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gmgclLDARE Trial Design %

17,160 with Type 2 DM
Established CV Disease (6974) or

RANDOMIZE 1:1 |
DAPAGLIFLOZIN DOUBLE BLIND
PLACEBO
10 mg DAILY All other DM Rx per treating MD
[
Follow-up visits Emw
In PersonQ 6 mu/|te|ephoneQ 3mo 51390 MACE
Primary EPs .
Median foll
Safety: MACE (CVD/MI/Ischemic Stroke) e v:afsw ue
Dual Efficacy: CVD/HHF, MACE
5 R v, G MRS it S Sk TSR
pECLARE Enrollment Criteria @

E———
Diagnosis of T2DM, HbA1c 6.5-12%, CrCl 260 ml/min

AND

Established ASCVD (Secondary prevention)
Ischemic heart disease
Cerebrovascular disease
Peripheral Artery Disease

Or

Multiple risk factors for ASCVD (Primary prevention)

Men > 55 yrs and women > 60 yrs with at least one additional risk factor:
Dyslipidemia
Hypertension
Current Tobacco use

) ey pooo
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%gC%DARE Analytic Plan @
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MACE
Non-inferiority (Upper Bound CI <1.3): 1-sided .= 0.023

If non-inferior

Superiority for Dual Primary Efficacy Endpoints (MACE & CVD/HHF)
test each simultaneously with 2-sided o = 0.0231
if either significant, may recycle a to test other at 0.0462

If both significant ...

Renal composite

0% e

If significant ...

All-cause mortality
a=0.0462

i, G RN ot S0 Raz . Sabating M A 2018

D Baseline Characteristics @

DECLARE

Age, yrs, Mean (SD)

BMI, Mean (SD)

Duration of T2DM, yrs, Median (IQR) 11 (6, 16)
HbA1c (%), Mean (SD) 8.3(1.2)

©GFR (CKD-EPI), Mean (SD) 85 (16)

Region (%): North America 32

Europe 44

1
ey ] 13
Established CV Disease (%) 41
History of Heart Failure (%) 10

P=NS for all between treatment arm comparisons

5 A, 6 e

5 Baseline Characteristics: @

RECLARE Medication Use

Metformin

Sulfonylurea
DPP4i
GLP-1RA

Ca
Antiplatelet
ACEI/ARB 81
Beta-blocker 53
Statinor Ezetimibe 75

P=NS for all between treatment arm comparisons

Do, G R




D cardiovascular Risk Factors @

DECLARE

[
HbA1c Weight

LSM Difference 0.42% (95% C10.40-0.45)

LSM Difference 1.8 kg (95% C11.7-2.0)

— Dapaglifiozin— Placebo

Gmosizmos  24mos  6mos  48mos  BL Gmosi2mos  Z4mos Semos  dsmos

o

AllP-values (except BL) <0.001 AllP-values (except BL) <0.001

on, G SRR ESER, povoos
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a2 _ Cardiovascular Risk Factors @
| —

SBP

LSM Difference 2.7 mmHg (95% C1 2.4-3.0)

DBP

LSM Difference 0.7mmHg (95% C1 0.6-0.9)

— Dapaglifiozin— Placebo

seP(mmHg) o

Gmos 12mos  26mes  36mos  48mos

BL Gmosf2mos  Z4mos  d6mos  48mos  BL
AllP-values (except BL) <0.001

All P-values (except BL) <0.001

§ s

D Primary Endpoints @

DECLARE

I
MACE

CVD/HHF
4.9% vs 5.8% 8.8% vs 9.4%
HR 0.83 (0.73-0.95) HR 0.93 (0.84-1.03)
P(Superiority) 0.005 P(Noninferiority) <0.001
o i  P(Superiority) 0.17
fo
g
1.
H
- - ; -
' - v ————

Dapaglifiozin
Placebo

o, G SRR ESER, povoos
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Secondary Endpoints @
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Renal Composite EP All-Cause Mortality
40% eGFR, ESRD, Renal or CV death
4.3% vs. 5.6% 6.2% vs 6.6%
HR 0.76 (0.67-0.87) HR 0.93 (0.82-1.04)
oq  P<0.001 P=0.20
=
H
£
e
¥ . W A B U‘",) 10 30 S0 T 0 1080 1260 140
Anlyss toe (days) iy -
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Dapaglifiozin

Placebo

DECLARE

Endpoints and Components

Dapaglifiozin  Placebo
ratei1000  ratei 000
patientyr _ patientyr _Hazard Ratio (95% C) Pyalue
CV deathiHHF 122 17 083 (0.730.95) e 0005
MACE 26 22 093 (084-1.03) . g
40% decrease in eGFR to <60 miminim2, 108 141 076 (0.670.87) e
ESRD, or renal or CV death
Allcause death 151 164 093 (0.82-1.04) -
3 52 55 073 (061-088) —
Myocardialinfarction "7 132 089 (0.77-1.01) —
Ischemic Stroke 69 68 101 (084-1.21) ——
oV death 70 74 098 (0:62:1.17) ——
Non-CV death 6.0 6.8 0.88 (0.73-1.06) —
0% decrease in eGFR to <60 miminim2, 37 70 053(043:066) et
D, or renal death

Favors Dapagifozin - -+ Favors lcebo

o ueoica scroon =P for superiority, **P for non-inferiority

Primary Efficacy Endpoints @

pectare by Presence of ASCVD vs MRF

Dapagliflozin Placebo
Eventsper  Eventsper Hazard Ratio P value for
Outcomes 1000 ptyears 1000 pt years (95% CI) interaction
CV death/HHF 122 147 0.83 (0.73-0.95) - 0.99
ASCVD 19.9 29 0.83 (0.71-0.98) e
MRF 70 84 0.84 (0.67-1.04) .
MACE 226 242 0.93 (0.84-1.03) - 025
ASCVD 368 410 0,90 (0.79-1.02) .
MRF 134 133 1.01(0.86-1.20) et
050 10 15
Favors Dapagifiozin « > Favors Placebo




D Ettect on CVD/HHF @
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DECLARE in K Sub
&5 1N Key Subgroups
CVD/HHF
Dapagifiozin  Placebo st psecy  HR(SWC) P Valus for
N I nteraction
Total Cohort ammse  asaesTe —— 083 (073.096)
Risk Group '™
ASCVD 272/3474  325/3500 ——| 0.83(0.71-0.98)
VR 145108 17115078 0284 (0.67-104)
History of HE 050
142/852 1721872 - 0.79 (0.63-0.99)
No 2757130 32407708 ] 084 (0.72099)
ocFR 037
>=90 mU/min/1.73m2 163/4137 163/4025 —— 0.96 (0.77-1.19)
60 - <90 mL/min/1.73m2 199/3838  252/3894 —e—i 0.79 (0.66-0.95)
<60 mL/min/1.73m2 55/606 811659 0.78 (0.55-1.09)

050 10 15
Favors Dapaghoi - Favrs lacsbo

on, G SRR ESER, povoos

%C{)”E Summary @

In DECLARE - TIMI 58, the largest SGLT2i trial, which
included a broad representation of 1° and 2°
prevention patients:
* Dapagliflozin reduced CVD/HHF, was safe with
regard to MACE and appeared to reduce renal events
+ | CVD/HHF was i g of baseline ASCVD or HF
* Dapagliflozin was safe and generally well-tolerated
* 1 Genital infections & DKA

* No difference in: amputation, fracture, or stroke

« 1 Hypoglycemia, AKI, bladder Ca

R, G n

Subgrupos por falla cardiaca
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DECLARE Methods

¢

I
DECLARE-TIMI-58

N=17,160*

*EF available in 5202 pts

HFrEF
EF <45% N=671

Not HFrEF
N=16,489

History of No history

HF of HF

HF without No HF
known rEF N=15,173
EF245% n=808

EF unknown n=508
N=1,316

3/26/19

CV Death/HHF @

2 bx HFrEF vs not HFrEF subgroups

HFIEF: apaglifiozin Not HFrEF: -~ Dapagliflozin
(N=671) lacebo (N=16,489) Placebo
30
27.1%
25 HErEF:
g HR 0.62 [0.45, 0.86]
P
T 20
E P for interaction:
2 15 0.046
]
2
=10
S
5 Not HFrEF:
5 HR 0.88 [0.76, 1.02]
0

0 1 2

3

4 s

Not HErEF defined gs pts with HE without known reduced EF and pts without hx of HE

D HHF and CV Death @

| cvdeath

P for interaction: 0.012

12.4%
HFrEF:
HR 0.55
[0.34,0.90]

7.2%

Not HFrEF:
HR 1.08
[0.89, 1.31]

0 1 2 3 4 yrs

Not HFrEF defined as pts with HF without

by HFrEF vs not HFrEF subgroups
HHF
20 19.0% 20
P for interaction: 0.449 HErEE:
T HR 0.64
T [0.43, 0.95] 15
B 13.5%
€
]
2
210 10
‘v
2
5
g 5 Not HFrEF: s
© HR0.76
[0.62,0.92]
ok o
o 1 2 3 4 yrs
HFrEF: Dapagliflozin Not HFTEF: Dapagliflozin
(N=671) — Placebo (N=16,489) " Placebo

known reduced EF and pts without hx of HF
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RECLARE
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Outcomes by Different EF
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KM rate (%) P trend for
Dapa Placebo HR(95%Cl) interaction
CVdeath /HHF  EF<30% 221 447 —— 0.45(0.23-0.87)
EF30-<45 170 232 —— 0.68(0.47-1.00) | 0039
EF45-<55 10.2 12.0 —_— 0.83(0.58-1.20)
EF>55 58 64 - 089 (0.68-1.16)
HHF EF<30% 193 404  ——@—— 0.41(0.19-0.85)
EF30-<45 121 14.2 —— 0.76(0.47-1.23) | (g
EF45.<55 6.7 88 —— 0.76 (0.48-1.19)
EF255 3.9 41 —&—  089(064-1.24)
o —_— X
CV death EF<30% 5.0 109 0.39(0.12-1.29)
EF30<d5 7.7 128 —— 0.60(0.351.02) | 049
EF45-<55 5.4 43 —T#— 118(0.69-2.01)
EF 255 25 26 —&—  105(0.70-157)
All-causedeath  EF<30% 98 171 ~ — @~  052(021133)
EF30-<45 117 179 —— 064(04109) | o026
EF45<55 8.6 86 —#—  0.98(0.66-1.46)
EF 255 5.7 54 - 1.02(0.78-1.32)
01 Favors dapa__1_Favors placebo 10

Subestudio con IAM previo

%;f)m Event rates in placebo arm

MACE - CV death, MI or ischemic stroke

20%9 % with events: 17.8 % (prior Ml) vs. 7.1 % (no prior MI)

Adj HR' (95 % Cl) = 2.28 (1.96 to 2.65); p < 0.001

Cumulative incidence

e Prior MI
e No prior MI

2 2 % Iy
Months.

* Adjusted for nt . region, . HF, dyslpidemia, hypertension, smoking, ischemic

stroke and peripheral artery disease.




D ¢V outcomes with dapagliflozin

pECLARE
[
MACE - CV death, Ml or ischemic stroke

20%= Patients with prior MI

% with events: 17.8 % vs. 15.2 %
HR (95% CI) = HR 0.84 (0.72 to 0.99) ARR = 2.6 %
o 15%+ Patients without prior MI
H % with events: 7.1 % vs. 7.1 %
- HR (95% CI) = HR 1.00 (0.8 to 1.13)
< P-int ARR = 0.048
£ 1%
H i =
H P-int HR = 0.11 _ ARR=0.0%
5%
0% -

24
P— Months.
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D ¢V outcomes with dapagliflozin

RECLARE

I
CVD or HF hospitalization

o 1 oo (4 - 1807)
— Prior 1 DapROITOZI 4 1777)
| pationts with prior M1 o rr Pl =771
1zand O R vents: 10.5 % ve. 8.6 % o Prior Wi~ Dapagifci (N - 605
HR (95% CI) = HR 0.81 (0.65 to 1.00)
10% { Patients without prior M
o % with even v5.3.9% ARR =19 %
H HR (95% CI) = HR 0.85 (0.72 to 1.00)
-
H P-int ARR = 0.01
HE?
3 P-intHR = 0.69
3 ARR =0.6 %
2.5%
[ T T T T
36 @

24
Months

DE;‘QRE CV outcomes with dapagliflozin

L.
Study Endpoints by History of Ml

Prior MI (N =3,584) == No Prior Mi (N = 13,576) ==

Dapagiifiozin Placebo  HR Pinteraction g P-interaction
% % .
3 ¥ 1 % —— !
. oo om - 26 i oote
3.4% 34% 0.99 -—4—' 0.0% LAl
67%  83% 080 — 16%
Type 1 MI !
25% 23% 1.08 A -02%
20%  32% 064 — 1%
Type 2 M1 :
Moo o 101 —_— 00%
t i
oz 0s0 10 200 504030201000 10
Dapagifiozin better  Placebo better DapagiMorin better  Placebo better




N 53),.” MACE by time from last MI @

L

Dapagiifiozin  Placebo WR  Peinteraction
% % '
|
Overall (N=3s58)  152% 17.8% ‘i 0.84
1
1
S12months (N=488)  13.8% 203% _— 0.66
1224months =359 118%  257% ————8——— | 0.42
! 0.007
2436 months (N=339)  15.8% 18.8% —_———— 0.83
|
>36 months (N=2400)  15.8% 15.8% *—,—4 1.01
1
o ™ o m ™
Dapaglifiozinbetter  Placebo better

3/26/19

Subestudio con enfermedad
arterial periférica

D Cardiovascular & Renal Risk by PAD @

RECLARE in Placebo Patients
Adj HR 1.23 =PAD mno PAD
18% (0.97 - 1.56)
16% 15:9% Adj HR 1.60
(1.21-2.12)
14% Adj HR 1.51
12.1% (1.13-2.03)
g 12% 10.9%
£ o/
T 10% 9.0%
8%
6% 5.4% 5.3%
4%
2%
0%
MACE CVD/HF Renal Primary
I e s 050 e
s

10



D Consistent Benefit of Dapaglifiozin in @
pectare  Patients with and without PAD

N (%) P-interaction
Pbo Dapa ARR
093 -
CV Death, Mi or Ischemic <@t 042
stroke
9.0% 83% 07%
1l0s
W 159% 16.9% -%
CV Death or 070
Hosp. for Heart Failure >
54% 45% 0.9%
a 124% 10.7% 14%
0.76
Renal Primary — 084
076
—— 53% 4.0% 1.3%
— 109% 8.8% 21%
B NoPAD-N=16135
PAD -N=1025 T
<@ overal 015 by 15
Favors Favors
i § tmmusoyge  Dapaglifiozin Placebo
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Dapaglitlozin and Limb Outcomes
CLARE All Patients

. HR1.07
4% | (0.90-1.26) All p-values > 0.05

337%
3.16%

3%
HR1.12 HR1.00 HR1.40 R0.86 HR 1.06

(086-146) | (0.59-169)  (0.97-201)  (0.58-128) (0.83-1.38)

157%
1.48%
Revascularization  Revascularization
- =DAPA mPlacebo
D, ., G Mmoo w74 89
T QY Temenosmie " maL "

D Dapaglitlozin and Amputations @

RECLARE All Patients
L

All p-values > 0.05

2%
bR 109 HR099 HR118 bR 114
050140 0 25 s 20 055159
1.43%
1o
1.12%
g, asen
z 1%
030% e
o1z 012w
10 96 84
0% 10
amotaion pr—— eptaionforct At or fcion

WDAPA mPlscebo
R, G nmimmeon W e
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D Dapaglitiozin and Limb Outcomes @
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RECLARE PAD Patients
.
N=1025 All p-values > 0.05
o | HR093
25% | (071-123)
| 104 203% | HRO92 | HROS HR112  HRO70 HRO84 | HR151
20% | (062-1.36) | (0.42-1.69) (0.66-191) (0.44-142) | (0.60-1.19) (0.94-2.42)

15%

10%

5%

0%
Aryiobichemic | MAE | Actemb | GRlimb  Urgent Gectve  Ampitation
e hemahenla Revasetizaton. Revsscaaaation
DAPA wPlaceno
BRSNS pase o schemia o

D Meta-Analysis of CVOTs: @
rectaze MACE by Presence of ASCVD
| —

Treatment Placebo
MACE Eventsper  Events per HR [95% CI]
1000 pt-yrs 1000 pt-yrs

Atherosclerotic Cardiovascular Disease:

EMPA-REG OUTCOME 374 439 i 0.86[0.74,0.99]
CANVAS Program 341 413 —-—— 082[0.72,0.95
DECLARE-TIMI 58 368 41 —— 0.90[0.79, 1.02)
FE Model for ASCVD (P-value = 0.0002) — 0.86 [0.80, 093]
Multiple Risk Factor:

CANVAS Program 158 155 L S— 098[0.74,1.30]
DECLARETMIS 134 133 —— 101(086,120]
FE Model for MRF (P-value = 0.98) — 1.00 [0.87, 1.16]

075
Hazard Ratio

AN R, QY TekAN o Zelniker TA, Wiviott SD...Sabatine MA, Lancet 2018

Meta-Analysis of CVOTs: @
pectareCVD/HHF by Presence of ASCVD

[
Treatment Placebo
CVD/HHF Eventsper  Events per HR [95% CI]
1000 pt-yrs 1000 pt-yrs
Atherosclerotic Cardiovascular Disease:
EMPAREG OUTCOME 197 R —— 066[055,0.79]
CANVAS Program 2 274 B 077[065,092]
DECLARE-TIMI 58 199 239 —— 0.83[0.71,0.98]
FE Model for ASCVD (P-value <0.0001) e 0.76 [0.69, 0.84]
Multiple Risk Factor:
CANVAS Program 89 98 — 0.83[0.58, 1.19]
DECLARE-TIMI 58 7 84 —— 0.84(0.67,1.04]
FE Model for MRF (P-value = 0.0634) —— 0.84 [0.69, 1.01]
050 o7 125 150
Wazara Ratio
) AR, Y temammsencnroroat Zeloker T, Wiviott SD. Sabating A, Lancet 2016
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Desenlace renal compuesto

A Patients Events Eventsper1000  Weight HR HR(95%C1)
patient years *)
Placebo (WN) Treatment _Placebo

€GFR <60 mL/min per
EMPA-REGOUTCOME 119671801 6051801 NA  NA NA 335 B 066(041-107)

NVASProgm  NAR039  NA2039 83 114 51 396 — 074(048-115)
DECLARETIMISS  606/1265 6501265 59 89 12 270 — 060(035-102)
Fixed effects model for eGFR <60 (p=0-0054) —— 067 (051-089)
€GFR 600 <90 mi/min per m
EMPA-REGOUTCOME 24063638 12323638 NA  NA NA 168 — 061(037-103)
CANVAS Program 625 NAGES 118 46 74 344 —-— 058 (041-084)
DECLARETIMISS 38387732 38047732 186 42 78 489 — 054(040-073)
Fixed effects model for eGFR 60to <90 (p<0-0001) — 056 (046-070)
€GFR 290 mU/min per m?*
EMPAREGOUTCOME 10431520 486/1520 NA  NA N T e 021(0.09-053)
CANVASProgmm  NAR476  NAR4Z6 48 38 81 275 — 044(025-078)
DECLARETIMISS  4137/8162  4025/8162 120 25 49 608 — 050(034-073)
Fixed effects model for eGFR =90 (p<0-0001) ——— 044(032-059)

olo ok oo 1 2%

Iniker TA_1an

L

Quline Noy 10201
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Hospitalizacién por falla cardiaca

B
©GFR <60 mL/min|
EMPA-REG OUTCOME 1212/1819 607/1819 94 149 258 365 —_—-— 059 (039-0-88)
CANVAS Program NA2039  NA2039 8 16 n3 361 R — 055(037-083)
DECLARE-TIMI 58 606/1265 659/1265 77 23 193 274 — T 070(0-44-112)
Fixed effects model for eGFR <60 (p<0-0001) — 060(0-47-077)
€GFR 60 to <90 mL/min per m*
EMPA-REG OUTCOME 2423/3661  1238/3661 100 84 17 713 —_— 072(0-48-1.07)
CANVAS Program NA/S625  NA/SE2S 108 46 61 234 — 076(052-112)
DECLARE-TIMI 58 3838/7732  3894/7732 251 65 99 552 — 065 (051-0-84)
Fixed effects model for eGFR 60 to <90 (p<0-0001) — 069 (0-57-0-83)
€GFR =00 mL/min per m?
[EMPA-REG OUTCOME 1050/1538 488/1538 7 54 79 13 - 067 (031-144)
(CANVAS Program NA2476 NA2476 E4 37 51 157 40-14;
DECLARE-TIMI S8 4137/8162  4025/8162 170 51 54 730 —— 094 (0-69-1.26)
Fixed effects model for eGFR =90 (p=0-31) 0-88(0-68-113)
elniker TA, Lancet, Online Nov 10 201
C
€GFR <60 mL/min per mv*
EMPA-REG OUTCOME  1212/1819 607/1819 2775 527 605 362 - 088(0-69-113)
CANVAS Program NA2039  NA2039 261 363 495 366 —. 0.69(054-089)
DECLARE-TIMI S8 606/1265 659/1265 189 73 431 272 —— 092(0-69-123)
Fixed effects model for eGFR <60 (p=0.0077) - 0-82(070-0.95)
€GFR 60 t0 <90 mL/min per m*
EMPA-REG OUTCOME 2423/3661  1238/3661 351 308 406 25 —— 076 (0-61-0.94)
(CANVAS Program NAS625 NA/5625 563 268 290 328 —-— 0.95 (0-80-113)
DECLARE-TIMI S8 3838/7732  3894/7732 7 245 258 447 —.—— 0.95(0-82-1.09)
Fixed effects model for eGFR 60 to <90 (p=0-0520) - 0.91(0-82-1:00)
€GFR =90 mL/min per
EMPA-REG OUTCOME 1050/1538  488/1538 146 354 322 151 — T 110(077-157)
(CANVAS Program NA2476 NA2476 187 208 B6 211 — 084(0-62-113)
DECLARE-TIMIS8 4137/8162  4025/8162 613 188 197 637 - 094 (0-80-110)
Fixed effects model for eGFR =90 (p=0-35) 0.94(0-82-1-07)
025 ) 1 2%
«— —
Favours treatment. Favours placebo

Iniker TA_1an

t_Online Noy 10 201
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Como se compara con los otros
estudios?

3/26/19

CARMELINA: Primary CV endpoints

3P-MACE

oV death

Nonfatal MI

Nonfatal stroke

Allcause mortality

hHE

Placebo group Hazard ratio

a85)

4341245 a20(121%)
255 (7.3%) 264 (7.6%)
156 (4.5%) 135 (3.9%)
65 (1.9%) 73(21%)

367 (10.5%) 373 (10.8%)
209 (6.0%) 226 (6.5%)

(95% c1)

D E—
—

 ——
06 08 12 14
Favors linagliptin Favors placebo

102(0:89, 1.17)

096 (081, 1.14)

115 (091, 145)

088 (063, 1.23)

098 (084, 113)

090(0.74, 1.08)

CARMELINA: Secondary microvascular endpoints

Albuminuria progressiont

Linagliptin = Placobo Linagliptin = Placsbo
100 HR: 0.86 80 HR: 0.86
(95% CI: 0.78, 0.95) % Cl: 0.7

P0.003%° (66% 0k 078,099) 13 patiens
$ 843 patients = 60| /,J
3 60 H 763 patients.
£ 785 patients £ 40|
E r_,/—a :
H r_'-—-d £
iw H

O.D 05 10 15 20 25 30 35 0.0 05 10 15 20 25 30 35
Years Years

14



LEADER: Desenlaces primarios

muerte por enfermedad CV, infarto de miocardio no fatal o accidente cerebrovascular no fatal

Placebo

Liraglutida
HR: 0.87
IC al 95% (0.78-0.97)

p<0.001 para no inferioridad
p=0.01 para superioridad

Pacientes con un evento

E 42 48 54
Paciente en riesgo ‘Tiempo desde la aleatorizacién (meses)

Liaglutida 4668 ~ 4503 4496 4400 4280 4172 4072 3982 1562 424
Placsbo 4672 4588 4473 4352 4237 4123 4010 3914 1543 407

Merso P etal. Vgl Med 2016:375:311-322

3/26/19

SUSTAIN-6: Primary and secondary endpoint results

— i |
(-148) (-1649)
Primary compsit outcome (37 MACE) 108(66) 146(89) 074(058,095) — 000
v G oo J
Norfatal Vi 709 ) 074(051,108) —_— o1
Expanded compostecutcome* 199(21) | 24180 072(082,089) — 0002
e 122(74) - 077(061,097) ] 00
Hosptalizaton for heart aure s96) 5463) 111077, 161 —e— 0y
i v DR oeenon ——| o
Hospialzaton forunsable angina 203) z7(16) 082(047,1.40) —— 0
a5 1 4
—

Fovors somagutde  Favors placebo

Primary Composite Cardiovascular Outcome
Intention-to-Treat Analysis for Non-inferiority & Superiority

100 Exenatide (8397356
= Placebo (905 / 7396)

HR (95% CI) 0.91(0.83,1.00)
o > P value (non-inferiority) <.001
P value (superiority) 0.061

o 1 2 3 4 s
Years from Randomization
Noat Risk
Exenatide 7356 7101 6893 6580 5912 4475 3595 3053 2281 1417 727
Placebo 739 7120 6897 6565 5908 4468 3565 2961 2209 1366 687

EXSCEL( )
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Primary Composite Cardiovascular Outcome
Intention-to-Treat Analysis

Exenatide

Placebo

3/26/19

" 9
Ne7356 N<7396 Hazard Ratio 95% CI P value
839 (11.4%) 905 (12.2%) <001
MACE i . 091 083,100 (MO inferiority)
3.7 per 100 pt-yrs 4.0 per 100 pt-yrs (superiority)
229 258 —e 0.88 0.73,1.05
CV-death 1% 3.5%)
455 470 0.628
Non-fatal MI ——t 4, 1.09 (homogeneity
jon-fatal (©2%) (6.4%) 0.95 0.84,
components)
155 177
Non-fatal D e 1.07
51‘:::1(:2 @1%) @4%) 0.86 0.70, 1.0°
0 05 15 2
Exenaide  Placabo
favoured favoured
EXSCEL(. )
All-Cause Mortality
Intention-to-Treat Analysis
.
el /756 HR(OS% C)  0.86 (0.77, 0.97)
1 == = - Pacebolsss/ 73%6) P value 0.016
o] -
g
P e
£
I
0
o
o j 4 3 A s
Yearsrom Randomizaton
Noatisk
benatie 756 70N 734 08 643 e s I8 298 1726 o0
Paceho 76 TMA 778 088 6470 o9 o1 s 2ees 1695 892
EXSCEL{, )
HARMONY: Primary endpoint results
Effect of albiglutide on the
MACE primary endpoint
g — Abighide
5 ] Bt sapenery — Placsbo as
e
£ 1o a8
% L
g
g 4
3 2
H
© T T T T T T 1
4 8 o1 % 2 o o

Study visit (month)
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HARMONY: Secondary endpoint results

4P-MACE ite and indivie hHF and CV death composite and all-cause death

HRESHC)  Pvaluo HR (95% CI) P value

4P-MACE e 0.78(069,090)  0.0005 hHF and CV death

’ B u] 085(070,1.04) 0413
composite

CVdeath s 093 (0.73,1.19) 0578
W 075081050 0008 Atome —_—1 wemim o

Stroke  mmmmm—— 085(066,1.14) 0300

Favors albiglutide Favors placebo
Favors albiglutide Favors placebo
Estudio IAM no fatal | Ictus no fatal | Mortalidad CV Hospitalizacién por

falla cardiaca

Inhibidores de SGLT2
0.86 0.87 124 0.62 0.68 0.65
(0.74-0.99) | (0.70-1.09)  (0.92-1.67) | (0.49-0.77) (0.57-0.82) (0.5-0.85)
CANVAS 0.86 0.85 0.90 0.87 0.87 067
(canagliflozina) = (0.75-0.97)  (0.69-1.05)  (0.71-1.15)  (0.72-1.06) (0.74-1.01) (0.52-0.87)
DECLARE 0.93 0.89 1.01 0.98 0.93 073
(dapaglifiozina)  (0.84-1.03)  (0.77-1.01)  (0.84-121)  (0.82-1.17) (0.82-1.04) (0.61-0.88)
Anilogos de GLP1
1.02 1.03 112 0.98 0.94 0.96
(0.89-1.17)&  (0.87-122)  (0.79-1.58)  (0.78-1.22) (0.78-1.13) (0.75-1.23)
LEADER 0.87 0.88 0.89 0.78 0.85 0.87
(liraglutide) (0.76-0.97)  (0.75-1.03)  (0.72-1.11) | (0.66-0.93) (0.74-0.97) (0.73-1.05)
SUSTAIN 0.74 0.74 0.61 0.98 1.05 111
(semaglutide) | (0.58-0.95) (0.51-1.08)  (0.38-0.99)  (0.65-1.48) (0.74-1.50) (0.77-1.61)
EXSCEL (exenatide) 091 0.95 0.86 088 0.86 0.94
(0.83-1.00)  (0.84-1.09)  (0.70-1.07)  (0.73-1.05) (0.77-0.97) (0.78-1.13)
0.78 0.75 0.86 0.93 0.93 0.95
- (0.68-0.90) | (0.61-0.90) (0.66-1.14) __ (0.73-1.19) (0.73-1.19) (0.79-1.16)

Mortalidad total

Estudio IAM no fatal | Ictus no fatal | Mortalidad CV Hospitalizacién por

falla cardiaca

Inhibidores de DPP4
SAVOR 1.00 ( 0.95 111 1.03 111
(saxagliptina) 0.89-1.12) (0.80-1.12) (0.88-1.39) (0.87-1.22) (0.96-1.27)

0.96 1.08 091 0.85 0.88 1.07
(<1.16) (0.88-133) (<1.14) (0.66-1.10) (0.71-1.09) (0.78-1.46)
0.99 095 097 1.03(0.89-1.19) 1.01 1.00
(0.88-1.11)  (0.81-1.11)°  (0.79-1.19) * (0.90-1.14) (0.83-1.20)
1.02 115 088 0.96 0.98 0.90
(0.89-1.17)  (091-1.45)  (0.63-123)  (0.81-1.14) (0.84-1.13) (0.74-1.08)
Otros
084 (072- 083 081 NS 0.96
098)% (0.65-1.06)  (0.61-1.07) (0.78-1.18) _
TOSCA-IT @ 0.96 0.87 0.79 NA 110 NS
(sulfonilureas)  (0.74-126) 1 (0.48-1.55)  (0.41-1.53) (0.75-1.61)
ORIGIN 1.02 1.02 1.03 1.00 0.98 0.90
(insulina glargine) ~ (0.94-1.11)  (0.88-1.19)°  (0.89-121)°  (0.89-1.13) (0.90-1.08) (0.77-1.05)
DEVOTE 0.91 085 0.90 0.9 091 NA
(insulina (0.78-1.06)  (0.68-1.06)  (0.65-123)  (0.76-1.21) (0.76-1.11)

3/26/19
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‘ Desentace ‘ Desentace ‘ Nueva aparicion Doblamiento ‘ Terapia reemplazo ‘ Muerte renal
compuesto compuesto renal microalbuminuria creatinina renal
Inhibidores de SGLT2
EMPAREG 062 045 NA
(empaglifiozina) (0.54-0.72) (0.39-0.79) (0.21-0.97)
CANVAS (canaglifiozina) 0.80 NA
(0.79-0.88) (0.30-0.84) (0.30-1.97)
DECLARE (dapaglifiozina) NA NA NA NA NA
Inhibidores de DPPA
SAVOR NA 1.08 NA 11 0.90 NA
(saxagliptina) ) (0.88-1.32) (0.89-1.36) (0.61-1.32)
EXAMINE, NA NA NA NA NA NA
(alogliptina)
NA NA NA NA NA NA
(sitagliptina)
[cARMELINA (iinagliptina) [ 0.86 (0.78-0.95) 098 NA NA NS
(0.82-1.18) (0.69-1.10)
Andlogos de GLP1
ELIXA NA NA NA 116 NS NS
(ixisenatide) 07 (0.74-1.82)
LEADER (liraglutide) 084 078 0.74
(0.79-0.97) (0.67-0.92) (0.60-0.91) (0.66-1.18) (0.6-1.24) (0.52-4.87)
SUSTAIN-6 (semaglutide) NA 064 054 NA
(0.46-0.88) (0.37-0.77) (0.64-2.58) (0.40-2.07)
HARMONY (albiglutide) NA NA NA NA NA NA

Desenlace renal compuesto incluyendo macroalbuminuria

Andlogos de GLP)

Inhibidores de SGL

=
u
L]
-
n
n

L
-

Zelniker TA. Circulation. Online Feb 21 2019

Desenlace renal excluyendo macroalbuminuria

.
u
-

P

Zelniker TA. Circulation. Online Feb 21 2019
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Hospitalizacién por falla cardiaca

Ansiogos de GLPL

Zelniker TA. Circulation. Online Feb 21 2019

3/26/19

MACE

Enfermedad aterosclerstica cardiovascular establecida

Zelniker TA. Circulation. Online Feb 21 2019

Estudios de la vida real
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Poblacién sueca tipo DECLARE

287,180
New user episodes fulfilling inclusion
criteria

7161
Dapaglifiozin

280,018
oGLD

7102
Dapaglifiozin

21.306
oGLD

Norhammar A. Diab Obes Metab. 2019; online Jan 4

3/26/19

-
EMPAREG OUTCOME (ompagifiaze v placebo) e H 066(0.55.079)
HHF 0 SECURE e Comalans sOLD) —_— . 0700080082
CAAS camatocnva acsbo — ars0ar0e
mortalidad CV  otuamtmse s st = | s
B — — assorom
CECURE ke campiean vt oouD) [ —— Corlorarcs
MACE nagifiozn ve placeto) et 0.86(0.75097)
CECLARE- T 6 oot e lcet) . ety
s s : cess00es
HHE CECURE s capmpican s 061D ws s JE—— o osmoem
CANVAS gt vepace) s & e o7 (05108
CECLARE T 56 cosmtfotn s ace) ez s [Ee—— anosat
EuPAREG cUTCOME Gmsattczn s pcato) 68 133 —_— cerrotes
CECLARE b capaaiian v 010, P [E——— Cororit s
1AM CANVASHcanagifiozn vs placebo) 97 1"s R 0.85(0.69.1.05)
CECURE TI SErcammtoun spiusbe) 17 132 [E—— coorrien
EvPAREG OUTCOUE oz e 23 105 — L uame
CECLRE e capicen s 06D Be s — Jon0a7130
Ictus ifiozn vs placobo) 79 o6 — et 047 (0.80.1.06)
CECLARE T S8 casmtfor s paca) o e —_ o1 08421)
SVPAREG OUTCOUE eronaitazn st 24 B2 et : caromam
Mortalidad CV  DECUARE-we campireznvs 060 s [ ——— ars0srasn
ey oy Te s [———— aworace
CRCLRE T 58 copmosin e ) FA [En—— preyes
SPARES OUTCOUE TRtz et T84 200 —_— i asss7a
Mortalidad por  Gecune-ue comltcun 3010 o ms e 8 ass 03070
A camptoznve paceso s — aworiren
cualquier CaUSa  oecyng maw'se emputosve o) 54 — prevyesriy
! T i )
0s o7s ' 1
Hozard oo
Digb Obes Metab, 2019; onlineJan 4
(A) Al patients. ®) Baseline nomoalbuminuria.
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Fadini GP Diab Obes Metab, 2019:21:252
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Que hay nuevo en eventos
adversos?

3/26/19

ITU

EMPAREG: Adverse events consistent with urinary tract
infection

Placebo Empagliflozin Empaglifiozin
(n=2333) 10mg 25mg
(n=2345) (n=2342)
n (%) Rate n (%) Rate n (%) Rate
Events consistent with UTI 423 821 426 8.02 416 775
(18.1%) (18.2%) (17.8%)
Events leading to 10 017 2 037 19 031
discontinuation (0.4%) (0.9%) (0.8%)
By sex
Male 158 (9.4%)|  3.96 180 4.49 170 4.09
(10.9%) (10.1%)
Female 265 2281 246 18.83 246 20.38
(40.6%) (35.5%) (37.3%)
Rate = per100 patient years

Patients treated with 1 dose of study drug
" r red tern
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Effects of Canagliflozin Versus Placebo on
Safety Outcomes

Patients per

Secandary preventin 1000 patientyears
i Cvera sopuiion. Number Waxard ratio
Caatiant iitozin_placen (5w cn intaraction

a2 368 10s - ez e o
ate aenttat intection 12 w07 s0n —-— 3.98 (.00, 610)

o w7 20 —_— ez e oss
Famats genital infaction®
I 236 7.6 5.7 - 095 (0,75, 1.29) 0.20 I
rinary tract infection” 207 502300 o 126 094, 1.79)

T ™ ™ Toam e
amputation n 20 17— 153 00,333

) s 1 = 125098 15 oa
Allfracture . o son 128 094, 175)

) 17 o - 1B o e oss
towrtrauma fracture 161 11 o - 123 0.06,179)

s s 01 e 41 056,300 03
biabetic ketoacidosis M o U e e— Lo 00, 100

P m————

025 050 10 2.0 0 50 150 320
e
Fovors Canagiiiorm Favers Piaceno.

CANVAS Program

3/26/19

%c% RE Key Safety Events @

Between Group
Comparison

reatment emergent AE leading to drug D/C 8.1 6.9 P=0.01
IMajor Hypoglycemi 0.7 1.0 P=0.02

Diabetic Ketoacidosis* (DKA) 03 0.1 P=0.02

53 5.1 NS

T ——
IGenital infection (SAE. DAE) 0.9 0.1 P<0.001

Urinary tract infection (SAE, DAE) 1.5 1.6 NS I
[Fournier’s Gangrene NS

[Cancer of Bladder*

Lesién renal aguda

22



FDA Drug Safety Communication: FDA
strengthens kidney warnings for diabetes
medicines canagliflozin (Invokana, Invokamet)
and dapagliflozin (Farxiga, Xigduo XR)

f SHARE in UNKEDIN | @ PINIT | & EMAL =~ & PRINT

[06-14-2016 ]

3/26/19

Lesion renal aguda y FAERS

Reporting Odds Ratio of ARF with SGLT24 and FDA Warning

subgroup soLr2d Non-sgiez+

Whole Gbsenation Perod 1224/ 18915 65512 /813100 —-—

Befors FDA Waring /1605 76142 /33586 .

Aar FDA Warning iz omimun o

Consideraciones:

- El denominador no es nimero de pacientes, es nimero de eventos adversos reportados!
- Los pacientes con iSGLT2 usaron mas diuréticos

Perlman A, Nutr Metab Cardiovasc Dis, 2017; doi: 10.1016/inumecd.2017.10.011

Lesion renal aguda y FAERS

Reporting Odds Ratio of ARF with SGLT2-i by Agent

Subgroup  SGLTZA Non-Sgit2-i
Al Sgh2i 1224718915 85512/ 3813100 ——
Empagiiozin 124/ 2652 85512 /3813100 e
Dapagiilozin 177 /3651 85512/ 3813100 ———
Canagiflozin ~~ 928/12693 85512/ 3813100 [

r T T 1

1 2 3 4

ROR
Perlman A, Nutr Metab Cardiovasc Dis, 2017: doi: 101016/inumecd 2017.10,011
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Network metanalisis

Eventos renales compuestos Eventos de falla renal aguda

Producto Efecto 1C 95% Producto Efecto
Canagliflozina 1.29 0.78-2.15 Canagliflozina 0.67
Dapagliflozina 1.64 1.26-2.13 Dapagliflozina 0.75
Empagliflozina 0.38 0.28-0.51 Empaglifiozina 0.72
Tratamiento 1.01 0.58-1.75 Tratamiento 1.42
acdtivo active

1C 95%

0.26-1.73

0.33-1.74
0.60-0.86
0.52-3.89

Tang H. Diab Obes Metab. 2017;19:1106

3/26/19

Other adverse events (1)

Placebo Empaglifiozin Empaglifiozin
(n=2333) 10mg 25mg
(n=2345) (n=2342)

n(%) | Rate | n(%) | Rate | n(%) | Rate

Diabetic ketoacidosis* 1 0.02 3 005 1 002
(<0.1%) (0.1%) (<0.1%)

Acute kidney injury" 155 2.77 121 207 125 212
(6.6%) (5.2%) (5.3%)

Events consistent with 15 2.04 15 197 24 | 211
volume deplefion$ (4.9%) (4.9%) (5.3%)

Serious events 24 0.42 19 0.32 26 0.43
(1.0%) (0.8%) (11%)

Events leading to 7 0.12 1 0.02 4 007
discontinuation (0.3%) (<0.1% (0.2%)

Venous thrombotic events*| 20 035 9 0.15 21 035
(0.9%) (0.4%) (0.9%)

Rate = perl

% EmMPA_REG
. ouTCOME

Seguridad Renal

indice de evento por
1000 paciente-aios jngice de riesgo
CanagliflozinaPlacebo  (IC 95%)

T
Renal relacionado grave
2.5 3.3
(n = 83) T

Lesion renal aguda
1.6 2.5 ——
grave (n = 58)

Hipercalemia grave 04 06 1

(n = 15)

0.250.5 1.0 2.0 4.0 8.0

. ey
Favorece a Favorece al
Canaglifiozina Placebo

0.76 (0.49-1.19)

0.68 (0.45-1.02)

0.75 (0.27-2.11)

CANVAS Program
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%c%),mg Key Safety Events

3/26/19

i Between Group
(% Comparison
reatment emergent SAE 1 2
reatment emergent AE leading to drug D,
r Hypoglycem

IDiabetic Ketoacidosis* (DKA)

53 5.1 NS
Acute Kidney Injury 15 2.0 P=0.002 |
[symptoms of volume depletion 25 24 NS

B Retine ., ) ummimme *CEC Adjudicated

Otros eventos adversos

%c%),mg Key Safety Events

Between Group
Comparison

reatment emergent SAE

14

53 el NS
Acute Kidney Injury 15 2.0 P=0.002
symptoms of volume depletion 25 24 NS
[Genital infection (SAE, DAE) 0.9 0.1 P<0.001
Urinary tract infection (SAE, DAE) 15 16 NS

0.01 0.08 NS
[Cancer of Bladder* 03 0.5 P=0.02

5] BN 0, G tmammsencncroroa *CEC Adjudicated
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Resultados comparativos de Amputaciones de la
Extremidad Inferior en: Empa Reg Outcome y Canvas.

EMPA-REG OUTCOME®* CANVAS? CANVAS-R?

Placebo CANA 300 cbo | CANA
(N=1441) (N=1441) 903) | (N=2904)

431.9)

42(18)  46(20)  22(1.5)  S0(35)  45(31)  25(09) 45(15)

S

(per 1,000 patient-
years)

1.80
(.10,

2.24 2.01
(1.35,369) (120, 3.34) o

CANVAS Program

3/26/19

Como implementamos esto?

Reflexiones sobre puntos relevantes

* Parece que los iSGLT-2 reducen MACE en el contexto de prevencion
secundaria

* La reduccién de hospitalizacion por falla cardiaca se produce
independientemente de la historia previa de falla cardiaca

* Nefroproteccion!
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Analizando las guias...

3/26/19

GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-UN TRERAPY 15 METFORINANDCEMPRENENSIELIESTYLE (NCLUDING WEIGH WANAGEHENTANDPRYSCALACTWTT)
FRoh ABCNETARGET PROCEED 3 BLOV

et |

WITH ESTABLISHED ATHEROSCLERGTIC CARDIOVASCULAR

CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE @
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

[r———————)
oo,

et s e oo o st e )
ST 01 By o et e

O e vt s e S G-
sy -

o ot e o o)

B . §

- 4
. — e
PR ren A
— s ek
[ g -
- 2

[
¥

. o e
o b O it g 0GP0
ety © v

Bt L
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Primary Endpoints @
%EC LARE
[
CVD/HHF MACE
4.9% vs 5.8% 8.8% vs 9.4%
HR 0.83 (0.73-0.95) HR 0.93 (0.84-1.03)
P(Superiority) 0.005 P(Noninferiority) <0.001
o P(Superiority) 0.17
e % - TE R e e e
Dapaglifiozin
—— Placebo
R, G e s

Primary outcome:
3-point MACE

HR 0.85

ase aass om ass1 221 259 1534 a0
256 2194 2n2 1875 320 el 741 166

 EMPA-REG
3. SuTCoME

LEADER: Desenlaces primarios
muerte por enfermedad CV, infarto de miocardio no fatal o accidente cerebrovascular no fatal

Placebo

Liraglutida

HR: 0.87

IC al 95% (0.78-0.97)
p<0.001 para no iferioridad
=001 para superioridad

Pacientes con un evento

2 18 2 £ E 42 48 54
Paciente en riesgo Tiempo desde a aleatorizacion (meses)

Uragluida 4668 4503 4496 4400 4280 4172 4072 3982 1562 424
Placsbo 4672 4588 4473 4352 427 4123 4010 3914 1543 407

WMarso P et a. NV Engl Ved 2016375:311-322
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SUSTAIN-6: Primary and secondary endpoint results

Endpoints Semaglutide Placebo
(N-1648) (N-1645)

Primary composite outcome (3P-MACE) 108(6.6) 146 (8.9) 0.74(0.58, 0.95) — 0.002
Nonfatal MI 47(2.9) 64(3.9) 0.74(0.51, 1.08) — 012
i SN | ——
Expanded composite outcome® 199(12.1) 264(16.0) 0.74(0.62,0.89) — 0002
P — TN e J
Hospitalization for heart failure 59(3.6) 54(3.3) 1.11(0.77, 1.61) e — 057
S S e —| [
Hospitalization for unstable angina 2(13) 27(16) 0.82(0.47, 1.44) — ey 049

3/26/19

CHOOSING GLUCOSE-LOWERING MEDICATION
IF COMPELLING NEED TO MINIMIZE WEIGHT
GAIN OR PROMOTE WEIGHT L0SS

e

=

[ ——

i ey Gottgostin | | it
ekt || b Syt
y ot s T
( e )\ e s
st
TSI
syt o
——— o o
§ st P
e ) s =
[r—
e R
i, b gt J

DURATION-8: dapagliflozina vs exenatide
semanal

A
“ o benatide lus capagificrin 054
Exenie
054 o Dapagiin 0
e 3 5 \if‘i’”"i % %
El £ 20q
. g f o] B
g —— 35— § o Ai\i
an] NP D —3+—
i 40 is
T 1 & B 1 2 % ®» T T T T T T
- IR )
Time (weeks)

Frias JP. Lancet Diab Endocrinol. 2016 Online Sep 16
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Hospitalization for Heart Failure

8 hmn 0608543051000

Congion T8 T4 6

V(G S W Ve 0 e 29 D 1B 1 s T W W e 0 02 7

CANVAS Program

3/26/19

Renal Composite*

ome compriing 2 40% eduction i estimsted glomerular ftzaton ate,

ement o enal 1o acamant gy, o end Ge3t

CANVAS Program

Ettect on CVD/HHF @
RECLARE in Key Subgroups

CVD/HHF
Dapagifiozin  Placsbo I ——— HR(95%-CI) P Value for
N N Interaction
Total Cohort aTimssz 4968878 — 083 (0.73:0.95)
Risk Group. 099
ASCVD 2723474 32513500 —a—| 063 (0.71-0.98)
MRF 145/5108 17115078 0,84 (0.67-1.04)
History of HF 060
Yes 142852 172872 e 0.7 (0.63-0.99)
No 2757730 32417708 —e] 084 (0.72:0.99)
oGFR 037
=90 mUmin/1.73m2 1634137 16314025 e 0.96 (0.7-1.19)
60-<00 mUmin/1.73m2  199/3838 25213894 i 0.79 (0.66-0.95)
<60 mUimin/1.73m2 550606 81/650 0.78 (0.55-1.09)
050 10 15
Favors Dapaghoi - Favrs lacsbo
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Meta-Analysis of CVOTs: @
pectareCVD/HHF by Presence of ASCVD
[

3/26/19

Treatment Placebo
CVD/HHF Eventsper  Events per HR [95% CI]

1000 ptyrs 1000 pt-yrs
Atherosclerotic Cardiovascular Disease:
EMPAREG OUTCOME 107 01— 066[055,079]
GANVAS Program 21 274 - 077[085,092]
DECLARE-TMI 56 109 239 —— 083(071,098]
FE Model for ASCVD (P-value <0.0001) — 0.76 [0.69, 0.84]
Multiple Risk Factor:
CANVAS Program 89 98 —— 083[0.58, 1.19]
DECLARETMI58 7 84 — 0841067, 1.04]
FE Model for MRF (P-value = 0.0634) — 0.84[0.69, 1.01]

050 075 125 150
Hazard Ratio
on, G SRR ESER, povoos Zelniker TA, Wiviott SD...Sabatine MA, Lancet 2018
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CHOOSING GLUCOSE-LOWERING \?9
MEDICATION IF COST IS AMAJORISSUE ==

J P ———

- Ot ST st it
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GLYCEMIC CONTROL ALGORITHM

INDIVIDuALIZE A1C <6.5% e = I A1C>6.5% [

LIFESTYLE THERAPY (including Medically Assisted Weight Loss)
Entry A1C <7.5% Entry A1C27.5% Entry A1C>0.0%
MONOTHERAPY YR TTISD SYMPTOMS

TRIPLE THERAPY '
GLpraas

stz

saura
R or
o o

S — R — TRIPLE
Basal Insulin sasal prEs

Coleseveiam oPpal
Bromocrptine QR Colesevelam

ol ADD OR INTENSIFY
— INSULIN

[ — LEGEND

o e e H
2ot

PROGRESSION

0F DISEASE — )

Cual agente para quién?

iSGLT2 GLP1RA (basado en iDPP4
estructura GLP1)

Enfermedad aterosclerética

Insuficiencia cardiaca

Nefropatia diabética

Peso

Propenso a cetosis

Fragilidad/fractura previa/caidas

Amputacién previa

Insuficiencia renal cronica (estadio
45)

Infeccion genital a repeticion
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THE LANCET

“Sabatine and colleagues’
meta-analysis...provides
compelling evidence that
SGLT2i should now be
considered as first-line therapy
after metformin in most
people with type 2 diabetes...”

3/26/19

Qué viene en los siguientes meses?

* CREDENCE: abril 2019
* Canagliflozina vs placebo
* Nefropatia diabética: AEC 30-66 cc/min mas proteinuria
* Endpoint: muerte CV, reduccién 40% filtracion glomerular, enfermedad renal
terminal, muerte renal
* DAPA-HF: noviembre 2019
* Dapagliflozina vs placebo
* Endpoint primario: muerte CV + hospitalizacion por falla cardiaca
+ Diagnostico establecido de HFrEF
+ Pacientes con o sin DM

Conclusiones

« Cada vez hay mayor justificacion para pasar a los inhibidores de SGLT2
como primera opcién en segunda linea de tratamiento

* Tenemos opciones terapéuticas que nos reducen desenlaces duros
mas alla del beneficio del control glicémico

* Nos hemos olvidado del impacto que tiene falla cardiaca e
insuficiencia renal

 Parece no aumentar riesgo de ITU y lesion renal aguda, no tenemos
claro aiin sobre amputaciones
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Preguntas...

chenku2409@gmail.com

Puede descargar la
presentacion en:

;5[]
o

www.EndoDrChen.com

3/26/19

34


mailto:chenku2409@gmail.com

