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“Casos de la practica diaria”

Rosario Serrano Martin
C.S Martin de Vargas. Madrid

Caso clinico

Maria 57 anos

= |AM en el 2015 (4 afos)

= DM2 desde el 2017 (2 afos de
evolucion)

= HTA + Obesidad

» HDbA1C 6,8%.GB 128mg/dI
> Tratamiento actual: METF




CUESTIONES A DEBATIR ?
o

e ¢Cual seria el abordaje terapéutico en este
momento?

e iPlantearia modificar el tratamiento

antidiabético sustituyendo Metformina por
ISGLT2 /arGLP1?



®presentacion del caso
® Comentarios al caso
® Estrategias terapedticas de proteccion CV

) :
Mensajes para recordar



HISTORIA

PRESENTACION
CLINICA

DEL CASO

EXPLORACION FiSICA:

v Peso 82kg. Talla 160cm. PC Mujer de 57 afos

95 cm
v IMC 32 Kg/m?
Y TA145/90 mm Hg. * IAM en el 2015 hace 4 afios (53 afios)
v" ACP :Sin hallazgos N N
HISTORIA SOCIAL « DM2 desde el 2017 hace 2 ainos (55 afnos)
Vive con su marido. Trabaja en la e HTA
limpieza )
Vida activa * Obesidad

Analitica actual

GB 128 mg/dl, HbA1C 6,8% (4-6)




FOTO DE NUESTRA PACIENTE

57 anos

Tiempo de evolucion e DM2 de 2 afios de evolucién (desde los 55 afios)

¢ Adecuado control metabdlico : Hb Alc <7%. GB 128

Grado de control mg/dl

HTA
Dislipemia ??
Obesidad grado 1

Comorbilidad

Fondo de ojo: ??
Exploracion pies ??
Nefropatia.??

IAM hace 5 anos (a los 52 anos)



Prevalence and outcome of newly detected
diabetes in patients who undergo percutaneous
coronary intervention

Jesus M. de la Hera', Elias Delgado?, Ernesto Hernandez!, José M. Garcia-Ruiz', Euerean Heart JDUI"r'Ial (2009) 30' 261 4_2621
5 1 1 15 1 : Villal . .
José M. Vegas'!, Pablo Avanzas', lhigo Lozano'!, Roberto Barriales-Villa', dD|:1 0'1 09 3;EU rheartjfrEh pZ?B

Sergio Hevia', Julia San Martin3, Francisco Alvarez3, and César Moris'

The true glycometabolic state metabolism after performing OGTT in the
studied population (n ¥ 580) which underwent PCI (95% CI) was:

» known diabetes 28.8% (25.2—-32.6),

* newly detected diabetes 16.2% (13.1-19.8), 70 0/
« impaired glucose tolerance 24.5% (20.8-28.5), 0
« impaired fasting glucose 1% (0.4-2.4), and

« normal glucose regulation 29.5% (25.5-33.7).



ESTRATEGIAS DE PROTECCION CV

* Control de la glucemia

* Abordaje multifactorial

* Nuevos agentes antihiperglucemiantes




ESTRATEGIAS DE PROTECCION CV

El control de la glucemia



Impact of Diabetes Mellitus on Hospitalization for Heart
Failure, Cardiovascular Events, and Death

Outcomes at 4 Years From the Reduction of Atherothrombosis for
Continued Health (REACH) Registry

19.699 DM vs 25.528 No DM, 4 anos seguimiento

16,5 % Vs 13,1%
+ 27%
MACE

14

12

10

Incidence of Hospitalization for Heart Failure (%)
®

8,9 % Vs 6%

+ 38%

Muerte CV

Il No Diabetes
#% Diabetes

OR, 1.33
95% CI ‘{.18-1.50
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95% CI 4.06-2.29
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Circulation. 2015;132:923-931. DOI: 10.1161/CIRCULATIONAHA.114.014796.)
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¢Objetivo glucémico y prevencion cardiovascular?

Resultados de los estudios UKPDS, 1.2 ACCORD,3 ADVANCE, 4> y VADT®.7*

HbES_tUdi_O Complicaciones Complicaciones
(HbA; Intensivo vs. microvasculares | macrovasculares

convencional)
Largo Corto Largo Corto
plazo plazo plazo plazo
(7,0% vs. 7,9%; l l
T2D)

Mortalidad

UKPDS 3312

ADVANCE#4>
(6,3% vs. 7,0%;
T2D)

VADTS7
(6,9% vs. 8,4%;
T2D)

] - =
(6,4A°/C0C\,2.R7D,350/o ; l N/A “ N/A t N/A
1 |1 | = =
i 1 | & o

\ad -«
} g

1. UKPDS. Lancet 1998;352:837-53; 2. Holman RR, et al. N Eng/ J Med 2008;359:1565-76; 3. Gerstein HC, et al. N Engl J Med 2008;358:2545-59; 4. Patel A, et al. N
Engl J Med 2008;358:2560-72; 5. Zoungas S, et al. N Engl J Med 2014;371:1392-406; 6. Duckworth W, et al. N Eng/ J Med 2009;360:129-39; 7. Hayward RA, et al. N
Engl J Med 2015;372:2197-206.
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Early Exposure Period (Years)

-1

® HbA1Tc 6.5% to <7.0% O HbA1c 7.0% to <8.0%

DM2 recién diagnosticada y seguida durante 10 afios
Influencia del control glucemico en el ler ano sobre las complicaciones y
mortalidad

Microv

asculares

HR (95% CI)

6,437 (5.246-7 5099)
2.580 (2.123-3.135)
1.606 (1.358-7,899)
1.194 (1.006-1.418)

4 BED (4.030-5.882)
2252 (18752, 700)
1.543 (1.324-1.797)
1,137 (0.970-1,333)

4,004 (3.427-4 893)
21711 (1.779=2.5086)
1.447 (1.246=1.666)
1.263 (1.091=1.462)

3887 (3.123-4.352)
1.894 (1.608-2.231)
1.461 (1.277-1.673)
1.252 (1.091-1.436)

3.193 (2.738-3.723)
1.835 (1.571-2.145)
1.453 (1.281-1.648)
1.194 (1.045-1.359)

2.756 (2.396-3,170)
1.700 {1.460=1,960)
1.497 (1.331-1,684)
1.259 (1.117-1.419)

2213 (1.892-2.590)
1.603 (1.340-1.917)
1.381 (1.226-1.578)
1.204 (1.063=1.363)

0.1

1 10
Adjusted Hazard Raltio
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The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications
(the Diabetes & Aging Study)

https:/fdoi.org/10.2337/dc17-1144

Neda Laiteerapong,” Sandra A. Ham,?
Yue Guo,' Howard H. Moffet,”
Jennifer Y. Liv,® Elbert S. Huang, and
Andrew J. Karter®

Macrovasculares

HR (95% Cl)

2,113 {1,847-2.417)
1,577 {1.412-1.760)
1,327 {1.221-1.442)
1.135 {1.046-1.232)

1.734 (1.530=1.964)
1.368 (1.233-1.517)
1,299 (1.204-1.402)
1,074 (0.996=1,158)

1.596 (1.4201.794)
1.269 (1.150=1.400)
1.259(1.173-1.352)
1.102 (1.027-1.182)

1.535 (1.374-1.714)
1.299 (1.185-1.425)
1.224 (1.145-1.308)
1.100 {1.031-1.174)

1.477{1.327-1.631)
1,329 (1.216-1.453)
1.208 (1.134-1.286)
1.126 (1.058-1.157)

1,539 (1,400-1 692)
1.279 (1.168=1.401)
1,264 (1,188-1.344)
1.158 (1.003-1.228)

1.485 (1.329-1.659)
1.368 (1.227-1.527)
1,287 (1.203-1.377)
1,788 (1.116=1.264)

0.1 1 10
Adjusted Hazard Ratio

HbA1c 8.0% to <9.0% < HbA1c =9.0%




DM2 recién diagnosticada y seguida durante 10 afios
Influencia del control glucémico en el ler ano sobre las complicaciones y

mortalidad

The Legacy Effect in Type 2 Neda Laiteerapong, " Sandea 4. Ham,

2

Yue Gao,' Howard H. Moffet,”

Diabetes: Impact of Early Glycemic e © i gert s tuong and
Control on Future Complications
(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144
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HR (95% CI)

2.181 (1.713-2.778)
1.661 (1.378-2.003)
1.269 (1.106-1.457)
1.076 (0.938-1.233)

1.932 (1.523-2.451)
1.561 (1.296-1.880)
1.278 (1.116=1.464)
1.097 (0.958-1.255)

1.747 (1.382-2.208)
1.554 (1.294-1.867)
1.238 (1.083-1.415)
1.070 (0.937-1.221)

1.676 (1.337-2.100)
1.453 (1.211-1.742)
1.224 (1.074=1.395)
1.013 (0.888-1.155)

1.503 (1.211-1.865)
1.376 (1.145-1.654)
1.189 (1.044-1.353)
0.975 (0.856-1.109)

1.528 (1.245-1.876)
1.274 (1.047-1.551)
1.240 (1.088-1.414)
1.093 (0.962-1.241)

1.320 (1.017-1.713)
1.262 (0.978-1.628)
1.290 (1.104-1.507)
1.137 (0.985-1.313)

T T T
01 1

Adjusted Hazard Ratio

10

® HbA1Tc 6.5% to <7.0% O HbA1c 7.0% to <8.0%

A HbA1c 8.0% to <9.0%

¢ HbA1c =9.0%



CONTROL GLUCEMIA

e ¢Consideras que la paciente tiene un control
metabolico adecuado?

* ¢Qué objetivo glucémico le plantearias ?




OBJETIVO GLUCEMICOS INDIVIDUALIZADOS

6,5% 8%

) . HbA1c .

Mas estricto 7% Menos estricto

Riesgos potencialmente -
Asociados con hipoglucemia, ____‘_

Otros acontecimientos adversos Bajos Altos
Duracién de la enfermedad
Recién diagnosticada De larga duracion
_ No modificables

Esperanza de vida ___A-_
Larga Corta

Enfermedades concomitantes
importantes _—_
Ninguna Pocas/leves Graves

Complicaciones vasculares

establecidas . -
Ninguna Pocas/leves Graves

—

Actitud del paciente y esfuerzos

terapéuticos previstos Potencialmente

Muy motivado, cumplidor, Menos motivado, no cumplidor, o
Excelentes capacidades pocas capacidades modificables
de cuidado personal de cuidado personal

Facilmen isponibles Limitados

Inzucchi SE, et al. Diabetes Care. 2015;38:140-149.



DURACION DE LA DM, PRESENCIA DE
COMPLICACIONES O COMORBILIDADES

Sin complicaciones o comorbilidades graves

HbA1lc
OBIJETIVO

<65 anos
> 15 afios de evolucidon o con complicaciones o o
. <8,0%
comorbilidades graves
<15 afios de evolucion sin complicaciones o
P <7,0%

comorbilidades graves

>15 afios de evolucion sin complicaciones o

66-75
o o 7,0%-8,0%
afnos comorbilidades graves
Con complicaciones o comorbilidades graves <8,5%**
>75 afos <8,5%**

Basado en: Ismail-Beiji F et al. Ann Intern Med 2011; 154: 554-9

* Puede plantearse un objetivo de HbA1c< 6,5% en los pacientes mas jévenes y de corta evolucion de la diabetes en tratamiento no farmacol6gico o con

monoterapia.

**No se debe renunciar al control de los sintomas de hiperglucemia, independientemente del objetivo de HbAlc.




ESTRATEGIAS DE PROTECCION CV

Abordaje Multifactorial



Una intervencion multifactorial intensiva puede lograr
obtener resultados a largo plazo y disminuir la incidencia

I.Cardiaca / Mortalidad cardiovascular

Resultados del ensayo STENO-2 | 2
5 100+
o
3
X
Diabetologia "E E 80+
httpsy/doi.org/10.1007/500125-018-4642-y @ =
ARTICLE % _g
@CznssMark 8 E
5o
Reduced risk of heart failure with intensified multifactorial intervention ‘é @
in individuals with type 2 diabetes and microalbuminuria: 21 years = %
of follow-up in the randomised Steno-2 study =3
=]
Jens Oellgaard 23 . Peter Gaede'? - Peter Rossing®#° « Rasmus Rerth® . Lars Keber © - Hans-Henrik Parving 57 - E
Oluf Pedersen® 6
_ _ 0 4 8 12 16 20
e oy oty 2018 [ Accepted: 23 April 2018 Time {years) since randomisation
Nulnberal risk
Intensive 80 75 65 56 51 40
Conventional 80 T4 57 38 29 21

Caracteristicas del estudio: h RedUCCién 20%
. 160 paCienteS. 100

7,8 anos de Intensivo vs Convencional

5 32

13,4 afios observacional §5
En los 21 afios de seguimiento ....... ¥
se objetivaron Ingresos por ICC: g2
Intensivo 10 pacientes s§

Convencional: 24 pacientes .
HR: 0,30 (0,14-0,64) p<0,002 . . .

T T
0 4 8 12 16 20
Time (years) since randomisation

Number at risk
Intensive 80 75 65 56 51 40
Conventional 80 T4 57 38 29 21




Years of life gained by multifactorial intervention in patients
with type 2 diabetes mellitus and microalbuminuria: 21 years

follow-up on the Steno-2 randomised trial

Peter Gaede '™ + Jens '{}tllgaumn:l"z*3 - Bendix Carstensen® - Peter Rnssings“ .
« Hans-Henrik 1"=;|l'ru'ingSJ » Oluf Pedersen®

Henrik Lund-Andersen®>%

5

“ANOS DE VIDA GANADOS”

Event HR  95%Cl
All-cause mortality T T T T 0.55 (0.36, 0.83)
CVD mortality * 0.38(0.19, 0.75)
non-CVD mortality — T YT T 1 0.70 (0.41, 1.20)
Death | CVD state S B B 0.83 (0.54, 1.30)
CVD event | CVD state Y 0.55 (0.39, 0.77)
Retinopathy progression — T % 0.67 (0.51, 0.89)
Autonomic neuropathy T 0.59 (0.40, 0.89)
Peripheral neuropathy T T 1.12(0.71,1.77)
Macroalbuminuria —_— T 0.52 (0.32, 0.84)
T T 1
0.2 0.5 1.0 20
HR - intensive vs conventional

pvalue

0.005

0.006
0.195

0.425
0.001

0.005
0.011
0.630
0.008

Diabetologia (2016) 59:2298-2307

V]

Cumulative mortality (%)

T T

0 4 8 12 16 20

Years since randomisation
Number at risk
Intensive 80 76 66 58 54 43
Conventional 80 78 65 45 34 24

b ~
1007 8 anos

Death or CVD event (%)

T
0 4 8 12 16 20

Years since randomisation




The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Abo rd aj e M u Itifacto r i al Risk Factor‘s, Mqrtality, .and Cardiovgscular

Outcomes in Patients with Type 2 Diabetes

Aidin Rawshani, M.D., Araz Rawshani, M.D., Ph.D., Stefan Franzén, Ph.D.,
Naveed Sattar, M.D., Ph.D., Bjérn Eliasson, M.D., Ph.D., Ann-Marie Svensson, Ph.D.,
Bjérn Zethelius, M.D., Ph.D., Mervete Miftaraj, M.Sc.,

Darren K. McGuire, M.D., M.H.Sc., Annika Rosengren, M.D., Ph.D.,
and Soffia Gudbjérnsdottir, M.D., Ph.D

Registro Nacional Sueco de Diabetes 271.174 DM2 /1.355.770 No DM
durante 5,7 anos .Mueren 175.345 .FRCV: HbAlc /LDL-c /Albuminuria/Tabaco/HTA

A Excess Mortality in Relation to Range of Risk-Factor Control B Excess Acute Myocardial Infarction in Relation to Range of
Hazard Ratio (95% Cl) Risk-Factor Control Hazard Ratio (95% Cl)
Control i Control ]
=80 yr Reference =80 yr <> Reference
=65 to <80 yr Reference =65 to <80 yr L 3 Reference
=55to <65 yr Reference =55 to <65 yr : Reference
<55 yr : Reference <55 yr . Reference
No risk factors | No risk factors !
=80 yr 0.99 (0.84-1.17) =80 yr - — 0.72 (0.49-1.07)
=65 to <80 yr 1.01 (0.92-1.12) =65 to <80 yr Yy 0.80 (0.69-0.93)
=55 to <65 yr o= 1.15 (1.00-1.34) =55 to <65 yr ; 0.93 (0.73-1.18)
<55 yr —— 1.29 (0.94-1.77) <55 yr : 0.91 (0.62-1.35)
1 Risk factor i 1 Risk factor !
=80 yr ¢ 0.94 (0.88-1.00) =80 yr @ 1.05 (0.93-1.19)
=65 to <80 yr ’ 1.05 (1.02-1.09) =65 to <80 yr L 3 1.05 (0.97-1.14)
=55to <65 yr ! 1.23 (1.16-1.31) =55 to <65 yr 1.14 (1.04-1.25)
<55 yr i 1.56 (1.34-1.81) <55 yr 1.46 (1.26-1.69)
2 Risk factors | 2 Risk factors

Los p@éggntes’con DMZﬁ‘”‘“‘” enfgnglos SEFRCV cante g}lados tenian un

R CV . (}.56-1.80) <55 yr 08 (1.
stmilar g Ia poblacion. general (salve para [a
o r I 2
=65 to <80 yr : 1.46 (1.42-1.5 =65 to <80 yr i 211 202 2.2
=255 to <65 yr i 1.63 (1.55-1.71) =55 to <65 yr i 2.6 (2 02-2.31)
\ F;si ])crr t ! 2.21 (2.05-2.37) . F;sE Frd ' 3.02 (2.80-3.27)
ISK Tactors | ISK Taclors |
=80 yr L -§- ¢ 1.47 (1.28-1.70) =80 yr ! - = 2.32 (1.78-3.01)
=65 to <80 yr ! 2.10 (1.96-2.26) =265 to <80 yr ! & 2.87 (2.62-3.14)
=55to <65 yr 0 2.53 (2.37-2.70Q) =55 to <65 yr 0 3.32 (3.02-3.66)
<55yr . 2.80 (2.51-3.13) <55 yr i & 4.56 (4.01-5.18)
5 Risk factors i 5 Risk factors i
=80 yr 2 1.39 (0.51-3.80) =80 yr | —————  3.19(1.23-828)
=65 to <80 yr | - - 3.10 (2.53-3.80) =65 to <80 yr | —_— 4.60 (3.37-6.29)
=55 to <65 yr ' - - 3.88 (3.07-4.92) =55 to <65 yr ! - - 4.84 (3.78-6.21)
<55yr ! — — 4.99 (3.43-7.27) <55 yr ! () 7.69 (5.02-11.77)
I T T T TT I T T T TTTTTT
1 2 3 4 ] 1 2 34 6 810

M ENGL ] MED 379;7 MNEJM.ORG AUGUST 16, 2018



Abordaje Multifactorial

The NEW ENGLAND JOURNAL of MEDIGINE

“ ORIGINAL ARTICLE

Risk Factors, Mortality, and Cardiovascular
Outcomes in Patients with Type 2 Diabetes

Aidin Rawshani, M.D., Araz Rawshani, M.D., Ph.D., Stefan Franzén, Ph.D.,
Naveed Sattar, M.D., Ph.D., Bjérn Eliasson, M.D., Ph.D., Ann-Marie Svensson, Ph.D.,

Bjérn Zethelius, M.D., Ph.D., Mervete Miftaraj, M.Sc.,

Darren K. McGuire, M.D., M.H.Sc., Annika Rosengren, M.D., Ph.D.,

and Soffia Gudbjérnsdottir, M.D., Ph.D

Registro Nacional Sueco de Diabetes 271.174 DM2 /1.355.770 No DM
durante 5,7 anos .Mueren 175.345 .FRCV: HbA1c /LDL-c /Albuminuria/Tabaco/HTA

C Excess Stroke in Relation to Range of Risk-Factor Control

Control
=80 yr
=65 to <80 yr
=55 to <65 yr
<55yr

No risk factors
=80yr
=65 to <80 yr
=55to <65 yr
<55 yr

1 Risk factor
=80yr
=65 to <80 yr
=55 to <65 yr
<53 yr

2 Risk factors
=80yr
=65 to <80 yr
=55 to <65 yr
<35 yr

3 Risk factors
=80yr
=65 to <80 yr
=55 to <65 yr
<55 yr

4 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55yr

5 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55yr

Hazard Ratio

o

o 0P _.

o* 14
1

|

(95% CI)

Reference
Reference
Reference
Reference

0.95 (0.74-1.22)
0.90 (0.76-1.06)
0.94 (0.72-1.23)
1.22 (0.70-2.13)

1.06 (0.95-1.18)
1.11 (1.04-1.18)
1.27 (1.14-1.41)
1.55 (1.23-1.95)

3 (1.04-1.24)
2 (1.26-1.38)
9 (1.50-1.69)
04 (1.76-2.36)

11
1.3
1L
2

1.35 (1.21-1.51)
1.73 (1.65-1.82)
2.13 (2.01-2.27)
2.78 (2.46-3.16)
1.54 (1.12-2.11)
2.31 (2.09-2.55)
2.66 (2.30-3.08)

3.34 (2.72-4.10)

2.65 (0.96-7.30)
3.54 (2.36-5.31)
2.79 (1.83-4.14)
6.23 (3.22-12.05)

,_.______
[
w
s
=)

D Excess Heart Failure in Relation to Range of Risk-Factor Control
Hazard Ratio (95% ClI)

Control
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

No risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

1 Risk factor
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

2 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

3 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

4 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

5 Risk factors
=80 yr
=65 to <80 yr
=55 to <63 yr
<55 yr

=—]11.35 (7.16-18.01)

T T T ITT
345 79

Reference
Reference
Reference
Reference

1.12 (0.89-1.41)
1.42 (1.28-1.58)
1.61 (1.31-1.97)
2.40 (1.63-3.54)

1.17 (1.08-1.27)
1.46 (1.39-1.53)
1.80 (1.63-1.98)
2.37 (1.99-2.82)

1.23 (1.15-1.32)
1.62 (1.56-1.68)
211 (1.98-2.26)
2.71 (2.40-3.05)

1.42 (1.31-1.54)
2.01 (1.92-2.10)
2.82 (2.63-3.02)
3.93 (3.50-4.42)

1.81 (1.42-2.30)
2.88 (2.64-3.14)
3.85 (3.47-4.26)
5.70 (4.84-6.71)

276 (0.82-9.25)
3.03 (2.75-5.60)
6.54 (4.85-8.81)

M ENGL ] MED 379;7

MEJM.ORG

AUGUST 16, 2018



Hasta Ahora ....

“S1 queremos mejorar el pronostico
cardiovascular en el paciente con DM2 ,
el control glucémico precoz vy el abordaje
multifactorial es fundamental” 7




ESTRATEGIAS DE PROTECCION CV

NUEVOS FARMACOS ANTIHIPERGLUCEMIANTES



Incidencia del primer evento cardiovascular segun

farmaco afadido a la Metformina
(132 737 adultos con diabetes tipo 2)

JAMA Netw Open. 2018;1(8):186125. do0i:10.1001

Cumulative Incidence of
Inpatient Cardiovascular Events, %

No. at risk
DPP-4
GLP-1
SGLT-2
TZDs
Basal insulin
SFU

6_
ADM Class Insutina
5 DPP-4 inhibitors
GLP-1 receptor agonists
4| Ness=== TZDs
Basal insulin
R R SFUs
S B
_——-—__——Aumento del riesgo
17 T CV asociado al uso de
e sulfonilureas o insulina basal
O“' I T T I T T T I T 1
0 0.2 0.4 0.6 0.8 1.0 1.2 1.4 1.6 1.8 2.0
Time, y

28898 26347 20163 16090 12576 9674
11351 10051 7261 5668 4383 3361
5677 4786 2597 1330 585 215
7368 6783 5195 4256 3485 2769
16249 14448 10282 8090 6333 4802
63194 57239 43304 34951 28064 21991

S



Evolucion de medicamentos para la diabetes

Inhibidores Inhibidores de la
de la DPP-4 SGLT2

€ Farmacos para la DM2 antiguos Farmacos para la DM2 més recientes =

1950 1960 1970 1980 1990 2000 2010 2012 2013

Agonistas del receptor de
GLP-1
Se fabrica la Se fabrica la Insulina
clase lenta de insulina humana Glimepirida: SU de degludec
insulinas recombinante 3.2 generacion
2012 EMA
2008 FDA
Se usan las SU por SUde2.2 Insulina glargina Evaluacion de la sequridad CV
primera vez generacion disponible?
disponibles
Introduccion 2007. . .
Rosiglitazona y Riesgo CV

de la 5
Se introducen tres clases nuevas:

en el Reino inhibidores de la c.-glucosidasa,
Unido meglitinidas y TZD

metformina

DPP-4: dipeptidil peptidasa-4; DM2: diabetes mellitus de tipo 2; GLP-1: péptido similar al glucagén de tipo 1; SGLT2: cotransportador de sodio y glucosa de tipo 2; SU: sulfonilurea; TZD: tiazolidinadiona
Adaptado de 1. Kirby MG. Br ) Diabetes Vasc Dis 2012;12:315; 2. RCP de Lantus”®



ESTUDIOS DE SEGURIDAD CV REALIZADOS CON
FARMACOS ANTIHIPERGLUCEMIANTES

SAVOR-TIMI 53
n=16,492
3-P MACE

EXAMINE l TECOS CARMELINA CAROLINA
n=5380 n=14,671 n=7,003 n=6,072

3-P MACE 4-P MACE 3-P MACE 3-P MACE

f ]
EMPA-REG VERTIS CV CREDENCE Dapa-CKD
= a,ooo n=4,464 n=4,000
= ESRD, doubling 250% sustained
decline in eGFR
CANVAS | Dapa-HF or reaching
Program n=4,500 ESRD,
n=10,142 CV death, HF CV death, or
3-P MACE hospitalization, renal death
urgent HF visit
EMPEROR-
ELIXA FREEDOM-CVO PIONEER 6 REWIND | Reduced
n= 6,068 | n=4156 n=3,176 cv':l ;2,:‘5:"':
4-P MACE | 4P MACE 3-P MACE o e
EXSCEL
n=14,752 EMPEROR-
| oppainhibitors | e
n=4,126
| seLrzinhibitors | s CV death or HF
| GLP-1 receptor agonists | n=17,637 n=6,522 hospitalization
3-p MACE 5-P MACE
| Insulin | {3-P MACE +
== hospitalization
| 120 l n=3_876 for HF or
unstable
| a-Glucosidase Inhibitor | Fatal °|' ":::::" angina)
. . American
William T. Cefalu et al. Dia Care 2018;41:14-31 Diabetes
.Association.

©2018 by American Diabetes Association



Inhibidores de SGLT2 - INHIBIDORES DE SGLT?2

0 a 0.86 0.87 1.24 0.62 0.68 0.65 o
- 100% PV2 - (074-089)  (0.70-1.09)  (0.92-167) | (0.490.77) | (0.57-0.82) (0.5-0.85) significativo

CANVAS 0.86 0.85 0.90 0.87 0.87 0.67
>50% PV2% | (canaglifiozina) 0.75-097) (069105  (0.71-1.15)  (0.72-1.06)  (0.74-1.01) (0.52-0.87) Efecto neutro
0 a  DECLARE 0.93 0.89 1.01 0.98 0.93 0.73
<50% PV2® (i pagifiozina) (0.84-1.03)  (0.77-1.01)  (0.84121)  (0.821.17)  (0.82-1.04) (0.61-0.88)

inibidores de 0PP4  |NHIBIDORES DE DPP4

SAVOR 1.00 ( 0.95 1.11 1.03 1.11 1.27 o
(saxagliptina) 0.89-1.12) (0.80-1.12)  (0.88-1.39)  (0.87-1.22) (0.96-1.27) (1.07-1.51) significativo

0.06 1.08 0.91 0.85 0.88 1.07 (
(<1.16) (0.88-1.33)  (<1.14) (0.66-1.10) (0.71-1.09) 0.79-1.46)
0.09 0.95 0.97 1.03 (0.89- 1.01 1.00
(0.89-1.11)  (0.81-1.11)"  (0.79-1.19)°  1.19) (0.90-1.14) {0.83-1.20)
1.02 1.15 0.88 0.06 0.98 0.90
(0.89-1.17)  (0.91-1.45)  (0.63-1.23)  (0.81-1.14) (0.84-1.13) {0.74-1.08)

Anglogos de GLP1 ANALOGOS DE GLP1

1.02 1.03 1.12 0.98 0.94 0.96
(0.89-1.17)%  (0.87-1.22) (0.79-1.58) (0.78-1.22) (0.78-1.13) (0.75-1.23)

LEADER (liraglutide) ~ 0.87 0.88 0.89 0.78 0.85 0.87
(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 6 0.74 0.74 061 0.98 1.05 1.11
(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)  0.91 0.95 0.86 0.88 0.86 0.94
(0.83-1.00)  (0.84-1.08)  (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) | (0.61-0.80)  (0.66-1.14)  (0.73-1.19) (0.73-1.19) (0.79-1.16)

REWIND 0,38 0.96 0.76 0.91 0.90 0.93
(Dulaglutide) (0.79-0.99) ((0.79-1.15) (0.61-0.95) (0.78-1.06) (0.80-1.01) (0.77-1.12)




Estudio SIDIAP: representatividad de pacientes que
cumplen criterios CVOTs de los iSGLT-212

n=373.185 m CANVAS DECLARE-TIMI 58

a)  Presencia enfermedad a)  Presencia enfermedad
° Presencia enfermedad cardiovascular (PS) cardiovascular (PS)
Principales criterios de inclusién cardiovascular (PS) o o
en el estudio ° HbAlc entre 7-10%* b) =50 afiosy= 2 FRCV (PP) b) =50 aflosy= 1 FRCV (PP)
*  TFGe =30 mL/min - HbA,, entre 7-10,5% - HbA, entre6,5-12%
- TFGe =30 mL/min - TFGe >60 mL/min

_ Empagliflozina (100% PS) Canagliflozina (34% PP/66% PS) Dapagliflozina (59% PP/41% PS)

.Pobl?mon SIDIAP potencialmente 86.534 373.185 373.185
incluible
Incluibles segiin HbAlc 42.602 181.173 256.049

________ -2847 -6.214 -60.02

Cumplen criterios de exclusién por

edad/FRCV o IMC -254 -79.409 51.646

Total potencialmente incluibles 2=l 95.550 143.501
P (10,6%) (25,6%) (38,5%)

*HbA,. entre 7-9%si no han recibido tratamiento las 12 semanas prealeatorizacion o entre 7-10% si si lo han recibido.

Mata-Cases M; 40 Congreso Nacional SEMERGEN. Comunicacion Oral 347 /677.



Circulation

ORIGINAL RESEARCH ARTICLE

Dapagliflozin Effects on Biomarkers, Symptoms,
and Functional Status in Patients With Heart
Failure With Reduced Ejection Fraction

The DEFINE-HF Trial

BACKGROUND: Outcome trials in patients with type 2 diabetes mellitus have Michael E. Nassif, MD
demonstrated reduced hospitalizations for heart failure (HF) with sodium-glucose
co-transporter-2 inhibitors. However, few of these patients had HF, and those that
did were not well-characterized. Thus, the effects of sodium-glucose co-transporter-2
inhibitors in patients with established HF with reduced ejection fraction, including
those with and without type 2 diabetes mellitus, remain unknown.

et al

Nassif ME,Windsor S, Tang F, Khariton Y, Husain M, Inzucchi SE, et al; DEFINE-HF
Investigators . Dapagliflozin Effects on Biomarkers, Symptoms, and Functional Status in
Patients With Heart Failure WithReduced Ejection Fraction: The DEFINE-HF Trial. Circulation.
2019 Sep 16. doi:10.1161/CIRCULATIONAHA.119.042929. [Epub ahead of print]

~=redGDPS




Resultados cardiovasculares (MACE)

Overview of results from CVOTin T2D
Status as of June 2019

GLP-1 RA ELIXA

L senalioe

EXSCEL
Exenatde
LEADER
Liragiutde
SUSTAIN 6
Semagiulice
PIONEER 6
Onal semagutige
HARMON
"“E‘i]ni'r-]'_’
REWIND

Dulagiutide

SGLT2I EMPA-REG
Empagifiozin
CANVAS
Canagifozin
DECLARE-TIMI 58

Dapaghinazin

{4-point MACE)
(3-point MACE)
(3-poin! MACE)
(3-poinl MACE)
(3-point MACE)
(3-point MACE)

(3-point MACE)

(3-point MACE)
(3-point MACE)

(3-"i.')..'|1 MACE)

HR (95% ClI)

102089 117)

091 (083, 1.00)

0B7 (078 097)

0.74 (0 58, 0 95)

079 (0,57, 1.11)

0.78 (0 68, 0 90)

0.88 (079, 099)

086 (074, 099)

0.86 (0.75,0.97)

093 (0,84, 1.03)

r

0.5
Favors treatment

HR (95% ClI)

1.25

1.5
Favors placebo

7.020

10,142

17,160

P-value

0 61




Revision sistematica y metaanalisis con GLP1-RA Yy SGLT2i
Resultados cardiovasculares (MACE)

| — . |
Trials Patients Events Weights HR [95% ClI]
Established Atherosclerotic Cardiovascular Disease
GLP1-RA 35823 4365 62.1 —.— 0.87 [0.82, 0.92)
SGLT2i 20650 2588 37.9 —— 0.86 [0.80, 0.93)
Random Effects for ASCVD (P-value=0.002) = 0.86 [0.80, 0.93)
Euftfpfe Risk Factor
B '
@&LP1-RA 7007 506 40.4 — 1,03 [0.87, 1.23)
(1] i
(=% i
&LT2i 13672 754 59.6 ——— 1.00 [0.87, 1.16)
= :
@ndom Effects for MRF (P-value=0.81) —--- 1.01 [0.87, 1.19)
s |
El | | |
g
= 0.50 1.00 1.50
u% Hazard Ratio
Z

(9 |

Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose Co-Transporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular
and Renal Outcomes in Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis of Cardiovascular Outcomes Trials.

Thomas A. Zelniker, Stephen D. Wiviolt, ltamar Raz, KyungAh Im, Erica L. Goodrich, Remo H. M. Furtado, Marc P. Bonaca, Ofri Mosenzon, Eri T. Kato, Avivit Cahn, et al.
Circulation. 2019 Feb 21 Published online 2018 Feb 21_ doi: 10. 11&61/CIRCULATIONAHA 113.033363



Revision sistematica y metaanalisis con GLP1-RA y SGLT?2i
Resultados cardiovasculares (I.Cardiaca)

Treatment Placebo
Trials Patients Events Events Events Weights HR [95% CI]
per 100 ptyrs per 100 ptyrs

GLP1-RA
ELIXA 6068 249 1.8 1.9 19.7 . L 0.96 [0.75, 1.23]
LEADER 9340 466 1.2 14 36.4 —. 0.87 [0.73, 1.05)
SUSTAIN-6 3207 113 1.8 16 8.8 ; o= i 1.11[0.77, 1.61)
EXSCEL 14752 450 0.9 1.0 35.0 Come 0.94 [0.78, 1.13)
Fixed Effects for HHF (P-value=0.20) — 0.93 [0.83, 1.04]
o
=]
Z
S?LTZ:
[=9 :
EEPA-REG OUTCOME 7020 221 0.9 14 24.0 -— e — 0.65 [0.50, 0.85]
g s
cg_wns Program 10142 243 06 0.9 256 ——— 0.67 [0.52, 0.87]
= E
DECLARE-TIMIS8 17160 498 0.6 08 50.4 — 0.73 (0.61, 0.88)

Effects for HHF (P-value<0.001) ———— 0.69 [0.61, 0.79]

f T T ]
0.50 1.00 1.50 2.00

Hazard Ratio

|2 uo Aq S suru.mu%qn

Comparison of the Effects of Glucagon-Like Peplide Receptor Agonists and Sodium-Glucose Co-Transporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular
and Renal Outcomes in Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis of Cardiovascular Qutcomes Trials.

Thomas A. Zelniker, Stephen D. Wiviott, Itamar Raz, KyungAh Im, Erica L. Goodrich, Remo H. M. Furtado, Marc P. Bonaca, Off Mosenzon, Eri T. Kato, Avivit Cahn, et al.
Circulation. 2019 Feb 21 Published onling 2019 Feb 21_ doi: 10.1161CIRCULATICNAHA 113.0383863




Revision sistematica y metaanalisis con GLP1-RA y SGLT?2i
Resultados Renales amplios

Trials Patients Evénts Treatment Placebo Weights HR [95% CI]
n/N n/N
GLP1-RA
ELIXA 5286 375 203/2639 17212647 20.0 —— 0.84 [0.68, 1.02]
LEADER 9340 605 268/4668 337/4672 322 —a— 0.78 [0.67, 0.92]
SUSTAIN-6 3297 162 62/1648 100/1649 7.7 -r - $ i 0.64 [0.46, 0.88]
EXSCEL 14752 773 366/6256 407/6222 40.1 b 0.88 [0.76, 1.01]
Fixed Effects for GLP1-RA (P-value<0,001) —ce— 0.82[0.75, 0.89]
o
2
<
B
SELT2i
e H
EQPA-REG OUTCOME 6185 913 5254124 388/2081 249 3 0.61[0.53, 0.70]
=} H
VAS Program 10142 847 NA NA 25.0 —— 0.57 [0.50, 0.66]
& H
= :
DECLARE-TIMI 58 17160 1675 678/8582 997/8578 50.1 —— i 0.66 [0.60, 0.73]
= {
FiXed Effects for SGLT2i (P-value<0.001) s 0.62 [0.58, 0.67]
5 {
=
= :
= i
o | T 1 T 1
< 040 050 1.00 1.50 2.00
8
- Hazard Ratio
(1]

Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose Co-Transporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular
and Renal Qutcomes in Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis of Cardiovascular Outcomes Trials.

Thomas A. Zelniker, Stephen D. Wiviolt, ltamar Raz, KyungAh Im, Erica L. Goodrich, Remo H. M. Furtado, Marc P. Bonaca, Ofri Mosenzon, Eni T. Kato, Avivit Cahn, et al.
Circulation. 2019 Feb 21 Published online 2019 Feb 21. doi: 10. 116 1/CIRCULATIONAHA_ 113.0338468



Revision sistematica y metaanalisis con GLP1-RA y SGLT2i
Resultados Renales amplios (excluyendo macroalbuminuria)

Trials Patients Events Troatment Flacebo Weights HR [95% CI]
n/N n/N
GLP1-RA
ELIXA 6063 76 35/3032 41/3031 95 | —= ! 1.16 [0.74, 1.83)
LEADER 9340 184 87/4668 97/4672 234 ; . 4 0.89[0.67, 1.19]
SUSTAIN-6 3297 32 18/1648 14/1649 40 b s » 1.28[0.64, 2.58]
EXSCEL 12914 519 246/6456 273/6458 63.1 —. 0.88 [0.74, 1.05]
Fixed Effects for GLP1-RA (P-value=0.24) —-.i- 0.92 [0.80, 1.06]
w)
=}
Z
B
SGLT2i
% .
E@PA-REG OUTCOME 6968 152 81/4645 71/2323 09 «-————8—— § 0.54 [0.40, 0.75]
© :
CENVAS Program 10142 249 NA NA 34.0 e 0.60[0.47,0.77)
o) :
DECLARE-TIMI 58 17160 365 127/8582 238/8578 451 ——8— : 0.53[0.43, 0.66]
= :
F@ea Effects for SGLT2i (P-value<0.001) == : 0.55 [0.48, 0.64]
= H
3
0
:3' s
2 :
a [ T T T 1
Z 040 050 1.00 1.50 2.00
(=}
=
a2 Hazard Ratio
o

Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose Co-Transporter 2 Inhibitors for Prevention of Major Adverse Cardiovascular
and Renal Qutcomes in Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis of Cardiovascular Cutcomes Trials.

Thomas A. Zelniker, Stephen D. Wiviott, Itamar Raz, KyungaAh Im, Erica L. Goodrich, Remo H. M. Furtado, Marc P. Bonaca, Offi Mosenzon, Ern T. Kato, Avivit Cahn, et al.
Circulation. 2019 Feb 21 Published online 2019 Feb 21. doi: 10.1161/CIRCULATICNAHA 113.033353



Figure. Effects of CANA on CV, mortality, and renal outcomes by baseline HbA1c.
Patients
per 100 patient-years
Number Interaction
of events CANA PBO Hazard ratio (95% CI) P value
— 405 2.46 2.69 o 0.94 (0.77, 1.15) 0.29
nonf:taa ; ;t’::;‘ea oL O 606 2.88 3.53 g=al 0.80 (0.68, 0.94) '
1011 2.69 3.156 o; 0.86 (0.75, 0.97)
174 y e 0.91 *“—H 1.21(0.88, 1.66) 0.01
CV death 279 1.20 1.60 —— 0.71(0.56, 0.91)
453 1.16 1.28 <> 0.87 (0.72, 1.06)
154 0.89 1.07 -—0——4 0.85 (0.62, 1.18) _—
Nonfatal MI 220 1.04 1.24 l—D—‘ 0.84 (0.64, 1.11)
374 0.97 1.16 <> 0.85 (0.69, 1.05)
114 0.62 0.84 »—o—c 0.82(0.57, 1.20) —
Nonfatal stroke 160 0.79 0.84 F—D—l 0.96 (0.69, 1.32)
274 0.71 0.84 <> 0.90(0.71, 1.15)
275 1.72 1.49 —e—i 1.13(0.88, 1.45) —
All-cause mortality 406 1.74 2.33 —0— 0.72(0.59, 0.88)
681 1.73 1.95 <> 0.87 (0.74, 1.01)
— 98 0.52 0.74 ———i 0.77 (0.51, 1.15) bk
freaft failire 145 0.58 0.98 —{— 0.61 (0.44, 0.85)
243 0.55 0.87 - 0.67 (0.52, 0.87)
1066 8.41 12.11 @+ 0.73 (0.64, 0.82) 1.00
Progression of albuminuria 1389 9.40 13.52 HH | 0.72 (0.65, 0.80)
2455 8.94 12.87 L3 0.73(0.67,0.79)
® <s% 0.25 1.0 2.5
0O 28% Favors CANA  Favors PBO
© Total
Cl, confidence interval; MI, myocardial infarction.

JULIO ROSENSTOCK et al. Diabetes 2018;67:1191-P

American
Diabetes

©2018 by American Diabetes Association .Association.



Hasta Ahora ....

Eficacia CV de los Farmacos antihiperglucemiantes

DPP-4
Inhibitors
Sulfonylureas
Insulin
GLP-1 RA
SGLT2 Inhibitors \
Decrease CVD Risk No Effect on CVD Risk
Muhammad Abdul-Ghani et al. Dia Care 2017;40:813-820 A[nerican
A Diabetes
.Association.

©2017 by American Diabetes Association



¢QUE NOS DICEN LAS GUIAS ?




N Diela, &ereicioy educacion terap Eutica
V

\— = Fundacién
HbAIC 8 -10 %

red GDPS (GME 180.240 mgyc

Compromstides con ls DIBBETES

GRADO DE
CONTROL i
GLUCEMICO SU o0 iDPP4

Insulina  —

(+/- otros F) 3/

| _ ) & | +arGLP]
CONDICIONANTE . U Sling pasd L OISGT2
CLINICO ; -
\ 5 : + |

PREDOMINANTE HDiR 0 aIGLP1

% .
W N2
S =, agilidad ol

Algoritmo de tratamiento de la DM 2.
redGDPS 2017

Dieta, ejercicio y educacion terapedtic®

Guia de la Red GDPS:Guia de diabetes tipo 2 para clinicos: Recomendaciones de la redGDPS. Fundacion redGDPS; 2018.
Disponible en:



http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
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http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos
http://www.redgdps.org/guia-de-diabetes-tipo-2-para-clinicos

Diabetclogia
hpsy doiorg 10,1007 /5001 25-018-4729-5

CONSENSUS REPORT

@Crﬁs&hﬂmk

Management of hyperglycaemia in type 2 diabetes, 2018. A consensus
report by the American Diabetes Association (ADA) and the European
Association for the Study of Diabetes (EASD)

Melanie J. Davies "% « David A. D’'Alessio® - Judith Fradkin™® - Walter M. Kernan® - Chantal Mathieu® -
Geltrude Mingrone”™® . Peter Rossing *"? - Apostolos Tsapas'' - Deborah J. Wexler '>"% . John B. Buse '

‘*.4

CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLEROTIC CARDIOVASCULAR
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

unless contraindicated or not tolerated

If not at HbA,_target:
» Continue metformin unless contraindicated (remember to adjust dose/stop metformin with declining eGFR)

» Add SGLT2i or GLP-1 RA with proven cardiovascular benefit' (see below)
B i
>« |falready on dual therapy, or multiple glucose-lowering therapies and not on an SGLT2i or GLP-1 RA, consider switching to one of these

agents with proven cardiovascular benefit! (see below)
> | OR reconsider/lower individualized target and introduce SGLTZi or GLP-1 RA
OR reassess HbA, at 3-month intervals and add SGLTZi or GLP-1 RAif HbA, goes above target




4
ECV O ERC ESTABLECIDA

E A S D European Association
for the Study of Diabetes

NFOQUE GLOBAL!

PREDOMINA ECV
PREDOM|NA m o ERC MEDOELMANEIODEI.PESOYACIMDADF‘SICA)
'ABAJO
UNO U I &
PR RN sommone
‘ iSGLT2 con evidencia en
lSGLTZ con reducc'o-n de lc y/o NECESIDAD DE:Em’:‘EI.::SO o EL COSTE ES EL MAYOR PROBLEMAS-12
ar-6LP1 con beneficio CV progresion de ERC en ESCV S P
beneflClO v demOStradO‘, si TFGe adecuada’ buena :_an;ia 1SGLT22 sus —_—
demostrado* siTFGe | | ... O comeoenn ot
adecuada? i i v v v
Si no se 'tolgra |SGLT? 0 esta ] [ it ) (" i b por encima deobjetio. |
contraindicado o si TFGe 1 R T
inferior ala adecuada? o
aiadir ar-GLP1 con - buena fcad 12050 sus
en pérdida de
) \_ 2 beneﬁCIO CV demOStfadO ppesnB

2 \, / vlv ~lv A2 v

Si HbA, por encima de objetivo Si HbA, por encima de objetivo
m “ Obm g "Ml‘ w ] Si se renlui;mw:;paleoleesr;pia osi + Terapia insulinica de
i Echen AxonjeiNe s S e . s st
riesgo de aumento de peso i B .
- A v e— e
Si se requiere intensificacion o el £ % ’ iDPP4 (s no recibe ar-GLP1) adquisicion’
® ¢ basado en su efecto neutro
paciente no tolera ar-GLP1 y/o Evitar T;D:aj:z e peso
. presencia de
'SGLTz' agentes que hayan El X SiiDPP4no setolera oestd
4 . contraindicado o el paciente recibe
demostrado seguridad CV: egtr. genes con = :U'f“’:;;';ﬁ”{“"j_'af“:ﬂ"l Adaptada de Melanie J. Davies et
seguridad CV demostrada: rinabes al.Diabetologia (2018) 61:2461-2498
» Considerar afadir otro grupo « Considerar aiadir otro
terapéutico (ar-GLP1 o agente con beneficio*
iISGLT2) con beneficio CV CV demostrado
demostrado « iDPP4 (no saxagliptina)
. 'Dppd s' no rec'ben ar_GLpl ba,o pfesenqa de |C (s. ca; TFGe: tasa de filtracién glomerular estimada
* Insulin # ;
= Tzs;s = basa no rec'ben ar.GLpl) as del receptor del péptido similar al glucagdn; iSGLT2, inhibidor de SGLT2; SU,
* Insulina basal®
i . sus




En la seleccion de medicamentos
antihiperglucemiantes

12 Valorar la presencia de
‘ Enfermedad Cardiovascular
?' Insuficiencia Cardiaca
@@ Enfermedad Renal Cronica

22 Empezar con Metforminay si es tolerada y no es
suficiente, anadir :

' En pacientes con ECV 0 iSGLT2
En pacientes con ECV y Insuficiencia Cardiaca iSGLT2
¥ En pacientes con Enfermedad Renal (con o sin ECV) iSGLT2

Gi®

L\ American Diabetes Association. Copyright ADA & EASD 2018




Las guias ACC/AHA de 2019 recomiendan la intervencion preventiva con
ISGLT-2 0 arGLP-1 en el tratamiento de la DM2

HbA,.>6,5%
consistente

con DM2

Asesoramiento l
dietético sobre Al menos 150
aspectos clave de minutos/ semana de Tratamiento agresivo
una dieta actividad fisica de otros factores de
cardiosaludable moderada a vigorosa RCV
(Clase 1)

Consideracion de la
metformina como
terapia de primera linea
para mejorar el control
glucémico y reducir el

Tiene el
paciente
otros
FRCV

Manejo adicional de
la diabetes por MAP o
endocrinélogo

modificaci
on de estilo
de viday
erformina

Reforzar la
importancia de la
dieta y la actividad
fisica y continuar la

Se puede considerar la
posibilidad de un iSGLT-2

i | control glucémico y reducir
gestion actua el riesgo de ECV (Clase

Ib)

ACC = American College of Cardiology; AHA = American Heart Association; CV = cardiovascular; RCV = riesgo cardiovascular; arGLP-1 = agonistas del receptor del péptido similar al glucagén 1
; HbA. = hemoglobina glicosilada; MAP = Médico de Atencién Primaria; iISGLT-2 = inhibidores del cotransportador 2 de sodio y glucosa; DM2 = diabetes mellitus tipo 2.

Arnett DK, et al. J Am Coll Cardiol. 2019 Mar 17. pii: S0735-1097(19)33876-8.



Top 10 Take Home Messages

6. For adults with type 2 diabetes mellitus, lifestyle
changes, such as improving dietary habits and
achieving exercise recommendations, are crucial.
If medication is indicated, metformin is first-line
therapy, followed by consideration of a sodium-
glucose cotransporter 2 inhibitor or a glucagon-
like peptide-1 receptor agonist.

2019 ACC/AHA Guideline on the Primary Prevention of
Cardiovascular Disease: Executive Summary

Endorsed by the American Association of Cardiovascular and Pulmonary
Rehabilitation, the American Geriatric Society, the American Society of Preventive
Cardiology, and the Preventive Cardiovascular Nurses Association

J& \ AMERICAN
‘ COLLEGE of © American College of Cardiology Foundation and American Heart Association American
CARDIOLOGY PRALE
Association.




Abordaje integral DM en paciente con ECV o muy alto riesgo

Estilo de vida saludable

ISGLT2 o ar-GLP1

Empaglifiozina Liraglutide

Canagliflozina  Semaglutide
Dapaglifiozina

(independientemente
de A1 C) < 15 mmin/1,73 m?

rotras opciones en

Considerar iSGLT2 1? opcion Considerar ar-GLP1 1? opcion
Reducir MACEs y Muerte CV Reducir MACEs y Muerte CV
Prevenir IC Paciente que precisa mayor reduccion

Prevenir caida del FGe 99 peso y/o HoA1c ,
Preferencia tratamiento oral FG< 30 ml/min/1,73m

Considerar otra opcion: Considerar otra opcion:
* FG < 30 ml/min/1.73m? * Intolerancia gastrointestinal

* Infecciones micéticas genitales recurrentes * Historia pancreatitis

* Historia de cetoacidosis diabética § H?stor?a gastroparesia o
e Situaciones de déficit de insulina * Historia MEN2 o Ca medular tiroides

SOC'EDAD SQ((’O" de
ESPANOLA DE ﬂ Riesgo Vasaular y
P

Grupo d S o
CARDIOLOGIA Rehabiitacién Cardiaca D;:ef:csc‘/ Obesidad geend Ia b




La eleccion del farmaco parareducir los eventos CV en pacientes con

DM2 se prioriza en funcion de la presencia de ECV y riesgo CV

@ESC

A Type 2 DM - Drug naive patients

B Type 2 DM - On metformin

as outlined above

l

If HbA.. above target

!

Consider the addition of SU OR

basal insulin:

* Choose later generation SU with lower
risk of hypoglycaemia

* Consider basal insulin with lower risk
of hypoglycaemia

Continue with addition of other agents J

European Heart Journal, ehz486, https://doi.org/10.1093/eurheartj/ehz486

The content of this slide may be subject to copyright: please see the slide notes for details.

ASCVD, or high / very high ASCVD, or high / very high
+ CV risk (target organ damage - + CV risk (target organ damage -
or multiple risk factors)* or multiple risk factors)*
. Continue Metformin
Metformin Monotherapy
Monotherapy
l l l | adequate | l other class (GLP-1 RA l l [ adequate | l
| : or SGLT2i) with proven ‘ I )
CVD benefit
If HbA, above target If HbA, . above target o noten If HbA,. above target
+ Basal insuli
O S e S T - PO S R S
+ Consider adding the SGLT2i | SGLT2i |GLP-I RA|SGLT2ior,  =SU { SGLT2i | SGLT2i |GLP-1 RA[SGLT2i or
other class (GLP-1 RA or or or DPP-4i | DPP-4i or or or or DPP-4i | DPP-4i or
or SGLT2)) with proven | TZD | TZD | orTZD |GLP-IRA | TZD | TZD | orTZD |GLP-IRA|
CVD benefit
* DPP-4i if not on l l l ¢ l l l i
GLP-1 RA
» Basal insulin If HbA, above target If HbA,. above target
* TZD (not in HF pat) l i
- SU

Continue with addition of other agents
as outlined above
If HbA. above target

!

Consider the addition of SU OR

basal insulin:

* Choose later generation SU with lower
risk of hypoglycaemia

* Consider basal insulin with lower risk
of hypoglycaemia

-

2019 ESC Guidelines on diabetes, pre-diabetes,
and cardiovascular diseases developed in
collaboration with the EASD

The Task Force for diab re-diab

OXTFORD

UNIVERSITY PRESS

and cardi L

diseases of the European Society of Cardiology (ESC) and the
European Association for the Study of Diabetes (EASD)




Table 7 Cardiovascular risk categories in patients with
diabetes®

Very high risk

or early onset T1DM of long duration (520 years)

Patients with — without tar-
get organ damagel plus any other additional risk

factor
Young patients (T1DM aged <35 years or T2DM

CV = cardiovascular; CVD = cardiovascular disease; DM = diabetes mellitus;

T1DM = type 1 diabetes mellitus; T2DM = type 2 diabetes mellitus.

*“Modified from the 2016 European Guidelines on cardiovascular disease preven-
27

tion in clinical practice.
®Proteinuria, renal impairment defined as eGFR <30 mL/min/1.73 m?, left ventric-
ular hypertrophy, or retinopathy.

“Age, hypertension, dyslipidemia, smoking, obesity.

©ESC 2019




CUESTIONES A DEBATIR ?
o

e ¢Cual seria el abordaje terapéutico en este

momento? l

e iPlantearia modificar el tratamiento

antidiabético sustituyendo Metformina por
ISGLT2 /arGLP1?



CUESTIONES A DEBATIR

e ¢Cuando te planteas modificar un tratamiento
antidiabético?




i Cuando te planteas modificar un tratamiento antidiabético?

* Contraindicacion, intolerancia .......

* No alcanzar los objetivos glucémicos
acordados

 Posibles beneficios del farmaco mas alla del
control glucémico




CUESTIONES A DEBATIR

e En este caso é¢Qué harias?

e iRetiras ? é Anades? ¢ Mantienes mismo
tratamiento?




Inhibidores de SGLT2

DECLARE 0.93
(dapaglifiozina) (0.84-1.03)

Inhibidores de DPP4

SAVOR 1.00
(saxagliptina) 0.89-1.12)
0.96
(<1.16)
0.99
(0.89-1.11)
1.02
(0.89-1.17)
Anélogos de GLP1
1.02
(0.89-1.17) &

LEADER (liraglutide)

SUSTAIN 6

EXSCEL (exenatide)  0.91
(0.83-1.00)

REWIND
(Dulaglutide)

0.87
(0.70-1.09)

0.85
(0.69-1.05)

0.89
(0.77-1.01)

INHIBIDORES DE DPP4

0.95
(0.80-1.12)

1.08
(0.88-1.33)

0.95

(0.81-1.11)°

1.15
(0.91-1.45)

124
(0.92-1.67)

0.90
(0.71-1.15)

1.01
(0.84-1.21)

111
(0.88-1.39)

0.91
(<1.14)

0.97

(0.79-1.19)"

0.88
(0.63-1.23)

ANALOGOS DE GLP1

1.03
(0.87-1.22)

0.88
(0.75-1.03)

0.74
(0.51-1.08)

0.95
(0.84-1.09)

0.96
((0.79-1.15)

112
(0.79-1.58)

0.89
(0.72-1.11)

0.86
(0.70-1.07)

0.86
(0.66-1.14)

Hb A1C
%

INHIBIDORES DE SGLT2

(0.72-1.06) (0.74-1.01)
0.98 0.93
(0.82-1.17) (0.82-1.04)
1.03 1.1 127
(0.87-1.22) (0.96-1.27) (1.07-1.51)
0.85 0.88 1.07 (
(0.86-1.10) (0.71-1.09) 0.79-1.46)
1.03 (0.89- 1.01 1.00
1.19) (0.90-1.14) (0.83-1.20)
0.96 0.98 0.90
(0.81-1.14) (0.84-1.13) (0.74-1.08)
0.98 0.94 0.96
(0.78-1.22) (0.78-1.13) (0.75-1.23)
0.87
(0.73-1.05)
0.98 1.05 1.1
(0.65-1.48) (0.74-1.50) (0.77-1.61)
0.88 0.86 0.94
(0.73-1.05) (0.77-0.97) (0.78-1.13)
0.93 0.93 0.95
(0.73-1.19) (0.73-1.19) (0.79-1.16)
0.91 0.90 0.93
(0.78-1.06) (0.80-1.01) (0.77-1.12)




Han et al. Cardiovasc Diabetol (20719) 18:96

https://doi.org/10.1186/512933-019-0900-7 Cardiovascular Diabetol ogy

. )
Effect of metformin on all-cause Gz o

and cardiovascular mortality in patients
with coronary artery diseases: a systematic
review and an updated meta-analysis

Yechen Han'-?, Hongzhi Xie'?, Yongtai Liu'~, Peng Gao'?, Xufei Yang'? and Zhujun Shen'2"

Hazard Ratio Hazard Ratio

_Study or Subgroup  log[Hazard Ratio] = SE Weight IV, Fixed, 95% CI IV, Fixed. 95% CI

Evans 2006 -0.5276 0.1857 0.7% 0.59[0.41,0.85] *

Johnson 2005 -0.1985 0.0933 3.0% 0.82[0.68, 0.98] 2

Liu 2016 -0.1393 0.3364 0.2% 0.87 [0.45, 1.68] * ’
Preiss 1.1217 16415 0.0% 3.07[0.12,76.63] * »
Rachmani 2002 -0.0305 0.2284 0.5% 0.97[0.62, 1.52]

Raee 2017 21203 0.8698 0.0% 0.12[0.02,0.66]

Retwinski 2018 -0.1744 0.0217 54.8% 0.84 [0.80, 0.88] .5

Romero 2013 -0.2485 0.0269 35.7% 0.78 [0.74, 0.82] —

Schramm 2011 -0.2231 0.0755 4.5% 0.80 [0.69, 0.93] .

Shah 2010 -0.2231 0.3324 0.2% 0.80[0.42, 1.53] * .

Sillars 2010 -0.4005 0.2893 0.3% 0.67[0.38,1.18]

Total (95% Cl) 100.0% 0.81 [0.79, 0.84] <

Heterogeneity: Chi? = 14.25, df = 10 (P = 0.16); 12 = 30% 0f7 0.;35 1 1f2 1f5

Test for overall effect: Z = 12.88 (P < 0.00001) Metformiin: no:Metformin



Metformin Use and Clinical Outcomes among Patients with Diabetes with
or without Heart Failure or Kidney Dysfunction: Observations from the
SAVOR-TIMI 53 Trial

Brian A. Bergmark =], Deepak L. Bhatt, Darren K. McGuire, Avivit Cahn, Ofri Mosenzon, Ph. Gabriel Steg, Kyunghh Im, Estella Kanevsky,
Yared Gurmu, ltamar Raz, Eugene Braunwaldy Benjamin M. Scirica
v en nombre del Comité Directivo e Investigadores SAVOR-TIMI 53

Publicado originalmente el 31 de julio de 201% | htipsJ/doi.org/10. 1161/CIRCULATIONAHA 119 040144 | Circulacion. ; O

Resumen

Antecedentes: la metformina es la terapia de primera linea para la diabetes mellitus tipo 2 (DM2), aunque sus efectos
sobre el sistema cardiovascular (CV) no estan comprobados.

Metodos: En este analisis post hoc | los pacientes en SAVOR-TIMI 53 con muestras de biomarcadores basales (n =
12,156) fueron clasificados como Ever versus Never tomando metformina durante el pericdo de prueba. Las
asociaciones entre la exposicion a la metformina vy los resultados se estimaron utilizando el modelo Cox de probabilidad

CONCLUSIONES En una cohorte de 12,156 pacientes con DM2 y alto riesgo CV, el uso de metformina se
asocio con tasas mas bajas de mortalidad por todas las causas, incluso después del ajuste por variables
clinicas y biomarcadores, pero no tasas mas bajas del punto final compuesto de muerte CV, IM o accidente
cerebrovascular isquemico Esta asociacion fue mas evidente en pacientes sin insuficiencia cardiaca previa o
ERC moderada a severa.

mortality (HR ey 0.75; 95% CI1 0.59-0.95). There was no elgnlfcent reletlenehlp between metformin use and these end
points in patients with prior HF or moderate to severe CKD.

Conclusions: In a cohort of 12,156 patients with T2DM and high CV risk, metformin use was associated with lower
rates of all-cause mortality, including after adjustment for clinical variables and biomarkers, but not lower rates of the
composite endpoint of CV death, MI, or ischemic stroke. This association was most apparent in patients without prior HF
or moderate to severe CKD.

Clinical Trial Registration: URL: https://clinicaltrials.gov Unique Identifier: NCT01107556



Metanalisis de mortalidad por todas las causas entre pacientes
con ICC utilizando regimenes de tratamiento que incluyen
metformina versus regimenes que no incluyen metformina

Study N ROB Weighl HR [85% Cl|
Eurich 2005 881 ——— moderate 10.84% 0.64[0.55,0.76 )
Inzuochi 2005 2591 low  666% 0.92[072,1.18]
Masoudi 2005 13830 —— moderate 14.81% 086[0.77.096]
Andersson 2010 4303 ] moderate 17.01% 0.87 [ 0.80, 0.95
Evans 2010 346 — moderale  579% 0.67(0.51,0.88]
Foussel 2010 4010 — moderale 6.36% 0.69(0.53,089)
Shah 2010 401 : moderale 0.94% 0.79(0.36,1.72]
Aguilar 2011 2874 —.— low 9.26% 0.76]{0.63,0.92]
Romero 2013 1184 il fow 20.14% 085]0.82,088]
Weir 2014 4467 SR — moderatle  4.56% 0.53[0.38,0.73]
Tinelti 2015 863 : 1 moderate 361% 0.77[(053.1.11]
Overall Summary —— 100.00% 0.78] 0.71 ., 0.87 )
12 = 82.3%, Q= 26,6, P=0.003  Favors matlormin Favors other

[ | I |

0.00 0.50 1.00 1.50

Hazard Ratio (HR)

Ann Intern Med. 2017 7 de febrero: 166 (3)_191-200




Metanalisis de mortalidad por todas las causas entre pacientes con ERC moderada a
grave utilizando regimenes de tratamiento que incluyen metformina versus
regimenes que no incluyen metformina *

Study N CKD definition ROB  Waeight HRA [95% CI]
Morgan 2014 11481  SCr>1.5(M);>1.4 (F) —.— : low  18.83% 0.61[053,069]
Masoudi 2005 5859 SCr=15 —-—-: moderate 18.B4% 0B86]0.75.0.98]
Eckstrom 2012 77 eGFR 45-60 - moderate  19.10% 0.87[0.77,0.99]
Aguilar 2011 1246 eGFR <60 et low  9.60% 0.60(040,050]
Roussel 2010 4980 eGFR 30-80 —.- : moderate 13.21% 064[048,088]
Eckstrom 2012 2146 eGFR 20-45 — modarate 16.71% 1.02[0.84,1.24)
Summary (12 = B2.9%, O = 29.2, P<0.001) "__'. 0.77[0.681,0.897]
Roussel 2010 573 eGFR <30 I moderate 3.72% 1.06]047,239]

Owerall Summary —— 100.00% 0.78[0.83,0.86)

Favors metformin Favors other

I I | |

12 = 79.8%. Q = 28,7, P<0.001
0.00 0.50 1.00 1.50

Hazard Ratio (HR)




EN EL ABORDAJE CV DEL PACIENTE CON DM2

@ Impacto del control glucémico precoz y del abordaje multifactorial
en las complicaciones CV futuras

@ La Insuficiencia cardiaca como complicacion frecuente y prevenible

® Nuevos enfoques farmacologicos en el manejo del paciente con
DM2 y alto riesgo CV mas alla del control glucémico

@ La Metformina en algunas guias, no se considera la primera opcion

terapéutica

O Tratar a la persona, en lugar de una enfermedad "entrevista
centrada en el paciente”




ii MUCHAS

GRACIAS !!




