\ 26 weeks L2 weeks
Number of patients Num i
Dulaglutide 15 mg 192 163 \6 6 dpoint 163 167 174 157 160 164
Dulaglutide 075 mg 190 167 6\, 160 (e Baseline 192 190 104 192 190 104
Insulin glargine 194 174 ?\)
‘AN

g
o

0—------ == et [

ne equation (mL/minper1.73 m")

1]
0 01111T -0-4 [
-2 - p=0-0293t
\ -11

-15
-19 -0.0241
p=0.0002* p=0-0241 J

GFR by creatini

*
°. o
A\ el - X
06 v /( ® p=0-0001*
0 I T T 1 _5
‘\6 0 26 52
0 . Weeks 26 weeks 52 weeks
Number of patients
Dulaglutide 1.5 mg 192 163 157 Number of patients
Dulaglutide 075 mg 190 169 160 Endpoint 163 169 76 157 160 164
Insulin glargine 194 76 164 Baseline 192 190 194 192 190 194

Tuttle KR et al. Lancet Diabetes Endocrinol. 2018,6:605-617
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\>
Assessment of Weekly AdministRation of LY2189265 in Diabetes- (AWARD)-7 \oe\o\og

0'3

Macroalbuminuria No macroalbuminuria Macroalburrql;bw@ I\R@S\:roalbummurla
\
p=00 \\
45— @ Dulaglutide 1.5 mg 4— @{Q‘a 6\6 pD%Dm%TDZEE +
—&— Dulaglutide 075 mg é}g 6@ i E 6
—a— Insulin glargine %0 5\6\\ ~ T
~ 407 6\\6 AT |
E., \6 — @'__a - EEE
r~ \) (S ] !
T 354 3 *56 '
5 pccﬂl n::r::n::rr G(\ b 1 A
c \ SV T T !
£ i ? p=0- 1]1]3-4T O 2 :
0= E :
E E p=0.000 i £ 4 05— i 114 |
i 15 1 31 P- 02191 = o023 | -2:6 X
3 5 E_E = p=0-02721 : p-0.0002-
i ? u -6 __a'_ 0 i
\)%Q; p=0-0003* i
1 I
N
o S 0
0 \o 52 |
eQa e(@ 26 weeks 52 weeks 26 weeks 52 weeks
Number of patients Mumber of patients
Dulaglutide 1. 5 mg\l'alQ ( 0 D b4 108 a3 a3 Endpoint 70 71 77 64 67 60 03 06 97 03 903 9%
Dulaglunde% A? 67 106 96 a3 Baseline 84 84 90 84 84 00 108106104 108106 104
gine Q0 ?? 69 104 97 %5 1 Dulaglutide 1.5 mg
O\ = Dulaglutide 075 mg
@ Insulin glargine

Tuttle KR et al. Lancet Diabetes Endocrinol. 2018,6:605-617
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Renal protection with dulaglutide

: 0\9
Macroalbuminuria No macroalbuminuria o\ X
40 i WA 7.8
i N
! N \\3 6‘\6\
01 i e\ .
20 : OV I\
. Y ()
. &K
: N\ ] 5\
é z 07 d:"\) C ﬁe 1
== 2 r
3 &)Q\
g 2 -20- \)CQ\’ \ (63 I 04
[ Dulaglutide 1-5 mg £ Q - Q‘[ \ E 57 34
[ Dulaglutide 0-75 mg E @ Q’?k AN [ -123 i 1 1 -99
[ Insulin glargine = 2 ( _{@ \ : -180 -153
w -4 '10 O !
£ (0_5\ '\@3 . 350 :
5 3o (5 %0.0102 50,0004 i
(6\6 \%\‘ 431 p=0:02057 i
Qa (S 07 p-0.0076t !
(e Qe 0.0001* i
S p< :
K2 (\0 :
AN QG :
. QO -80 | i |
0\6 26 weeks 52 weeks 26 weeks 52 weeks
Number of patients
Endpoint 75 76 80 65 70 71 100 99 101 94 92 94
Baseline 84 84 90 84 84 90 108 105 104 108 105 104

Tuttle KR et al. Lancet Diabetes Endocrinol. 2018,6:605-617
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Renal protection with dulaglutide

Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND)\OQ@%ﬁD

glutide CV Qutcomes Trial

Re\%
%
2

Microvascular composite* X
0.5 - ‘\‘\6('\ ‘\f“\\a‘\
' o WO
= Placebo \S .
= Dulaglutide N \\6
SO~ g\
0.4 - N\ 65\
HR 0.87 (95% CI 0.7%\@%6@
2 03- 6@ o\
: 2 2
* Microvascular composite = 6\’\ B (Gg
Eye: laser, anti VEGF, vitrectomy Lé ?\) S 5\
or 3 027 \% . (\6\
Kidney: new macroalbuminuria, 66? (‘\g\
or 30% fall in eGFR, or renal \0 S O f
replacement therapy 2 6 \O(\ /g
612" S
6(6 \o
Q(GQ‘ oe\\e
\\\]6 (\ 0 T T T T 1
%\ ?e 0 1 2 3 4 5 6
0‘\6 | Times since randomization (years)
EE&ZL?SR 4952 4737 4441 4112 3846 3132 635
Dulaglutide 4949 4770 4530 4251 3989 3270 656

Gerstein HC et al. Lancet. 2019;394:131-138
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Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND)\O@*@‘Q

glutide CV Qutcomes Trial

Dulaglutide (N=4949)  Placebo (N=4952) &B‘Q\%c%\\'
N (%) N/100 py N (%) N/100 py | & r,\\\ ,\\\
Primary Composite 594 (12.0) 2.35 663 (13.4) 2.66 @‘jé, 9,0.99)
MI 223 (4.5) 0.87 231 (4.7) 0.91 660 \6\\' \\'& 0.96 (0.79, 1.15)
Nonfatal MI 205 (4.1) 0.80 212 (4.3) 0.84 2 6\ 0.96 (0.79, 1.16)
Fatal Ml 26 (0.5) 0.10 20 (0.4) 0. @\)\ G( A 1.29 (0.72, 2.30)
Stroke 158 (3.2) 0.61 205 (4.1) o (%81 6(,(\ 0.76 (0.62, 0.94)
Nonfatal Stroke 135 (2.7) 0.52 — e 0.76 (0.61, 0.95)
Fatal Stroke 26 (0.5) 0. 10 \}é{o Q@Q 13 o 0.78 (0.47, 1.30)
CV Death 317 (6.4) JQ 1.34 —— 0.91(0.78, 1.06)
?/ a\e
Non-CV Death @ 246 (5.0) 0.95 —— 0.88 (0.73, 1.06)
All Death 10 592 (12.0) 2.29 —— 0.90(0.80, 1.01)
Heart Failure 0 83 226 (4.6) 0.89 —— 0.93(0.77, 1.12)
Unstable Ang.pg\a 6 (1. 8) 0.34 77 (1.6) 0.30 —_—— 1.14 (0.84, 1.54)
A e\
Cor@&gw@i@scular 910(18.4) 376  1019(206) 431 - 0.87 (0.79, 0.95)
\\\q'é/e o%c&?& 95 (1.9) 0.40 76 (1.5) 0.30 o 1.24 (0.92, 1.68)
\QQO6 Re aﬁ)utcome 848 (17.1) 3.47 970 (19.6) 4.07 --- 0.85(0.77, 0.93)
0 0.5 1 2 HR
Favors Dulaglutide Favors Placebo g

Gerstein HC et al. Lancet. 2019;394:131-138
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Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND)\OQ@%ﬁD

. ON
Renal composite* 6\0 3
_\\6(‘\@ \:a\‘ 3
0.5 | *6\\6 6‘\6\
—_ OC N
Placebo 60 . (\\\Q
04 = Dulaglutide 6\\@ 66\
& e
HR 0.85 (95% CI 0.778%3) (N®'
5 g3- P = 0.0004 e &°
: 2 2
* Renal composite % \/ Q
New macroalbuminuria E
or 3 0.2 7
30% fall in eGFR ©
or
renal replacement therapy
1 Q
20
C N
(GQ \\G‘
: '\169 (C°
W ol °
. 0° 1% 0 1 2 3 4 5 6
0\®Q Times since randomization (years)
No. at Risk
Placebo 4952 4756 4475 4145 3887 3169 641
Dulaglutide 4949 4798 4571 4303 4045 3320 667

Gerstein HC et al. Lancet. 2019;394:131-138
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glutide CV Qutcomes Trial

Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND)\O@@%ﬁD

—ON
0517 0.5 6\ V

R RN |
O W 0\\6(\‘ d\,\@\\ﬁ

HR 0.85 (95% Cl 0.77, 0.93) HR 0.77 (95% CI 0.68, 6\
03 - P = 0.0004 05 - P < 0.0001 K

W

= Placebo
04 - = Dulaglutide

Cumulative Risk
Cumulative Risk

02

@ 6\\6 66
e e

0 T T T T T 1 6 0 &‘E%I_’I
0 1 2 3 4 5 1
imes since randomization (years

T T 1
2 3 4 5 6
Times since randomization (years)

No. at Risk @;; ;
EEEEEEEEEEE 4756 4475 4145 3sa7 3@» 641 o ’ﬁce o 4952 4762 4542 4308 4127 3440 723
Dulagluti de 4949 4798 4571 4303 4045 ? 667 ulaglutide 4949 4805 4836 4438 4263 3576 740

?Q?/ ‘ \(\6\3 °?7 Renal I}Ieglacement Therapy
o — EEEZ?&@ 066 0(\% ——  Dulaglutide
HR gg';\% C g\ﬁ(}%l) B I (95% Cl1 0.39, 1.44)

P=0.39

o 6 Q ‘ g’ 0.005
0‘\6 T .| | T N T T T T T T T 1

P

0 1 0
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Tim domization (ys ) Tim ince randomization (years)
No. at Ris} No. at Risk
Placebo 4852 4348 4672 4440 4220 3489 708 Placebo 4952 4854 ATAB 4614 4490 3805 o7
Dulaglutide 4949 4858 4707 4517 4315 3598 728 Dulaghtide 4949 4865 4 4659 4552 3682 807

Gerstein HC et al. Lancet. 2019;394:131-138
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Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND%@E}W/%D

(\\'3

Dulaglutide (n=4949) Placebo (n=4952) Hazard rati 6 %
(9%36{&6 \\@\
Number of Incidencerate  Number of Incidence rat
patients (%) (number of patients (%) nu@ \\6
events per
100 perze;:m— 6\1&
e R Oose
Main analyses of renal effect P Oe - O(N h
Composite renal outcome 848 (17-1%) 347 C"G g@&) 6%) 4.07 0-85 (0-77-0-93) 0-0004 |
Components of composite renal outcome N (:‘\,\V (\(Gg
New macroalbuminuria 441,{8 @M 1766\ ¥ 561(113%) 229 077 (0-68-0.87)  <0.0001 |
Sustained decline in eGFR of =30% \(\6} 79 500 (10-1%) 200 0-89 (0.78-1.01) 0-066
Chronic renal replacement therapy 0%6 16 {@‘ﬁﬁé 0-06 21 (0-4%) 008 075 (0-39-1-44) 039
Serious renal adverse event® \00%, (1-7%) 032 93 (1-9%) 0-36 0-90 (0-67-1-20) 0-46
Sensitivity analyses of rgml Qect \| G(%
Sustained declin rg&ﬁ of %\6 169 (3-4%) 0-66 237 (4-8%) 0-93 070 (0-57-0-85) 0-0004
Cﬂm ?ﬂut@&@uththﬁdedme 587 (11-9%) 236 751(152%) 310 076 (0-68-0.84)  <0.0001
éd Qeﬂ}‘e FRof =50% 61 (1.2%) 0-24 108 (2-2%) 0-42 0.56 (0-41-0-76) 0-0002
. QQ‘D G::mpﬂ?e renal outcome with this decline 496 (10-0%) 1-99 649 (13-1%) 2.66 074 (0-66-0-84) =0-0001
0\ eGFR=estimated glomerular filtration rate. *Based on a search of the REWIND database for any reported adverse event linked to acute renal failure.
Effect of treatment allocation on renal outcomes

Gerstein HC et al. Lancet. 2019;394:131-138
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REWID

Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND

,a gfuride CV Outcomes Trial
Ay 0\
. . . : 2 O\
Composite renal outcome Sustained decline in eGFR of =30% New macrog] uria®y\" 6‘
Dulaglutide  Placebo HR (95% CI) Preense?  Dulaglutide  Placebo HR(95% CI) Pt DUl&Q{' Plaﬁ@ HR(95% C1)  PrscracionT
Overall effect 848/4949 970/4952 0-85 453/4949 500/4952 0-89 @ '511"49 52 077
(17-1%) (19-6%) (078-0.93) (9-2%) (101%)  (078-1-.01) {-g\ (11-3%) (0-68-0-87)
eGFR (mL/min per173 m?) 0.65 \\@ Dg 5\ 0.046
=60 219/1081 251/1118 0-88 81/1081 ,I'l (e 154/1081 1711118 091
(20-3%) (22-5%) (0-73-1-05) (7-5%) %ﬁ]éé @ (14-2%) (15-3%) (0-73-1-13)
=60 610/3734 701/3707 083 46 3 268/3734 372/3707 070
(16:3%) (18-9%) (0-75-0-53) % {0?9-1 04) (7-2%) (10-0%) (0-59-0-81)
Baseline albuminuria status : 6€ \,\ 0-64 : = 0-84
Mormoalbuminuria 330/2917 365/2863 ?0 2@2 }' 23}'} 2863 0.87 123/2917 154/2863 078
(11:3%) (127%) 0 075 @% a\a?-R%} (83%)  (073-1.05) (42%) (54%)  (061-0.99)
Microalbuminuria or 468{1707 543/1760 \g\o 2241707 2401760 093 279/1707 3601760 076
macroalbuminuria 27-4% 30-9 740, \! (13-1%) (13-6%)  (078-112) (16-3%) (205%)  (0-65-0-89)
ACE inhibitor or ARBE use 6‘\0(\ 0-23 0.45 0.55
No 14'51"% 1411" ( 0-97 79/940 74/893 100 70/940 771893 084
t\@i% (077-1-22) (8-4%) (83%)  (073-137) (7-4%) (8:6%)  (061-116)
Yes (QQ W 829/4059 0-83 374/4009  426/4059 0-87 371/4009 484/4059 076
a (20-4%) (0-75-0-52) (9-3%) (10-5%) (0.76-1.00) (9-3%) (11-9%) (0-66-0-87)
Data ar }unle |se Stated eGFR=estimated glomerular filtration rate. HR=hazard ratio. ACE=angiotensin-converting enzyme. ARB=angiotensin-receptor blocker. *The 791 people with
\%@Qummuna at b¥seline were not eligible to develop the new macroalbuminura component of the outcome after randomisation. tpvalue for the interaction of subgroup with allocation.
<> ' Effect of dulaglutide on renal outcomes in exploratory subgroups

Gerstein HC et al. Lancet. 2019;394:131-138
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Researching Cardiovascular Events With a Weekly INcretin in Diabetes (REWIND D
0\6 iglutide CV Outcomes Trial
&\
\% \\’0\
eGFR Geometric mean U %{\3 d\\@

80— -® Placebo ~ 5= Overall LSM Qé@ﬁference
c —=- Dulaglutide - 0-82 9@‘5 a@ '36)
o =
% 787 S 4 \'gqg 6(6
o G 2[\:’0(
£ 767 e\
E \,\6 Q(égé . |
— c
E 74- e " g 2@;4./_
o =
5 Overall LSM difference \& =
c 72+ 042(95%CI-0-11® 96@(\ E 1-
5 p=012 0% " (ef® s
= % \2 g

/0 6\)?} 3| ] | | 0 | | ] | 1

\19 ( ]0 3 4 5 0 1 2 3 4 5
05\\\ \% G‘ Study visit (year) Study visit (year)

Gerstein HC et al. Lancet. 2019;394:131-138
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g\
Systematic review and meta-analysis of GLP1-RA CVOTs O\0
\9\0
\ V
GLP-1 receptor Placebo Hazard ratio 9 \6\\» pvaluve
agonist n/N (%) n/N (%) | (95% CI) \?\\\ igiﬁ:\_%
Composite kidney outcome including macroalbuminuria ] v \ 6 g
ELIXA 172/2639 (6%) 203/2647 (6%) S—— A(ﬁ}ﬁ,}{]-ﬁﬁ\l 0-083
LEADER 268/4668 (6%) 337/4672 (7%) . 078 '92) 0003
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) “ i A\ N -46-0-88) 0-006
EXSCEL 366/6256 (6%) 407/6222 (7 %) —#—] X2~ .o “088(076-101) 0-065
[ REWIND 848/4949 (17%) 070/4952 (20%) -0V S 0-85 (077-0-93) 0-0004
bv O\\
S \ ©
Overall 1716/20160(0%)  2017/20142 (10%) M» 0-83(0-78-0-89) 62 (48 10 96) <0-0001
(P=0-0%, p=0-413) 2 S
A\ \6\/ -\\ Q(
Worsening of kidney function * ‘3 i
ELIXA 35/3032 (1%) ?Q ; * 116 (0.74-183) 051
LEADER 87/4668 (2%) %4 72(2 + 0-80 (0-67-1-19) 0-43
SUSTAIN-6 18/1648 (1 a} ; = p 128 (0-64-2.58) 0-48
EXSCEL 246;6456j45@] M*?'E-jl o+ | 0-88 (0-74-1-05) 016
[ REWIND 159;,;1&1%‘.%}.6 \‘6&3?;4952 (G%) o 0-70 (0-57-0-85) 0-0004 |
Overall (QQ 55&@&9}%} 662/20762 (3%) <> 0-87 (0-73-1.03)  245(118 1o -10641) 0-098
(P=427%, p=04 - QS ;
XN < '\ 05 1 15
SN S
+«— —p
()‘\@9 ) £ kid ¢ ion: either doubl| Favours GLP-1  Favours
Worsening o .I .ney unctlon.elt. er' oubling receptor agonist placebo
of serum creatinine or >40% decline in eGFR

Kristensen S et al. Lancet Diabetes Endocrinol. 2019;7:776—785
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LEADER® (1) 55\{}{&9 2) {:}" EMPA-REG (3) cm?mgm @) | e CQRE ((53)\ &%DOENCE
Drug Liraglutide Dulaglutide Empagliflozin Canagliflozin S\agé@f \Z\L{\Q\\' Canagliflozin
N 9,340 9,901 7,020 10'1426\8\®\\a®ﬁ) &} 4,401
Follow-up (years) 3.8 5.4 3.1 \\\?’qp b\é\\@\\ 4.2 2.6
Prevalence of any DKD 47.6 48.9 52.2 ‘a 2 Aélél@ 34.4 100
Prevalence of |, eGFR 23.1 22.8 2% Ge JSC,(\ 19.8 7.4 60
Prevention of macroalb 0.74 (0.60-0.91) 0.77 (0.68—0.8?) \% 0, %@4) 0.80(0.73-0.87) 0.77 (0.68-0.87) NA
Progression of alb NA h& ?\)V GO%EX)'M'OJZ) 0.58 (0.50-0.68) 0.73 (0.67-0.79) NA
Regression of alb NA \56? NH\Q\“” 1.61 (1.34-1.94) 1.70 (1.51-1.91) 1.41 (1.27-1.56) NA
Doubling of sCreat 0.89 (0. 6%16?\\ (%\O(\ NA 0.56 (0.39-0.79) 0.50 (0.30-0.84) NA 0.60 (0.48-0.76)
40% eGFR reduction a\ﬁAG\Q 0.70 (0.57-0.85) NA 0-60 (0-47-0-78) 0.54 (0.43-0.67) NA
ESRD/RRT RT Q‘k &@6 61—1 24) 0.75 (0.39-1.44) 0.45 (0.21-0.97) 0.77 (0.30-1.97) 0.31(0.13-0.79) 0.68 (0.54-0.86)
Renal d 6\\\ ) ?ef 1.59 (0.52-4.87) NA NA NA 0.60 (0.22-1.65) NA
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New-onset macroalbuminuria, doubling of serum creatinine ‘ \06\
or eGFR reduction, ESRD (and renal death) ‘\0\6‘\'
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Composite renal outcome with macroalbuminuria (new-onset macroalbuminuria, \0 o
sustained doubling of serum creatinine or a 40% decline in eGFR, ESRD, or renal c{e‘@t \6\
\\
Trials Patients Events T’ea’:"/’;f”‘ P "aflfn?o Weights \. @5\® 95% CIf
G‘\" \{%a
GLP1-RA 60 . d\\a
PN
ELIXA 5286 375 203/2639 17212647 20.0 \a 6 7—@—1 0.84 [0.68, 1.02]
LEADER 9340 605 268/4668 337/4672 3686\) (NQSH 0.78 [0.67,0.92]
SUSTAIN-6 3297 162 62/1648 100/1649 6 e éc’—-—w 0.64 [0.46, 0.88]
EXSCEL 14752 773 366/6256 40 I—I—"I 0.88[0.76,1.01]
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Fixed Effects for GLP1-RA (P-value<0.001) - : 0.82 [0.75, 0.89]
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Zelniker TA et al. Circulation. 2019;139:2022-2031
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Trials Patients Events N N Weights ‘ % \\, 6\@ 5% Cl]

GLP1-RA :
ELIXA 6063 76 35/3032 413031 95 6\\6.—92.—. 1.16 [0.74, 1.83]
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EMPA-REG OUTCOME seeé'a N 81/4645 7112323 200 +——— = 0.54 [0.40, 0.75]
CANVAS Pro%‘a\' D142 \6 249 MA NA 34.0 — 0.60 [0.47,0.77]
DEC@%’" 58 \‘6&6 365 127/8582 238/8578 451 ——— 0.53 [0.43, 0.66]
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