Coémo se entrelazan DMy
enfermedad CV: terapias que
disminuyen mortalidad
Dr. Chih Hao Chen Ku, FACE

Servicio de Endocrinologia, Hospital San Juan de Dios

Departamento de Farmacologia y Toxicologia Clinica, Universidad de
Costa Rica

Conflictos de interés

« Conferencista: Astra Zeneca, Abbott Nutricion,
Novartis, Novo Nordisk, Merck Sharp & Dohme, Roche,
Glaxo SmithKline, Sanofi Aventis, Bayer, Pfizer

« Advisory Board: Novartis Oncology, Sanofi Aventis,
Astra Zeneca, Novo Nordisk, Stendhal, Pfizer

* Investigacion clinica: Astra Zeneca, Novartis Pharma
Logistics Inc., Merck Sharp & Dohme, Glaxo SmithKline,
Organon, Boehringer Ingelheim, Roche, Novo Nordisk

Agenda

* DMy enfermedad cardiovascular

* Medidas que reducen mortalidad CV en DM:
* Estatinas
* Antihipertensivos
* Antiagregantes?
* Antidiabéticos

* Abordaje practico

5/4/18



Relaciéon DMy
enfermedad
cardiovascular

All-Cause Mortality: T2DM

N=5818
| Verona Diabetes Study |

Respiratory Dz,

Other , 4.9% 6.5% Digestive Dz, 6.1%

Malignancies,
23.5% Diabetes, 14.7%

Cardiovascular Dz,
44.3%

Brun E. Diabetes Care 2000;23(8) 1119-1123

La diabetes de tipo 2 aumenta el
riesgo de enfermedad cardiovascular

[ Hombres con di

[ Mujeres con diabetes

indice de riesgo ajustado por edad
(1 = riesgo en individuos sin diabetes)
*P<0.1; 'P < 0.05; ¥P < 0.01; 5P < 0.001 Adaptado de Kannel WB, et al. Am Heart J 1990; 120:672-676.

5/4/18



MRFIT: Impact of Diabetes on

Cardiovascular Mortality
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Number of risk factors*
*Risk factors analyzed: smoking, hypercholesterolemia and hypertension.
Stamler J, et al. Diabetes Care 1993; 16(2):434-44
Riesgo de DM post SCA
* 20% tiene DM usando criterios por CTG
* 16% tienen DM usando Hbalc
Karama t MA_RioMed Central 2017

Medidas extraglicémicas
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Metanalisis estatinas y mortalidad
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Metandlisis estatinas en DM
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Metanalisis: reduccidén de PA en

DM

Figure 2. Standardized Associations Between 10-mm Hg Lower Systolic BP and All-Cause Mortality,
Macrovascular Outcomes, and Microvascular Outcomes in Diabetic Patients

Control

No.of ~_ BPlowering _ _ Comtrol _peiaive Risk Favors BP * Favors
Outcome Studies  Events Participants Events Participants (95% CI) Lowering - Control
Mortality 20 2334 27693 2319 25864 0.87 (0.78-0.96) —-—
Cardiovascular disease 17 3230 25756 3280 24862 0.89 (0.83-0.95) -
Coronary heart disease 17 1390 26150 1449 24761 0.88 (0.80-0.98) -
Stroke 19 1350 27614 1475 26447 0.73 (0.64-0.83) —-—
Heart failure 13 1235 21684 1348 20791 0.86 (0.74-1.00) 0
Renal failure 596 19835 560 18912 0.91(0.74-1.12) —_
Retinopathy 7 844 9781 905 9566 0.87 (0.76-0.99) —-—
Albuminuria 7 2799 13804 3163 12821 0.83(0.79-0.87) =

os 1o 20

Relative Risk (95% C1)

Emdin CA. JAMA. 2015;313:603
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Emdin CA. JAMA. 2015;313:603
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Aspirina y mortalidad en
prevencion primaria en DM

Outcome No.of Aspirin r placebo
studies  Events  Participants  Events / Participants
MACE 7 73417986 80918002 —
Myocardal infarction 7. 42215816 45715802 —_—
Coronary heart isease 5 156/2,750 156/2,735 —
stoke 8 20515639 261561 ——r
CVD death s 32115027 35415031 —
Alkcause mortaity 5 533/5,027 5615031 —a
e S e—

75 15
Favours aspirin Favours control or placebo

Kunutsor SK. Diab Med. 2017;34:316

RR (95% CI)

050(081,099)

084(064,1.11)

098(079,121)

086(069,108)

094(071,128)

094(083,105)

Impact of Intensive Therapy for Diabetes:
Summary of Major Clinical Trials

Study Microvasc

UKPDS

DCCT/
EDIC*

ACCORD

ADVANCE

UK Prospective Diabetes Study (UKPDS) Group. Lancer 1998:352:854.

Hoiman KR t .\ /. 20835957 DCCT RecrchGrop N Eng 110 199129977 [I5] Lo Term Follow-up

Nathan DM et al. N EnglJ Med: 2005:353:2643. Gersicin HC et al. N Engl / Med. 2008.358:3545
atel A etal. N Engl 1 e 2008:358:3560. Duckworth W et al. N Engl | Med 2009:360:129. (errtum:
Moritz TN Engl J Med 2009:361:1024) *inT1DM
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Antidiabéticos

Time to Death, Ml (Excluding Silent) or Stroke

Kaplan-Meier event rate
0.15

N events: 3-year estimate:
e placebo 358 /2633 14.4%

= pioglitazone 301 /2605 12.3%

HR 95% CI p value

pioglitazone
vs placel 0.841 0.722,0.981 0.0273
0.0

N at Risk: 4877 4752 4651 786 (256)

12 18 24 30 36
Time from randomisation (months)

proactive-results.com

IRIS: pioglitazona en ictus

3 Pioglitazone
o
a
040 085 Placebo
030 Hazard ratio, 0.76 (95% C, 0.62-0.93)
0.20. 080 p-0007
010 + T T T 1

Cumulative Probability of Event-free

T
0 1 2 3 4 5
T

Years since Randomization

No. at Risk
Pioglitazone 1939 1793 1701 1491 1% 481
Placebo 1937 1778 169 1476 182 459

Kernan WC. N Engl J Med. 2016; online Feb
17




ADA 2015 Scientific Sessions
ELIXA: Cardiovascular Outcomes
K for Lixisenatide Vs Placebo

dr

Primary composite outcome: CV death, Lixisenatide Placebo
nonfatal M, nonfatal stroke, hospitalization 13.4% 13.2%
for UA HR=1.02

(95% Cl: 0.89-1.17)

Primary outcome plus hospitalization for HR=0.97 (95% Cl: 0.85-1.10)
heart failure

Hospitalization for heart failure HR=0.96 (95% Cl: 0.75-1.23)
All-cause mortality HR=0.94 (95% CI: 0.78-1.13)

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)
& Pp<0.001 para no inferioridad
s p=0.01 para superioridad

Pacientes con un evento

6 12 18 24 30 3% 42 48 54
Tiempo desde la aleatorizacién (meses)

Paciente en riesgo
Liraglutida 4668 4503 4496 4400 4280 4172 4072 3982 1562 424
Placebo 4672 4588 4473 4352 4237 4123 4010 3914 1543 407

Las incidencias acumuladas se estimaron con el uso del método de Kaplan-eier y las razones de riesgo con el uso del
modelo de regresion de riesgos proporcionales de Cox. El andlisis de los datos se detiene a los 54 meses, ya que menos del
10% de los pacientes tenian un tiempo de observacion mas allé de 54 meses.

IC: intervalo de confianza; CV: cardiovascular; HR: hazard ratio

Marso SP et al. N Engl J Med 2016;375:311-322

All-cause death

. HR: 0.85

< 95% CI (0.74 -0.97)

§ p=0.02

H

3

H Placebo

& " -

H Liraglutide

€ s

H

&

&

v T 3 % = % % = = el

Pationts atrisk Time from randomization (months)
Liragiutide 4668 4641 4509 4558 4505 4445 4382 4322 1723 484
Placebo 4672 4648 4601 4546 4479 4407 4338 4268 1709 465

The cumulative ncidences wero estimated wilh he usa of the Kaplan-Meler method, and the hazard ratios with the se of the Cox proportional-
hazard regression model. The data analyses are trncated at 54 months, bacauss less than 10% of tre patints had an observation tme beyond 54
manins. Gl confience terual: HR: hazard atio

Prosentd at e ‘Session 3.CT-Y24. Juns 13 2016, New Orisans, LA, USA.

LEADER
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Hospitalization for heart failure

Patients with an event (%)

HR: 0.87
95% CI (0.73-1.05)
p=0.14

Patients at risk
Liraglutide 4668
Placebo 4672

B
Liraglutide
0 ] 12 18 2 30 3 2 4 54
Time from randomization (months)
4612 4550 4483 4414 4337 4258 4185 1662 467
4612 4540 4464 4372 4288 4187 4107 1647 442

The cumulative incidences wero estmated with the use of the Kapian-Meler method, and the hazard ratios with the use of the Cox proportional-
10% of had u

runcated at 54 months,

ime beyond 54

manihs. CI confidence terval; HR. hazard ralo

Session 3.CT-8Y24. June 13 2016, New Orieans, LA, USA.

Periodo hasta el primer desenlace de
enfermedades oculares

Fotocoagulacion
ceguera

Pacientes con un evento
(%)

o tratamiento con agentes intravitreos, hemorragia vitrea o

HR: 1.15
IC al 95% (0.87- 1.52)
=0.33

Liraglutida

Placebo

Paciente en

Liraglutida
Placebo 4672

SR

H 2 18 2 30 3% 2 8 ]
Periodo desde la aleatorizacién (meses)

4624 4566 4509 4442 4366 4297 4231 1689 473

463 4565 489 a7 430 4264 4188 1681 454
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Table
Semaglutide Placebo Hazard Ratio
Outcome (N=1648) (N=1649) (95% C1)* PValue
70100 o100
0. (%) perony 0.9 peronyr
Prmary composite cutcome 108 (66) 324 146 89) A4 0740055095 <000Lfor
f v
superiorty
Expanded composite outcomes: 199 021 617 264069 836 074(062:08) 0002
Alcause death, nonfatal myocardial 122 (7.4) 366 158 06) 41 omEe0m oo
infarction, o nonfatal stroke

Death

From any cause 2039 182 008 176 105074150 0

from cardiovascular case w@y 129 4623 135 osses-ley) 0%
Nonfital myocardialinfarcton a9 140 409 12 ompsilon  ou
Nonfatal stroke 206 050 “r 131 oel(0380%9) 00t
Hospitalzaton for unstable sngna 22.(13) 06s 2706 080 0m(04r-l4y 04

pectoris

Revascularization 360 250 12606 185 065(050-08) 0003
Hospitalization fo heart faure 596) 176 5403) 16 unrriey ost
Retnopathy complications§ 960, T EXE) T |
New or worsening nephropathy ©209) 136 100 (61) 306 064(046-088) 0005

* Hazard ratios and P valucs were estimated with the usc of  Cox proportional-hazards model with the study treatments as fxed factors and
fied according to all combi of

The P death

stroke.
§ The expanded

- death from cause:
tion (coronary or peripheral), and hospitalization for unstable angina or heart
§ Retinopathy complications include vitreous hemorthage, onset of diabetes.rela

agent or retinal photocoagulation
§New or worsening nephropathy includes persistent

s

the need for continuous renal replacement thera

infarction, or nonfatal
al stroke, revasculariza-
filure.

ted blindness, and the need for treatment with an intravitreal

3 the and a creatinine.
clearance of less than 45 ml per minute per 173 m? of body-surface area (according to the Modification of Dict in Renal Dist
or Py

case criteria),

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

o —— Crenatde 30/ 73501
. Pacebo 19057391
80 "
g
H
H o HR (95% CI) 0.91(0.83, 1.00)
g N P value (non-inferiority) <001
“ N P value (superiority) 0.061
. r//
Vearsfrom Randomization
NoatRisk
Eenaude 735 7101 6893 6580 so12 4475 o5 053 281 1417 727
Pacebo  739% 7120 6397 G365 508 4des 3565 2961 2200 1366 687
EXSCELW, )
All-Cause Mortality
Intention-to-Treat Analysis
™
———— Exenatide (507/7356) HR(95%Cl)  0.86(0.77,0.97)
. Placebo [584/ 7396] P value 0.016
o] -
3
H 0 ’
H
g e
. 4 :
ol 7_4/

Years from Randomization

NoatRisk

Benatde 7356 7304 734 7028 6433 4991
Placcbo 739 7344 7278 7058 6470 5019

w095 3518
w09 a7

208 1726
266 1695

%07
92

EXSCELW, )
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Forest Plot of Secondary Endpoints (Intention-to-Treat Analysis)

Exenatide  Placebo ’ ,
oTase. Novee Hazard Ratio 95% CI P value
All-cause mortalit 507 584
y 0% T 086 077,097 0016
340 383
CV-death aen o ——T 0.88 076,1.02 0.096
Fatal or non-fatal MI 483 493 -
oo @ — 097 085,1.10 0622
Fatal o non-fatal stroke 2‘_23/‘}) } 22_;;}) L 085 070, 1.03 0.095
Hospitalisation for ACS 602 570 _ 1.05 0.94,1.18 0.402
®2%)  (7.7%) -
Hospitalisation for 219 231 094 0.78,1.13 0.485
heart failure (B.0%)  (31%) —
o 0.5 1 15 2
Exonaide | Placebo
fovoured  favoured
EXSCELW, )

Human GLP-1 Backbone Exendin-4 Backbone

aw |

o |

iBID

jo

human GLP-1 genetically

Acetylation allows for

18G4 (t2= 5 days)

(tar2=13 hours)

Albiglutide
DPP-Aresistant human
GLP-1 dimer genetically

to human
albumin (ty2=5 days)

peptide; 50% homologous.
‘tohuman GLP-1 and
resistant to DPP-4

radation
(2= 2.4 hours)

peptide; C-terminal
modification adding &
ysine residues and
removing 1 proline
(t12= 3 hours)

aw
Exenatide QW

Exenatide in
microspheres which slowly
hydrolyze d

release
(t3n=2.8 hours)

ANALOGOS GLP-1

* En resumen.
No todos son iguales
Liraglutide y semaglutide reducen MACE, pero parece

que aumentan retinopatia diabética

cardiovasculares

No tienen efecto sobre falla cardiaca

Exenatide LAR reduce mortalidad total pero no eventos

5/4/18
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Primary outcome:
3-point MACE

HR 0.86
(95.02% C10.74, 0.99)
p=0.0382* Placebo

@

Patients with event (%)
=

o

o
T T T T T T T T )
0 6 12 18 24 30 36 2 4
Months
No. of patients
Empagifiozin 4687 4580 4455 4328 3851 2821 2359 1534 370
Placebo 2333 2256 2194 212 1875 1380 nél 74 168

g oo
< ":' EMPA-REG
Fggd.s OUTCOME

CV death

9 Placebo
HR 0.62

8 (95% C10.49,0.77)
p<0.0001

7

o

&

w

Patients with event (%)

o
5 7 S
Months
ogbqh
i“ ’P,EMPA-REG
Cumulative incidence function. HR, hazard ratio ok, .8 ouTCOME
g e
Hospitalisation for heart failure
7
HR 0.65 Placebo
(95% C10.50, 0.85)
p=0.0017

Patients with event (%)

0
[ 6 12 18 24 30 36 42 48
Months
No. of patients
Empogifiozn 4687 14 23 wz 988 250 287 1634 395
Placepo 2333 27 22 273 1932 1424 1202 775 168
sgelen
4 & EMPA-REG

ok, 8. ouTcoME

Coh
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All-cause mortality

HR 0.68
(95% C10.57,0.82) Placebo
p<0.0001
§
3
H
€
2 s
8
o
; T y T y T T T ,
] 6 12 18 24 30 36 42 48
Months
No. of patients
Empagifonin 4687 sss1 4608 4556 a2 3079 2617 722 a4
Pocebo | 73 P 780 26 2012 1503 1281 825 77

g oo
t: ":' EMPA-REG
Fyd.s OUTCOME

Primary MACE Outcome

CV Death, Nonfatal Myocardial Infarction or Nonfatal Stroke

_. 20 Hazard ratio 0.86 (95% CI, 0.75-0.97)

2 18- P <0.0001 for noninferiority

~ p = 0.0158 for superiority

- 16

g

> 14+

]

c 12

L]

- 10

4

3 87

2 6

c

-g 4 ~ Placebo

& 24 — Canagliflozin
o T T T T T T

o 1 2 3 a 5 6

No. of patients Years since randomization

Placebo 4347 4153 2942 1240 1187 1120 789

Canagliflozin 5795 5566 4343 2555 2460 2363 1661

ntent-to-treat analysis '
CANVAS Program

All-Cause Mortality

20 | Hazard ratio 0.87 (95% CI, 0.74-1.01) — Placebo

18 - = Canagliflozin
16 -
14

Patients with an event (%)

T T T T T T
o 1 2 3 4 5 6

No. of patients Years since randomization

Placebo 4347 4279 3119 1356 1328 1292 924

Canagliflozin 5795 5723 4576 2761 2710 2651 1904

reat analysis v
CANVAS Program
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Hospitalization for Heart Failure

20 | Hazard ratio 0.67 (95% CI, 0.52-0.87) —— Placebo

18 - = Canagliflozin
16
14
12
10

Patients with an event (%)

O N & O ®
L

T T T T
o 1 2 3 4

Years since randomization

w4
o

No. of patients
Placebo 4347 4198 3011 1274 1236 1180 829
Canaglifiozin 5795 5653 4437 2643 2572 2498 1782

nte

treat analysis
CANVAS Program

Key Outcomes in the CANVAS Program
and EMPA-REG OUTCOME

Hazard ratio (95% CI)

CV death, nonfatal myocardial infarction, —e—i; CANVAS Program
or nonfatal stroke —0— EMPA-REG OUTCOME

CV death ,_D_,' -

Nonfatal myocardial infarction ¥ 'n :|

Nonfatal stroke =P
Hospitalization for heart failure —O—
CV death or hospitalization for heart failure ul o
All-cause mortality u' *
Progression to macroalbuminuria

" —_—o
Renal composite* —a—
T T T 1
0.25 0.5 1.0 2.0

*CANVAS Program endpoints comparable with
EMPA-REG OUTCOME. Favors SGLT2i  Favors Placebo

CANVAS Program

Eventos CV - dapagliflozina

Components of Endpoints

Dapa | Control Favors Hazard R
= Dapa c— Control Control (95%

CV Death 20/3825 1812200 . 0.70(0.36, 1.36)
] 3015244 3313014 —e— 0.57(0.34, 0.95)
Stroke 2514227 1812412 1.00 (0.54, 1.86)
Unstable Angina 2614592 2012697 o 0.87(0.48, 1.69)
Unplanned

Coronary Revasc 58/8625 | 65/3153 - 0.73(0.50, 1.07)
Hosp. forHeart 44,5576 16/ 1780 0.36(0.16, 0.84)
Failure

01 1 10
HR (95% CI)

Stratified by study. Only trials with at least one positively adjudicated event included in analysis
Cox Proportional Hazards Model CORE - 118

5/4/18
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DECLARE - Dapagliflozin Effects on CardiovascuLAR Events

Inclusion Criteria T
~T2DM, 240 yrs. 2
“Established CVD or 3
Multiple Risk Factors 8 Dapaglifiozin (10 mg/d)
N ~17,150 [ Allother DM agents per treating MD___|
Screening Duration is event-driven: 1,390 ~6 years April 2013-2019
events Median follow-up ~4.5 yrs
Primary Endpoint
* MACE: CV Death, MI, Ischemic Stroke

V. cardovascuiar; DM, d Jius; W T20M,

s cinicalirials 00vIc2lshowNCTO1 730534
o .o

Commien/CH3 78658 got

DECLARE: Primary and Secondary Outcomes

* Time to first event included in the composite
endpoint of CV death, Ml or ischemic stroke

* Time to first event of:
* Hospitalization for congestive heart failure
* The composite endpoint of CV death, M, ischemic
stroke, hospitalization for HF, hospitalization for
unstable angina or hospitalization for any
revascularization
* Time to all-cause mortality
* Body weight from baseline

Metanadlisis cardiovascular

Network meta-analysis

Treatments Ouus rauo (98% C1)
MACE

EMPA - 081 (0.70,093)
DAPA . 0.81(0.46, 1.45)
CANA —_— - 110 (053, 229)

AT —T 137 (0.78, 2.43)
All-cause mortality

EMPA —— 0.67 (056, 0.81)

CANA —_—l— 0.85 (036, 2.05)
Daen p— — 112041240
pet 111 052
Heart failure or heart failure requiring
hospltalization

DAPA R e 060(027,133)
EMPA 065 (0.50,0.84)
CANA & 068(022.206)
ACT —_— 1.12 (0.4, 2.86)

Tang H. Am ] Cardiol. 2016; early online.
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https://clinicaltrials.gov/ct2/show/NCT01730534
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM379659.pdf

Metanalisis cardiovascula

Unstable angina or unstable angina
requiring hospitalization

CANA —_—-—
DAPA —_—
CMPA ™
ACT . ™ —
Transient ischemic attack
PR E—

EMPA —
CANA
ACT
Atrial fibrillation

—_——
CANA R ™S
DAPA PR S
ACT ...

Tang H. Am J Cardiol.

r

057 (0.21,1.59)
076 (0.35, 1.62)
094 (0.71,1.26)
1.48 (0.60, 3.68)

066 (0.25,1.72)

080 (0.30, 2.14)

057 (0.19, 1.69)
066 (024, 181)
0.85(0.33, 2.14)
121(039,3.71)

. 2016; early online.

Los datos del metaandlisis sugieren una proteccion neta contra eventos cardiovasculares con inhibidores de

SGLT-2

e o 4— el
b - st
wm‘m“’:‘“ - Py e

et caan

W .ot . Lot Distes Endocrn 2016::411-0

R—

Contribucion de los iSGLT2

Hospitalizaci rIC (N=309,046) Todas las causas de muerte 5,622}
N = o
g=
H
.
Jr——— p— e ———— pr—
ot poerin
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Hospitalizacidon por Insuficiencia Cardiaca
Punto final primario

Database N #ofevents HR (95% CI)

us 233,798 208 —_— 0.55(0.44,0.69)
Norway 25,050 278 —-— 062(0.49,0.79)
Denmark 18,468 167 —— 0.77(0.59,1.01)
Sweden 18378 191 —— 061(0.45,082)
UK 10462 16 ———a———— 036(0.12,1.13)
Germany 2900 1 —_— 0.14(0.03,0,68)
Total 309,056 961 —= 0.61(051,0.73)

Favor SGLT2i +———\——— Favor 0GLD
HazardRatio: 005 010 025 050 1.00 200

Para el puntofinal primario d italizacion por i ia cardiaca hubo con el Holorognayp1obe: 0.7
uso desde el inicio de iSGLT2 de un 39% (hazard ratio [HR], 0.61; p < 0.001) reduccién | (XL

significativa .

Todas las causas de muerte — Punto final
secundario

CVDREAL

Database N #of events HR (95% CI)
us 143264 250 —— 038(0.29,0,50)
Norway 25,050 364 —.— 055(0.44,0.68)
Denmark 18,468 323 —a— 0.46(0.37,057)
Sweden 18378 317 —a— 0.47 (037,0.60)
13 10,462 80 —a— 0.73(0.47,1.15)
Total 215622 1334 - 0.49(0.41,057)
Favor SGLT2i +———————» Favor oGLD
HazardRatio: 0.25 050  1.00  2.00

Punto final secundario de muerte por cualquier causa, los Hetsogeniy pale: 009

iSGLT2 también fueron asociados con una incidencia de 51% Povalue for SGLTZi v

menos de muerte por cualquier causa (HR, 0.49; p < 0.001) L

5/4/18

Estudio de la base de datos THIN del
Reino Unido: Mortalidad por
cualquier causa

Los datos de la vida real de un estudio de cohortes abiertas de la base de datos THIN, sugieren que Ia dapaglifiozina puede estar asociada
a una disminucion de la mortalidad por cualquier causa, independientemente de la condicion inicial de ECV

Poblacién total del estudio Poblacién de bajo riesgo — Control
Control, o8 contol = 11115 — Dapagiifiozina
. ooa DAPA, = 4,444 . DAPA, 13,656
£ oos 00
H
S ooz 0.0:
$
g oor 0.1
£
o
o os T 1s 2 o 05 1 s 2
Tiempo de anlisis Tiempo de andliss
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Registros nacionales suecos: Mortalidad por cualquier
causa de los medicamentos hipoglucemiantes
novedosos en comparacion con insulina

Los medi i i se asociaron a un menor riesgo de
mortalidad por cualquier causa en comparacién con insulina

1% insulina HR (IC 95%): 0.56 (0.49-0.64)
— Novedoso (dapaglifiozina/DPP-di)

Proporcién acumulada de

) os 10 s 20 25

Nenriesgo: Tiempo desde el inicio del nuevo medicamento (afios)
10879 a8 B s S
Novedoso 10878 10482 aass s 0

Registros nacionales suecos: Mortalidad por
cualquier causa de dapagliflozina e inhibidores
de DPP-4 en comparacion con insulina

« Dapaglifiozina se asocié con un 56% menos riesgo de mortalidad por cualquier causa en comparacién con
insulina

« Losinhibidores de DPP-4 se asociaron con un 41% menos riesgo de mortalidad por cualquier causa en
comparacién con insulina

10% [ nsuina 10% [ Insuina
— Dapagifiozina — oppus
HR (IC95%):0.44 0.28-0.70) 8% | HR (IC95%):0.59 (0510.67)
pe001 peo0l
6%
a%
2%
0%
00 05 10 15 20 25 00 05 10 15 20 25
inicio del ' inicio del

Antidiabéticos con
efecto neutro

5/4/18
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Inhibidores de DPP4

* SAVOR, EXAMINE y TECOS todos han mostrado
resultados neutros en MACE

* Saxagliptina y alogliptina con alertas por aumento
de hospitalizacién por falla cardiaca
* No claro el mecanismo

* Pendiente CAROLINA

Insulinas

* ORIGIN y DEVOTE han mostrado que son neutros

* Efecto cardioprotector inicialmente mostrado en
DIGAMI no se reprodujo en DIGAMI-2

20 Hazard Ratio (95% CI):0.98(0.86,1.11)

P value from log-rank test=0.73 7~

10 /

7
5 /// Acarbose: 14.4%(470), 3-33 per 100 person-years
V4 Placebo:  14.7% (479), 3-41 per 100 person-years
— Acarbose == Placebo
o / Acarbose Placebo
[} 1 2 3 4 5 6

Years since randomisation

Primary composite cardiovascular endpoint(%)

Number at risk:
Acarbose:3272 3084 2744 2452 2020 1430 663
Placebo:3250 3043 2745 2433 1988 1409 690

Ace

5/4/18
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ToSeAIT Study Design
Multicenter, randomized, active-controlled, single-blind CV outcome trial (NCT00700856)

a N Randomized, double-blind
Euestinulnesoy short-term trénment period

« T2DM for at least 2 year,
Age 50 to 75 years,
> . -
O metformin 220/day, Metformin + Pioglitazone
9.0% BMI 20-45 kg/m?
+ No acute CV events in
the past 6 mo

Metformin + Sulphonylureas

0 EoT
Diabete HbA,,, glycated haemoglobin; BMI, body mass index; DAPA, dapaglifiozin; FPG, le
¥ Ricerca fasting plasma glucose; MET, metformin; SAXA, saxagliptin; SITA, sitagliptin Sl

TOSCAIT Primary outcome

All-cause death, non-fatal MI - including silent MI, non-fatal stroke,
urgent coronary revascularization

HR=0.96 (95% CI, 0.74-1.26)

| P=0.79
3
£ o
H
% o
£
i .-
s -
o 7 P ) @ Monts e
153500 1e62019) 00 1176 103707
o 1200 w0115 o1 21) o057
Diabete The cumulative incidences were estimated with the use of the Kaplan ~Meier method, SlD
R and the hazard ratios with the use of the Cox proportional-hazard regression model. CI: -
icerca Confidence mterval; HR: hazard ratio. 0o

Como escoger agentes

Tiene falla [
cardiaca oAy,

favorecer iSGLT2

Tiene ~Evitar
isquemia sulfonilureas y

favorecer

miocardica analogos GLP-1

Falla

. * Terapia
cardiaca + combinada?

isquemia

5/4/18
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Combinacion analogo GLP1 +
iISGLT2

* DURATION8

* Exenatide semanal: -1.54 kg

« Dapagliflozina: -2.19 kg

« Exenatide semanal + dapagliflozina: -3.41 kg
* Por qué efectos menores a los esperados?
* Papel de glucagon?
* No hay estudios con desenlaces CV con

combinacién

Conclusiones

* Hay una clara relacién entre DM y enfermedad
cardiovascular
* Causa principal de muerte en DM
* Pacienes con ECV tienen mayor riesgo de desarrollar DM

* Manejo de factores de riesgo como HTA y
dislipidemia es critico

* Los iSGLT-2 y algunos analogos GLP-1 han mostrado
reduccién de mortalidad cardiovascular

Puede descargar la
presentacion en:

OFEA00
Preguntas... %

www.EndoDrChen.com

chenku2409@gmail.com
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