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 Diabetes is the leading cause of ESRD worldwidel-2.

* Treatment of diabetic kidney disease includes’?:
* optimal blood pressure control

e optimal glucose control
* RAS blockade

* The residual risk for renal deterioration amongst patients with T2D is large!-3.

 Early identification and interventions is more effective than later interventions
for the prevention of adverse renal outcomes3.
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) Background (2) @

* SGLT2i have demonstrated their ability to reduce adverse renal outcomes

and slow the progression of CKD in the:

* EMPA REG OUTCOME TRIAL
* CANVAS PROGRAM
* CREDENCE TRIAL

* However, most patients in these trials had previous ASCVD and/or renal
disease (reduced eGFR and/or increased UACR).

* We herein report the renal outcomes with dapagliflozin in the DECLARE-
TIMI 58 trial, which included either patients with risk factors for (59.4%)
or ASCVD (40.6%) and the majority of patients had preserved renal
function.
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DEC“:’)A RE DECLARE-TIMI 58 Study Design
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Dapaglifiozin Effect u ) (“lj'uuwr‘z;a; [ uz's
17,160 patients Study design
T2DM o |
6.5%< HbA,, <12%, = Dapagliflozin 10 mg daily
CrCl =60 ml/min, -2
= .
255 yrs (m) or 260 yrs (f) 8 Placebo daily
ith = ' e ,
with =1 CV risk factor ! All other glucose-lowering agents per treating !
OR 240 yrs with eASCVD v+ physician [
| \ . ]
S Single-blind PBO run-in R Evemodedvsendiwration:=13300MACE
(1-2 months) mYE ANl -t - 42 SR Srs
Primary safety endpoint Secondary endpoints
» Composite of CV death, nonfatal Ml, or
nonfatal ischemic stroke (MACE) ° Cardlorenal CompOSIte
Dual Primary efficacy endpoints endpoint
- MACE
» Composite of hospitalization for heart * All-cause morta"ty
failure or CV death
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DECLARE-TIMI 58 Study Design

17,160 patients Study design
T2DM —_c
CrCl 260 mi/min, =
with 21 CV risk factor """ Al ofter glucose-lowering agents per treating
OR 240 yrs with eASCVD v physician [
é |Single-blind'PBO run-in' II? Event-driven clluration: 21390 MACE

(1-2 months)

Primary safety endpoint
» Composite of CV death, nonfatal Ml, or
nonfatal ischemic stroke (MACE)

Dual Primary efficacy endpoints
* MACE
» Composite of hospitalization for heart
failure or CV death
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Secondary endpoints

» Cardiorenal composite endpoint

* All-cause mortality

;. Wiviott SD, et al. Am Heart J 2018;200:83—-89; 3. Wiviott SD, et al. N Engl J Med 2018 [Epub ahead of print] J

Median follow-up: 4.2 years

The trial met only one of
its dual primary outcomes
for superiority: all other
analyses should be
considered hypothesis
generating.




“)) Definition of Renal Outcomes @
RECLARE in the DECLARE-TIMI 58 Trial(1)

Cardiorenal Composite Outcome:

e Sustained confirmed (two tests at the central laboratory at least 4 weeks apart) decline
of at least 40% in eGFR to less than 60 mL/min per 1-73m?,

* End-stage renal disease (defined as dialysis for at least 90 days, kidney transplantation,
or confirmed sustained eGFR <15mL/min per 1-73 m?),

e Death from renal causes,
e Cardiovascular death;

Renal-specific Outcome:
* All of the above without cardiovascular death;

BRIGHAM HEALTH S
| BRIGHAM AND e HARVARD MEDICAL SCHOOL
) WOMEN'S HOSPITAL &) TEACHING HOSPITAL




“D Definition of Renal Outcomes @
RECLARE in the DECLARE-TIMI 58 Trial(2)

* The components of the composite outcomes

* Changes in the cardiorenal and renal specific composite outcomes by pre-
defined subgroups

 eGFR by treatment group at different time points

* eGFR was calculated according to creatinine measurements at a central
laboratory at screening, baseline, 6 months, 12 months, and yearly
thereafter.

 UACR based outcomes and other outcomes- will be presented at OR244

BRIGHAM HEALTH —
[ BRIGHAM AND §¥#j HARVARD MEDICAL SCHOOL
¥} WOMEN'S HOSPITAL TEAGHING HOSPITAL




“») Distribution of eGFR Categories Amongst the @
e DECLARE-TIMI 58 Population

eGFR <60
7% (n=1265)

Total # of Patients: 17159

eGFR 290
48% (n=8162)

eGFR 60 to <90
45% (n=7732)
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) Baseline Characteristics by eGFR Categories @
at Baseline

eGFR 60 to <90
Characteristics eGFR 290 (n=8162) eGFR <60 (n=1265) P-value
(n=7732)

Age, years

61-2 (6-1) 66-2 (6-5) 67-3 (6-6) <0-0001
Sex: Female- n (%) 3105 (38:0%) 2866 (37-1%) 451 (35-7%) 0.1783
BMI- Median (IQR)

31-6 (6-1) 32-1 (5-9) 34-5 (6-0) <0-0001
HbA1lc- Median (IQR)

85 (1-2) 81 (1-1) 82 (1-2) <0-0001

Medical History:
ASCVD- n (%)

3193 (39-1%)

3138 (40-6%)

643 (50-8%)

<0-0001

Hypertension- n (%)

Hyperlipidemia- n (%)

7133 (87-4%)

6370 (78-0%)

7088 (91-7%)

6327 (81-8%)

1205 (95-3%)

1098 (86-8%)

<0-0001

<0-0001
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) Baseline Characteristics by eGFR Categories
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at Baseline

@

Characteristics eGFR 290 (n=8162) @GFR 60 to <30 eGFR <60 (n=1265) | P-value
(n=7732)
ACEI/ARB- n (%) 6434 (78-8%) 6418 (83-0%) 1097 (86-7%) <0-0001
Diuretic- n (%) 2752 (33-7%) 3442 (44-5%) 773 (61-1%) <0-0001
Statins or ezetimibe - n (%) 5934 (72-7%) 5903 (76:3%) 1031 (81:5%) <0-:0001
Metformin- n (%) 6961 (85-3%) 6263 (81.0%) 843 (66-6%) <0-0001
Sulfonylurea- n (%) 3671 (45-0%) 3205 (41-5%) 445 (35-2%) <0-0001
Insulin- n (%) 3018 (37-0%) 3284 (42-5%) 711 (56-2%) <0-0001

UACR group (mg/g)

<30

5691 (70-9%)

5267 (69-5%)

686 (55-6%)

<0-0001

30-300

1887 (23-5%)

1761 (23-2%)

381 (30-9%)

>300
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2) Mean eGFR change with
rREcLARE Dapagliflozin vs. Placebo in the Total Population

A
4 . .
— —e— Dapagliflozin group
E=3 —e— Placebo group
=
& 1
§= o
&
p—
E
e
G,
,E p<0-0001 p<0-0001
o
=
= p<0-0001
s _g |
= p<0-0001
z
2.
<
-12 T T T T 1
0 0.5 1-0 2-0 3-0 4-0
Sample size
Placebo group 8578 8223 7884 7316 6800 o770
Dapagliflozin group 8581 8273 7978 7513 7098 6050
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“») Mean eGFR change with Dapagliflozin vs. Placebo @
RECLARE jnthe baseline eGFR 290 mimin/173m: POpulation

£ TiIM! STUDY (;NUUF/i{AU/Is‘.s/\H MEDICAL ORG
Dapaglifiozin Effect on Cardiovascular Events

—e— Dapagliflozin group
—a— Placebo group

p<0-0001  .0.0001

Adjusted mean change in eGFR (mL/min per 1-73m?)
P~
1

3 L p<0-0001
p<0-0001
-12 T T I | |
0 05 1.0 20 30 4.0
Sample size
4025 3860 3729 3477 3239 2748
4137 4004 3869 3666 3483 2982
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“) ) Mean eGFR change with Dapagliflozin vs. Placebo
pectLArRE inthe baseline 60<eGFR<90 mi/min/17:m Population

Dapaglifiozin Effect on Ca/d/ov.gscu/a/ Evm[s

— 4_
=
m
P~
i
“é. 0t —e— Dapagliflozin group
£ T —a— Placebo group
E
o
@ -4 0-0001
E p<0:0001 66001 p<0-
&
s p<0-0001
5
o=
3 -8+
S
o
Y
%2
=
me]
<
-12 T T T T 1
0 05 1.0 2:0 3.0 4.0
Time since randomisation (years)
Sample size
Placebo group 3894 3746 3579 3316 3089 2631
Dapagliflozin group 3838 3693 3565 3354 3161 2686
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“») Mean eGFR change with Dapagliflozin vs. Placebo @
RECLARE jnthe baseline eGFR <60 mymin/173m: POpulation

2 TIMI STUDY GROUF /‘>.{/|U/1 SSAH MEDICAL ORG
Dapaglifiozin Effect on Cardiovascular Events

.

—e— Dapagliflozin group
—a— Placebo group

p=0-0005  p=0-042

Adjusted mean change in eGFR (mL/min per 1-73m?)
A
]

p=0-053
-8
=12 T T | T 1
0 05 1.0 2:0 30 4.0
Sample size Time since randomisation (years)
659 617 576 523 472 391
606 576 544 493 454 382
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The Renal Composite Outcomes and their

Dapagifiozin Effect on Cardiovascular Events c O m p O n e n t S i n t h e D E C LA R E -T I IVI I 5 8 Tri a I
I 20000000

Dapagliflozin group

Hazard ratio
(95% Cl)

Placebo group p value

n/N (%) Kaplan- Meier n/N (%) Kaplan- Meier

event rate (4 years

event rate (4years

Composite cardiorenal outcome 370/8582 (4-3%) 480/8578 (5-6%) 076 (0-67-0-87)  <0-0001
Composite renal-specific outcome 127/8582 (1-5%) 238/8578 (2-8%) 0-53(0-43-0-66)  <0-0001
Sustained eGFR decrease =40% to eGFR 120/8582 (1-4%)  1.4% 221/8578 (2.6%)  2.5% —- 0.54(0-43-0-67)  <0-0001
<60mL/ min per 1.73m’
End-stage renal disease 6/8582 (0-1%)  0-1% 19/8578 (0-2%)  02% 0 0-31(0-13-0-79) 0.013
Renal death 6/8582(01%)  0-1% 10/8578 (01%)  0-1% - 0-60(0-22-1.65) 032
Cardiovascular death 245/8582 (2.9%)  27% 249/8578 (29%)  27% . = 098(0-82-117) 083
End-stage renal disease or renal death 11/8582 (01%)  01% 27/8578 (03%)  0-3% SN E— 0-41(0-20-0-82) 0.012

01 05 10 17

+— —>

Favours dapagliflozin ~ Favours placebo
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P’ The Renal Composite Outcomes and their
pectArRE  Components in the DECLARE-TIMI 58 Trial

JOY GROUP/HADASSAH MEDICAL ORG
Dapaglifiozin Effect on Cardiovascular Events

Dapagliflozin group Placebo group Hazard ratio p value
(95%Cl)
/N (%) Kaplan- Meier n/N (%) Kaplan- Meier
event rate (4 years) event rate (4 years)
Composite cardiorenal outcome 370/8582 (4-3%) 4-2% 480/8578 (5-6%) 53%  a 076 (0-67-0-87)  <0-0001
Composite renal-specific outcome 127/8582 (1.5%)  1.5% 238/8578 (2-8%)  2:6% - 0-53(0-43-0-66)  <0-0001
Sustained eGFR decrease =40% to eGFR 120/8582 (1-4%) 221/8578 (2-6%) . 0-54 (0-43-0-67)  <0-0001
<60mL/ min per 1.73m*
End-stage renal disease 6/8582 (0-1%)  0-1% 19/8578 (0-2%)  0-2% O 0-31(0-13-0.79) 0-013
Renal death 6/8582 (01%)  0-1% 10/8578 (0-1%)  0-1% - 0-60(0-22-1.65) 032
Cardiovascular death 245/8582 (2.9%)  2.7% 249/8578 (2.9%)  27% » 0.98(0-82-1.17)  0-83
End-stage renal disease or renal death 11/8582 (0-1%) 0-1% 27/8578(03%) 03% O 0-41(0-20-0-82) 0-012
| | |
01 05 10 17
+— —>

Favours dapagliflozin ~ Favours placebo
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P’ The Renal Composite Outcomes and their
pectArRE  Components in the DECLARE-TIMI 58 Trial

JOY GROUP/HADASSAH MEDICAL ORG
Dapaglifiozin Effect on Cardiovascular Events

Dapagliflozin group Placebo group Hazard ratio p value
(95%Cl)
n/N (%) Kaplan- Meier n/N (%) Kaplan- Meier
event rate (4 years) event rate (4 years)
Composite cardiorenal outcome 370/8582 (4-3%)  42% 480/8578 (5-6%)  53% 5 0.76 (0-67-0-87)  <0-0001
Composite renal-specific outcome 127/8582 (1.5%)  1.5% 238/8578 (2.8%)  2.6% - 0.53(0-43-0-66)  <0-0001
Sustained eGFR decrease =40% to eGFR 120/8582 (1-4%) 1-4% 221/8578 (2-6%)  2.5% - 0.54 (0-43-0.67)  <0-0001

<60mL/ min per1.73m*

End-stage renal disease 6/8582 (0-1%) : 19/8578 (0-2%) 0-31(0-13-0.79)
Renal death 6/8582 (01%) 0. 10/8578 (0-1%) O 0-60 (0-22-1-65)
Cardiovascular death 245/8582 (29%)  27% 249/8578 (29%)  27% 098 (0-82-117) 083
End-stage renal disease or renal death 11/8582 (0-1%) 0-1% 27/8578(0-3%)  03% — 0-41(0-20-0-82) 0012
O'I-l 0!5 1.0 1!7
+— —>

Favours dapagliflozin  Favours placebo
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Dapaglifiozin Effect on Cardiovascular Events

The Renal Composite Outcomes and their
Components in the DECLARE-TIMI 58 Trial

Dapagliflozin group Placebo group Hazard ratio p value
(95% Cly
n/N (%) Kaplan- Meier n/N (%) Kaplan- Meier
event rate (4 years) event rate (4 years)

Composite cardiorenal outcome 370/8582 (43%)  4-2% 480/8578 (5-6%)  53% 5 0.76 (0.67-0-87)  <0.0001
Composite renal-specific outcome 127/8582 (1.5%) 1.5% 238/8578 (2-8%)  2:6% —i- 0-53(0-43-0-66)  <0-0001
Sustained eGFR decrease =40% to eGFR 120/8582 (1.4%)  1.4% 221/8578 (2-6%)  2.5% — — 0-54 (0-43-0.67)  <0-0001
<60mL/ min per 1.73m*
End-stage renal disease 6/8582 (0-1%) 0-1% 19/8578 (0-2%)  0-2% 0-31(013-0-79) 0-013
Renal death 6/8582 (01%)  01% 10/8578 (0-1%)  01% - 0-60(0-22-165) 032
Cardiovascular death 245/8582 (2-9%)  27% 249/8578 (2-9%)  27% 0-98(0-82-117)  0.83

End-stage renal disease or renal death

11/8582 (0-1%)

27/8578 (0-3%)

0-41(0-20-0-82)
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YY)  Kaplan-Meier Curves for the Cardiorenal composite

DECLARE outcome

TIMI-58 1 s1u
Dapaglifiozin Effect on Cardlav.gscu/a/ E vevts

0-06-

0015

o
£
I

Comulative probability of event
o =
= o
I 1

001

E | | | | | | | I
0 05 1.0 1.5 20 2:5 30 35 4-0
Number at risk
Placebo group 8578 8508 8422 8326 8200 2066 7932 409 5380
Dapaglifiozin - 8682 8533 8436 8347 8248 B136 8009 7534 G472
group
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) Kaplan-Meier Curves for the Renal-Specific

RDECLARE composite outcome

Dapaglifiozin Effect on Cardlav.gscu/a/ E vevts

006

Placebo group
—— Dapaglifiozin group

e
e

A
|

Cumu lative probability of event
: o ©
R ;

-

0.014 f 7

D | I | | | ]
0 05 10 15 20 pif- 3.0 35 40

Number at risk
Placebo group 8578 8504 8415 8321 8193 BOLG 71925 7403 5382
Dapaglifiozin 8582 8523 8422 8338 8242 8127 8004 7522 hbd

group
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")) Kaplan-Meier Curves for the Sustained Decrease in eGFR
pecLAare by atleast 40% to less than 60 mL/min/1:73 m?

Dapaglifiozin Effect on Ca/d/ov.gscu/a/ Evm[s

Placebo group
0-05- —— Dapaglifiozin group
0.04-
0-034

Cumulative probability of event

002 o ———J'r
0-01- — f/ ~
j(f ra

0 | 1 | | | 1 | 1
0 0.5 10 1.5 2.0 25 3-0 35 4.0

Time since randomisation (years)

Number at risk
Placebo group 8578 8503 H3416 8323 8197 8053 7929 7406 L383
Dapaglifiozin 8582 8523 8421 8338 8242 8128 8004 7522 L464
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The Renal-Specific Outcome
Dopagiasts Boct on Cariovasouts St P rEd Efi n e d S u b-G ro u p A n a Iyse S ( 1)

Dapagliflozin group Placebo group Hazard ratio pvalue  Pieraction
(95% CI)
n/N (%) Kaplan- Meier /N (%) Kaplan- Meier
Event rate Event rate
(4 years) (4 years)

Sex

Male 79/5411 (1.5%) 1.5% 139/5327 (2-6%) 2:5% — 0-55(0-42-0-73)  <0.0001 0-64

Female 48/3171 (1.5%)  1.4% 99/3251 (3-0%) 2.8% — 0.50 (0-35-0.70)  <0-0001
Age (years)

265 62/3951 (1.6%)  1.6% 117/3956 (3.0%) 2-8% P 053(039-072)  <0-0001 0.97

<65 65/4631(1-4%)  1.4% 121/4622 (2-6%) 2:5% - . 053(0-39-071)  <0.0001
Race

White 103/6843 (15%)  1.5% 188/6810 (2-8%) 2.5% — 054 (0-42-0.69)  <0.0001 0.69

Non-white 24/1739 (1-4%) 1.5% 50/1768 (2-8%) 3-2% = 0-48 (0-30-0-79) 0-0035
Diabetes duration (years)

<5 25/1887 (1-3%) 1.3% 32/1949 (1.6%) 1.5% - 0-79(0-47-1-34) 0-39 0-44

>5-10 32/2375 (1-3%) 1.3% 59/2356 (2-5%) 2:-2% = 0-54 (0-35-0-83) 0-0051

>10-15 31/2015 (1.5%)  1-6% 55/1937 (2-8%) 2.8% = 0-54 (0-35-0-84) 0-0061

>15-20 20/1246 (1-6%)  1.6% 44/1187 (3.7%) 37% = 0-42 (0-25-0-72) 0-0014

>20 19/1059 (1-8%) 1-6% 48/1147 (4-2%) 4-0% - 0-42 (0-25-0.72) 0-0015

| | |
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The Renal-Specific Outcome

ECLAR, Predefined Sub-Group Analyses (2)

Dapagliflozin group Placebo group Hazard ratio pvalue  Pineraction
(95% Q)
n/N (%) Kaplan- Meier /N (%) Kaplan- Meier
Event rate Event rate
(4 years) (4years)
Medical history
Established cardiovascular disease 65/3474 (1.9%) 1-9% 118/3500 (3-4%) 3.2% — 0.55 (0-41-0-75) 0.0001 072
Multiple cardiovascular risk factors 62/5108 (1.2%) 1-2% 120/5078 (2-4%) 2.3% - 0.51(0-37-0-69) <0.0001
History of heart failure 27/852 (3-2%) 3-3% 48872 (5-5%) 5-4% = 058 (0-36-0-92) 0.022 0-78
No history of heart failure 100/7730 (1-3%) 1-3% 190/7706 (2-5%) 2:3% e — 0.52 (0-41-0-66) <0-0001
History of hypertension 122/7769 (1-6%)  1.6% 222/7658 (2-9%) 27% —a 054 (0-43-0-67)  <0.0001 0-41
No history of hypertension 5/813(0-6%) 0-5% 16/920 (1-7%) 1-8% = 0-36 (0-13-0-98) 0-046
Background medication
ACE inhibitor or ARB use at baseline 106/6977 (1-5%) 1-5% 211/6973 (3:0%) 2.9% — 0.50 (0-39-0.63) <0.0001 016
MNo ACE inhibitor or ARB use at baseline 21/1605 (1-3%) 1-3% 27/1605 (1-7%) 1-4% o 0-77 (0-44-1.37) 037
Diuretic use at baseline 81/3488 (2-3%) 2-3% 111/3479 (3-2%) 2-9% e 0-72 (0-54-0-95) 0.023 0-0021
No diuretic use at baseline 46/5094 (0-9%) 0-9% 127/5099 (2-.5%) 2-4% S 0-36 (0-26-0-50) <0.0001
| | 1
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BRIGHAM HEALTH S
g ouciavann L TR

Mosenzon O et al. In press. The Lancet Diabetes & Endocrinology



) The Renal-Specific Outcome
RECLARE Predefined Sub-Group Analyses (3)

nM,—58 I ::.'/ STUDY GROUP/HADASSAH MEDICAL ORG
Dapaglifiozin Effect on Cardiovascular Events

Dapagliflozin group Placebo group Hazard ratio pvalve  Pireraction
(95% Cl)
n/N (%) Kaplan- Meier /N (%) Kaplan- Meier
Event rate Event rate
(4 years) (4 years)
I
Laboratory measurements
Hba, <7% 9/773 (1-2%) 1.0% 21/774 (2:7%) 2:2% o 0-42 (0-19-0.91) 0028 026
Hba, 7 to <8% 38/3317 (1-1%) 1.2% 83/3309 (2-5%) 2.2% —_—— 0-45 (0-31-0-66)  <0.0001
Hba, 8to <9% 41/2193(1-9%)  1.9% 59/2327 (2-5%) 2.6% S — 0.73 (0-49-1-09) 012
Hba, =9% 39/2297 (1.7%) 1-7% 75/2164 (3-5%) 3.6% —_— 0-48 (0-32-0-70) 0.0002
eGFR =90 mL/min per 1.73m? 41/4137 (1-0%) 1-0% 79/4025 (2-0%) 2-0% _— 050 (0-34-073) 0.0003 0-87
eGFR 60 to <90 mL/min per 1-73m? 65/3838 (1.7%) 1-6% 121/3894 (3-1%) 2.8% R 0.54 (0-40-073) <0-0001
eGFR <60 mL/min per 1.73m? 21/606 (3-5%) 3-8% 38/659 (5-8%) 5.8% = 0.60 (0-35-1.02) 0-059
UACR <30 mg/g 50/5819 (0-9%) 0-9% 95/5825 (1-6%) 1-5% . E— 0.52 (0-37-074) 0.0002 0-30
UACR 30-300 mg)‘g| 39/2017 (1-9%) 2:0% 66/2013 (3-3%) 3-3% —_——— 0.59 (0-39-0-87) 0-0082
UACR >300 mg/g 31/594 (5-2%) 4-8% 75/575 (13-0%)  12-8% - 038 (0-25-0-58)  <0.0001
| 1 1
01 0.5 1.0 15
<+— —>
Favours dapagliflozin ~ Favours placebo
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)?) Summary @

DECLARE

TIMI 58

* In the DECLARE-TIMI 58 trial, patients treated with dapagliflozin had a
significantly reduced frequency of the composite cardiorenal and renal-specific
outcomes compared with those in the placebo group, demonstrating the
benefits of dapagliflozin on reduction of both new or worsening nephropathy.

 Components of the composite outcomes were also significantly reduced with
dapagliflozin.

* These benefits occurred in a large and broad population of patients with type 2
diabetes, irrespective of the presence of ASCVD and baseline renal function.
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2) Conclusion

@

* These results emphasize the value of SGLT2 inhibitors
as an important component of both prevention and
treatment of chronic kidney disease among patients
with type 2 diabetes.
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