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No new DKD-specific treatment in the last 15 years

RAAS blockade
. OV
: | . v
- No new DKD-specif atment
pressure IDNT#, IRMA 25 in the %5\@% years

identified as DKD i Irbesartan \\
risk factor -

R-blockers? P‘ REMNAALS

Losartan

RSt
@P*\’ > a0 o\ SGLT-2i
\66 O

DKD ?@i& kid ﬂ‘m%ase, T1D, type 1 diabetes; T2D, type 2 diabetes; IDNT, Irbesartan Type 2 Diabetic Nephropathy Trial; RAAS,
ni Ea -aldosterone system; RENAAL, Reduction of Endpoints in NIDDM with the Angiotensin |l Antagonist Losartan.

®\gensen CE et al. Br Med J (Clin Res Ed)1982;285:685; 2. Parving HH et al. Lancet 1983;1:1175; 3. Lewis EJ et al. N Engl J Med
1993;329:1456; 4. Lewis EJ et al. N Engl J Med 2001;345:851; 6. Brenner BM et al. N Engl J Med 2001;345:861
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Summary of SGLT2i RA CVOTs

W\
e,&O\OQ
EMPAREG- CANVAS DECLARE-TIMI . 0‘\‘3\0
OUTCOME program (\6 d\
0
N 7,020 10,142 17,160 oo : 6\3;6\&
Drug Tested Empagliflozin Canagliflozin Dapagliflqz
Kt
Prior CVD 99.2% 65,6% 66\)%%@\\3
Mean Age 63y 643%‘%866%\39\/
Women 28% O@S (\\]6 36.9%
Median F/U P 4,2y
DM Duration %6P$ Q(Gg 13 5y 11y
Baseline Alc \,@ Q@, 8.2% 8.3%
P
Basel%m (\g\ 85.2 76.5 85.2
o“e
\‘QQ ary Composite* Composite** Composite ***

\aenal Endpoint

* doubling of serum creatinine with eGFR <45 ml/min, ESRD or renal death
** >40% decrease in eGFR 2 consecutive measures, need for renal replacement therapy.
** >40% decrease in eGFR to a threshold <60, ESRD (dialysis >90 days, GFR<15ml/min, transplantation)



Secondary Renal Outcomes from CVOTs

EMPA-REG OUTCOME

Renal Composite ——
ESKD —
dSCr ——

HR 95% CI

0.54 [0.40; 0.75]
0.45 [0.21;0.97]

T T
0.25 0.5

Favors SGLT2i

CANVAS Program
Renal Composite

I
;
| | |
1 2 4
Favors Placebo 66\\6

> 0

58 5\

{Ne‘%’.ss [0.33; 0.84]

G 0.77 [0.30;1.97]
0.50 [0.30; 0.84]

2 4
Favors Placebo

HR  95% Cl
0.53 [0.43; 0.66]

T T
025 05

Favors SGLT2i

| |
>l

Favors Placebo

Cell Metabolism 29, May 7, 2019



Lo studio CREDENCE differisce dagli studi oo
CVOTs con SGLT2i in quanto: (O
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1. La popolazione di pazienti con DMT?2 comg@dﬂs \(b@gtrlal e per il 90% in

@\\
prevenzione primaria Pf’ee@%

o T
2. U'endpoint renale compreg@@%&@ﬁ soIo misure di eGFR ma anche della

componente aIbummur@%ﬁﬁ\eg{@‘n%fropatla diabetica

3. Uendpoint r r@p)‘@resenta I'endpoint primario dello studio
(GQ (5\0

4, L’engh§8 Q‘e\‘%nale non e composito
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Summary of SGLT2i RA CVOTs

&
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‘ \06"
EMPAREG- CANVAS DECLARE-TIMI CREDENCE . 0\0
OUTCOME program (\6 d\
A\
N 7,020 10,142 17,160 8 G\'@AOL\
0O L\
Drug Tested Empagliflozin Canagliflozin Dapaglifltﬁjg% ) 8@@%@1ozin
. MY e
Prior CVD 99.2% 65,6% 06(5\)} fON0 50.4%
Mean Age 63y 64.3 P‘% S o 0%\3'9 y 63y
Women 28% OB (\\,e‘ 36.9% 33.9%
Median F/U 3.1 OQ\P‘ g\ﬁfo 4,2y 2.62y
DM Duration 6 . (Gg 135y 11y 15.8y
. @% 5\9
Baseline Alc P‘\/ 6%@, 8.2% 8.3% 8.3%
Basel%eé'?k O{\g\(\ 85.2 76.5 85.2 56.2
@(a R\Z
(GQ ‘}:‘,\0
‘\‘QQ Seq& ary Composite* Composite** Composite *** Primary
G\Qenal Endpoint outcome
et

* doubling of serum creatinine with eGFR <45 ml/min, ESRD or renal death
** >40% decrease in eGFR 2 consecutive measures, need for renal replacement therapy.
** >40% decrease in eGFR to a threshold <60, ESRD (dialysis >90 days, GFR<15ml/min, transplantation)



Primary Composite and Renal Outcomes in the CREDENCE trial

A Primary Composite Outcome

B Renal-Specific Composite Outcome

1009 309 {427 2rd ratio, 0.70 (95% Cl, 0.59-0.82) 1009 209 \127ard ratio, 0.66 (95% Cl, 0.53-0.81)
g %99 259 p=0.00001 g 7 5] <0001
< 30 204 Placebo < 804 Placebe
= =
E 704 15 E 70 104
E 60 10 c 60+ 6
T Canagliflozin 504 3 Can’%‘@
s 5 =
S 404 S 40
i 30 0 T | | | | \ | 3 20 0
£ : 0 6 12 18 24 30 36 42 £ 8 0 42
5 : 5 A\
£ 20 2 20 0 6
= I \
2 104 / o 104 % \
0 0 \O
| T I T T I 1 Ly \‘ %&v T T 1
0 6 12 18 24 30 36 42 \ﬁ@ 30 36 42
Months since Randomization d\) W& 2 Randomization
End- stage kidney disease, doubling of the serum s@ge k|dn \Qease doubling of serum
creatinine level, or renal or cardiovascular death \ ( t|nwele'&l or renal death
AC A&

100
90
80
70
60
50

with an Event (%)

%

Q(

C End-Stage Kidney Disease

Hazard ratio, 0.68 (9@ 0.86
P=0.002 Q‘&@g
2 o\

\G \a 0 6
No. at Risk
Placebo 2199

Canagliflozin 2202

2182
2182

12 13 24 30 36 42
Months since Randomization
2141 2063 1752 1152 641 178
2146 2091 1798 1217 654 199

@“alysns, Kidney Transplantation, or Renal Death

1009 109 \azard ratio, 0.72 (95% Cl, 0.54-0.97)
s 909 g
o
= 804 P Placebo
S 70|
i} i 4
< 60
= 504 24 Canagliflozin
T w04
T T T T T T 1
£ 30 0 6 12 18 24 30 36 42
2 204
[
o 104
0 \ T T I T T I
0 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Placebo 2199 2183 2147 2077 1776 1178 653 180
Canagliﬂoziﬂ 2202 2184 2148 2100 1811 1236 661 199

N Engl J Med 2019;380:2295-306.



Leffetto di canaglitlozin nello studio CREDENCEe
e coerente per tutti i livelli di eGRF? 66\0\0"6
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Renal characteristics of studies

EMPA-REG CANVAS DECLARE-TIMISE CREDENCE
OUTCOME Program
Drug Empagliflozin  Canagliflozin Dapagliflozin Canagliflozin . 6(\6
Dose (mg) 10 and 25 100 and 300 10 100 . \\la\\
MNumber of participants 7020 10142 17160 4401 e\a . \
Mean age (years) 631 633 63.9 éﬁo\ \‘\ ‘\
Sex \\ \\'6‘
Men 5016 (715%) 6509 (642%) 10 ?38 5%
Women 2004 (28-5%) 3633 (35-8%) ijé 33 9%}
Median follow-up (years) 31 24 41‘ 26
eGFR inclusion criteria =30 (MDRD) aPl %} D mUmln 30to <90
\ C} e(a(.ockcroft Gault)  (CKD-EPI)
Baseline eGFR subgroup {mL."mln per1- %! ( q
290 21.9% \ ﬁcﬁ 244%) 8162 (47-6%) 0
60t0 <00 0 3661 9@4,] 5625 (555%) 7732 (451%) 1800 (41-1%)
45t0 ¢6-:n 1485 (14-6%) 1265 (7-4%)§ 1279 (29-1%)
0 (81%) 554 (5-5%) A 1313 (29-8%)
bg 2 {{D"l'}i:]' 2 (=01%) 1(=01%) 0
6\’6 UhCR Qﬁg)’g None None None >300 to 5000
Qa( O ine UP.CR subgroup (mg/g)t
Q(G 6(6\ <30 4171(594%) 7007 (69-1%) 11644 (67-9%) 0
\a\l 30-300 2013 (287%) 2266 (223%) 4030 (235%) 0
‘G =300 769 (11-0%) 760 (7-5%) 1169 (6-8%) 4401 (100-0%)
Missing baseline UACR 67 (1-0%) 109 (11%) 317 (1-8%) ]
Baseline use of RAS blockade 5666 (807%) 8116 (80-0%) 13950 (813%) 4395 (99-9%)

Lancet Diabetes Endocrinol 2019; 7: 845-54



The CREDENCE Study: subgroup analysis by eGFR shows
beneficial effects of canagliflozin
even in the 30-45 ml/min/1.73 m? range of eGFR

\’306
d\ Value for
Subgroup Canagliflozin Placebo Canagliflozin Placebo Hazard Ratio (95% Cl) i (\a Interaction
no. of patients/total no.  events/1000 patient-yr . \\6 \6
Primary composite outcome of ESKD, E . \_‘a 5
doubling of serum creatinine, ! 0\6 . ‘\\»
or renal or CV death 50 . ,\a\\6
Screening estimated GFR 6\\6: 6‘\6\ 0.11
30 to <45 ml/min/1.73 m2 119/657  153/656 72.2 95.4 \al—‘—é‘ 0.75 (0.59-0.95)
45 to <60 ml/min/1.73 m? 56/640 102/639 334 63. ;’66&&@\ : 0.52 (0.38-0.72)
60 to <90 ml/min/1.73 m2 70/905  85/904 29.9 % &. e\ \I—o——| 0.82 (0.60-1.12)
Baseline UACR 9 6 : 0.49
<1000 69/1185 88/116b XZ |—.—E-| 0.76 (0.55-1.04)
>1000 176/1017 ‘316 89 550( 1oo 8 o 0.67 (0.55-0.81)
Renal-specific composite outcome !
of ESKD, doubling of serum P\ﬁ ega E
creatinine, or renal death @66 \ Q( :
Screening estimated GFR P‘ x E 0.18
30 to <45 ml/min/1. 73 m 7 115/656 51.6 71.7 —o—: 0.71 (0.53-0.94)
45 to <60 m /mln (\g 33/640  66/639 19.7 408 F—o— 0.47 (0.31-0.72)
60 to <90 w rb(\ 35/905 43/904 14.9 18.5 |—0——| 0.81 (0.52-1.26)
Baselln \ : 0.16
. 29/1185  31/1163 9.2 10.2 — — 0.90 (0.54-1.50)
05\\\>1°°Q6 124/1017 193/1036 49.1 77.2 = B 0.61 (0.49-0.76)
O\OQ (\Gg\\e 025 050 100 200 400
? e‘ Canagliflozin Placebo
Better Better

Perkovic V. et al.; NEJM 2019



Effect of SGLT2 inhibitors on substantial loss of kidney function, ESKD, or death due to kidney
disease, stratified by baseline eGFR o\og\

A (\a
Events  Patients RR {95@:&\ o

2GR =80 mL/min per 1.73 m’

DECLARE-TIMI 58 120 8162 —— \ ﬁ)

CANVAS Program 17 2476 | 00 32

EMPA-REG OUTCOME 21 1529 L D L£3)
Subtotal e \\’& \6\1 (0 -21-0-63; p<0-0001)
J:=41'8%E Ph:lr\oqmrfn'lg ‘\‘a 6 %

O @

2GFR 6090 mL/min per 173 m’ S
CREDENCE 78 1809 -\é\ 0-81 (0-52-1.26)
DECLARE-TIMI S8 186 7732 p 0.54(0-40-0-73)

CANVAS Program 30 5625 0-48 {0-23-0-98)

EMPA-REG OUTCOME 61 3638 6\ 6%'20% 061 (0-37-102)

subtotal O (WY - 0-60 (0-48-0-74; p<0-0001)

P=0-0%; Ppprsgeny=0-46 ?\P\ d\ S
2GFR 45-<50 ml/min per 1.73 n &0 g@
ag %?\ . Q(e

O Phe eierogensty — =094

O‘\QQ( {\Oe\l Plrens fu:ur eGFR subgroup=0-073 :
°° B

CREDENCE —l— 047 (031-072)
CANVAS Program 1 185 o\ = 074 (0-28-2.01)
EMPA-REG OUTCOME P}g@ » 068 (0:36-128)
Subtotal 6@ \(\ i 055 (0-38-0:76; p<0-0001)
J 00% Ph elerogeneity ™ D{% e g
eGFR =45 per 14
C p 36(\ 1313 —— 071 (0-53-0-94)
. \‘ AS Pro 10 554 s 0.7 (0-21-2.94)
. EMPAERD CCIME 30 563 - 0-63 (030-1.20)
5\\'\ ‘% - 070 (0-54-0.91; p=0-0080)
T

Lancet Diabetes Endocrinol 2019; 7: 845-54



Effect of SGLT2 inhibitors on substantial loss of kidney funcgon
ESKD, or death due to kidney disease, stratified by p@é@??ne
UACR 6"

o
ot
e \\6
UACR <30 mg/g \S R\
DECLARE-TIMI 58 145 11644 —i— 600 ‘&Tﬁ 37-074)
CAMVAS Program 15 J007 - \\a 6 a 0-22 (0-07-0-69)
EMPA-REG OUTCOME 48 4142 - A g\ 0-41 {0-23-0-72)
J_f:u ::;ngt:l . il d\)\_& .a\\a 0-46 (u.gg_u.ﬁa: p<0-0001)
e L P'd.;:-'.\-c_mr?f " OG . \
UACR 30-300 mgfg P\% e %\e
DECLARE-TIMI 58 105 4030 C “# 059 (0-33-0-87)
CANVAS Program 19 2266 e\ ‘N © = 1.42 (0-51-3-95)
EMPA-REG OUTCOME 40 1996 O . 0(\ = 0-67 (0-36-1-26)
Subtotal 0 P‘ 6\ S . = 0-69 (0-47-1-00; p=0-051)
P=18-5%; Prsprgeray =0-28 D
UACR =300 mg/g %6P‘$ Q(eg
CREDEMNCE ﬁ/@ a? 5\ —— 0-66 (0-53-0-81)
DECLARE-TIMI 58 —m—— 0-38 (0-25-0.58)
CANVAS Program d‘a \g\(\ 760 O 0-45 (0-24-0.86)
EMPA-REG DLITC @% 764 — 051 (0-31-0-85)
Subtotal R 052 (0-38-0-69; p<0-0001)
P=51.0 ﬁ@Q‘ "’
P @1 R suﬁ@&?ﬁﬁ : : ;
‘\~ \a
'\09 . O
0 (\0

Lancet Diabetes Endocrinol 2019; 7: 845-54



Estimated number of primary events (doubling of serum creatinine, ESKD or cardiovascular or
kidney-related death) prevented per 1000 patients treated over 2.6 years in the CREDENg\B'triaI by
baseline eGFR. Absolute risk reductions estimated as the number of ev%@’t@\o
prevented per 1000 patients treated over 2.6 years. 06\0\6

100 . \é@:

B Canagliflozin

75 HPlacebo

50

nts per 1000 patient=years

G
-
PP\
3\3 S 0(\9\
AN, (\6
‘\\QQ \]G 0
S o\ oGFR
G\QQO G\]G( (mL/min/1.73m?) 260 40-<60 <45
N\ ute ri
? G( redu::ttlig:'l(lrar;rsel; rs) =17 72 52

Nephrol Dial Transplant (2020) 35: i48—i55



Estimated number of primary events (doubling of serum creatinine, ESKR,or
cardiovascular or kidney-related death) prevented per 1000 patients&g@@?ed over
2.6 years in the CREDENCE trial by baseline UACRy®"

200 -

B Canagliflozin

100

e _
@ Events per 10000 patient-years

(2]
150 Placebo Gd\)\ ]

R4

s OO
2

c‘,\e\ o\

P\ Co
OO

\G

>1000-<3000

Absolute risk =17 =45
reduction® (2.6 years)

=3000

=119

Nephrol Dial Transplant (2020) 35: i48—i55
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v’ The effects of canagliflozin on MACE agébn%&m‘é \ified by baseline kidney

function and is confirmed in sgjg\gp&\,‘l%%iﬁ%rimary and secondary preventions
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Effects of canagliflozin on cardiovascular outcomes in the primary and

\
secondary prevention cohorts. beo\og
50°
Cardiovascular de%@ﬁghospltallzatlon for
({fallure

0\

Cardiovascular death, nonfatal
myocardial infarction, or nonfatal stroke

?6‘ «

B N2 \6\’\6
Primary Prevention Secondary Prevention Primary Pre@n @% Secondary Prevention
257 Hazard ratio, 0.74 (35% Cl, 0.54-1.03) 2577 Hazard ratio, 0.66 (95% Cl, 0.52-0.83) 6@ azar 6@_@\%% Cl, 0.49-0.94) 25 Hazard ratio, 0.85 (95% Cl, 0.69-1.06)
. © 9\
f
= 20+ F 204 (" = = @*a = 209
= = \ V¥ @( =
s 5 N\ 5
2 k: Oe ciME 2
= 15+ = 15 ?\P\ ‘\5 S 15 = 15+
’é 10 E 10 E 10 E 10
(-] 0
L S é_P\\, ‘ g g
Placebo b9 Placebo Placebo
R v — Canaglﬁlaz@a\’a _.Q" == Canaglifiozin = Canagliflozin = Canagliflozin
U i 1 I I I 6 B 1 1 1 1 1 1 1 0 1 1 1 1 1 1 1 0 1 1 1 1 1 1 1
0 6 @ 42 \O(\ 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months since Randor@ @ (6 Months since Randomization Months since Randomization Months since Randomization
Mo, at risk ho, at risk Mo, at risk Mo, at risk
Placebo 1092 1080 1066 agn é\ Pacebo 1107 1085 1057 1008 B46 561 332 85 Placebo 1092 1075 1055 1026 883 586 308 &7 Placebo 1107 1077 1045 996 834 557 327 81
Canagfiozin 1089 1081 Q@au«n s@( 332 97 Canaglfiozin 1113 1090 1073 1036 B892 G628 336 102 Canaglifiozin 1089 1081 1053 1036 895 595 328 100  Canaglifiozin 1113 1082 1053 1011 861 601 314 98

Circulation. 2019;140:739-750




v' SGLT2 inhibition wi

fe?

p

Withdl

N

e
t RAS inhibition



Effect of SGLT2 inhibitors on substantial loss of kidney funcyon
ESKD, or death due to kidney disease, stratified by ba\sga‘h\ﬁe use
of RAS blockade 2 &°"

N
NS e S
r‘ (\0 o @

RAS blockade®

CREDEMCE 377 4401 —=— 6\\6 5\6\ 0-66 (0-53-0-81)

DECLARE-TIMI 58 37 13950 — d\)\ \'\3 050 (0-39-0-63)

CANVAS Programt 209 8113 i\ \\_‘3 0.50 (0-45-0.78)

EMPA-REG OUTCOME 125 5627 g@._ 9\6 052 (0-37-074)
Subtotal OP\ w@ 0-58 (0-50-0-66; p<0-0001)
IP=87%; Preterogensty=0-35 O?/\ ¢ \\‘e

No RAS blockade ?\P\ d\ 60

DECLARE-TIMI 58 48 3210 &0 g@ 0 077 (0-44-1:37)

CANVAS Programt 40 20 6P\ . \© » 067 (0-36-1.27)

EMPA-REG OUTCOME 77 \ S e\ . 0-65 (0-30-1-39)
Subtotal [\ ol ,a\e ! 071 (0-49-1-02; p=0-065)
I*=0-0%; Pretogeneny=0-92 . g\(\

Pretsrogenssy 07 U5 of RAS in hlbltll:%&lﬁl O(\ : : :

(\ 03 0.5 10 15
(GQ (5\0 Favours SGLTZ inhibtor  F Jatebo
T
‘\ké‘\‘a \\3“ avours IMiMIoeor dVIDUTE place
‘ @Q06 \‘G(G
O\ (‘\03

Lancet Diabetes Endocrinol 2019; 7: 845-54






Safety in the CREDENCE trial WS
. O\
o\
O
Table 2. Efficacy and Safety.* ) \‘\6\\6
‘\e&a \Qq_azard Ratio
Variable Canagliflozin Placebo Canagliflozin %@b \6\ 'a (95% Cl) P Value
AP~ O
no./total no. patient- S
. / AN

Safety:: GG 9'\\6 NA
Any adverse event 1784/2200 Gﬁ\ 4 379.3 0.87 (0.82-0.93) NA
Any serious adverse event 737)2200 6\ 21 97 145.2 164.4 0.87 (0.79-0.97) NA
Serious adverse event related to trial drug 62/220 L) 12.2 8.6 1.45 0.98-2.14) NA
Amputation 6\ 532197 12.3 11.2 1.11 (0.79-1.56) NA
Fracture ) C;C)P\ 57 “" 68/2197 118 121 0.8 {0.70-1.37) NA
Cancer \,‘G" 6 5\

Renai-ceii carcinoma 66 P‘ '\(\6\ 172200 5j2157 0.2 0.9 NA NA

Breast cancerf 6\3 0(\% 8761 3731 a1 16 2.59 (0.69-9.76) NA

Bladder cancer ( \Z 10/2200 9/2197 1.7 1.6 1.10 (0.45-2.72) NA

(GQ 5\0
Acute pancreatltls Q ( 5/2200 2/2197 1.0 0.4 NA NA
Hyperkalemag)\\\ 151/2200 181/2197 29.7 36.9 0.80 (0.65-1.00) NA
:? yinjungs G 86/2200 98/2197 16.9 20.0 0.85 (0.64-1.13) NA
Dia etlcée(o&\gfns.sn 11/2200 1/2197 2.2 0.2 10.80 (1.39-83.65) NA

N Engl J Med 2019;380:2295-306.
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v’ SGLT2 inhibition across different levels of eGFR  \@ Z\d
066\%\6‘\\6\\6
v’ The effects of canagliflozin on MACE @J@ébn%&m‘é ified by baseline kidney
function and is confirmed in sg\g\goﬁg\%%«iﬁ%rimary and secondary preventions
O 42
v SGLT2 inhinition witQ@%%\/z?é&(%%AS inhibition
v’ ould this evid%d@%\@&@ied in routine practice to maximize benefits and
ensure Q@(;@ﬁ?@d)%rms are minimized?
v Arg@l‘ﬁe?e\@ﬂﬁer patient groups, aside from those with T2DM, who may benefit
O‘\OQPO\@\%QLTZ inhibitors? Finally, how should these agents be used in
Qa’fémbination with other currently available

v and future treatments?



GLUCUSE-LOWERING MEDICA
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ASCVD PREDOMINATES
= Established ASCVD

= Indicators of high ASCVD
risk (age 255 years + LYH
or coronary, carotid, lower

¥

1
]
|
i 6LP-1

1

: SGLT2i with proven CVD
1 benefit' if eGFR adequate’
1
(]

PREFERABLY
RA with proven CVD benefit'

V¥ oXO

HF OR CKD PREDOMINATES
= Particularly HFrEF (LVEF <45%) |
« CKD: Specifically e6FR 30-60 ml

min*[1.73m]? or UACR '

>30 mg/q, particularly UACR
>300 mglg

¥

PREFERABLY

SGLT2i with evidence of reducing
HF andlor CKD progression in

CVOTs if eGFR adequate’

pahen
N

- T

- S

If further mlenQ@}ﬂ 5 req,ul
ble to Isn@t

0se

gén ls d kﬁllng CV safety:

consider adding SGLTZi with proven
CVD benefit’

+ DPP-
- Basal insulin*

and/or §

ents on a GLP-1 RA,

&i if not on GLP-1 RA

« Avoid TZ0 in the setting of HF

Choose agents demonstrating CV safety:

« For patients on a SGLTZi, consider
adding GLP-1 RA with proven CVD
benefit!

+ DPP-&i (not saxagliptin} in the setting
of HF (if not on GLP-1RA)

- Basal insulin'

- SU

[ O O

)

X0 .
o oed\),\d\\o\\a
6°<\\‘e

Diabetologia. 2020 Feb;63(2):221-228.
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Conclusions @9
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v SGLT2i are disease-modyfing treatments also fg&)\@?\ sease . We should shift from

the rationale for their use from glucose-log@rfnég‘é%%ts to strategies to reduce disease
risk o et
P‘O . 50(
o L o |

S %agw\ér%gb@?some critical questions
V7 e ®

d‘aP\‘ ‘\(\6\6
v’ Future work v%kb"f?ggg@ganswer to open questions....
ef®

v’ The CREDENCE trial ha



Open questions

‘ ()‘\’0\0e
\
. 6(\8 0
N
00\6\' N

v' How should this evidence be applied in routine g@&%g\t&%ammlze benefits
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