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Pioglitazona en Ja cuerda floja:
Injustamente finiquitada?




R./‘: SIDIAP Catalunya: antidiabéticos no insulinicos, 2007-2016
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20% -
IDPP4
% pacientes 15% -
10% -
0 Repaglinida
‘ ISGLT2
% - arGLP1
Glitazonas

2007 2008 2009 2010 2011 2012 2013 2016

4% = 0,8%

Mata-Cases M et al. BMJ Open 2016 doi:10.1136/bmjopen-2016-012463 red GDPS
Datos SIDIAP 2016, no publicados o i DIARET



= Yy Efectos de las glitazonas

B it Koo Reducen la resistencia a la insulina, sin riesgo de hipoglucemia

PROactive (Pioglitazona): | 16% RR muerte + IAM + AVC!

V' Acidos

*1’ glucemia \\ //' grasos libres
V' presion
arterial i

PIOGLITAZONA -

¥ PAI-1 // B AN tamaiio LDL

\/ grasa visceral J PCR
V¥ migracién y proliferacion V otros marcadores
Célula muascular lisa vascular de inflamacion

V' transmigracion monocitos

IAM: Infarto Agudo de Miocardio AVC: Accidente vascular cerebral
PCR: Proteina C Reactiva PAI-1: Inhibidor del activador del plasmindgeno 1
1. Dormandly JA et al. Lancet 2005;366:1279-89. red GDPS



Diabetes Care Volume 40, March 2017

updates

Fernando Bril* and Kenneth Cusi?

Management of Nonalcoholic
Fatty Liver Disease in Patients
With Type 2 Diabetes:

A Call to Action

Diabetes Care 2017;40:419—430 | DOI: 10

Patient with

In summary, pioglitazone may change

prediabetes or T2DM
and definite NASH

the natural history of the disease.

Treatment of
NASH

No response Not achieved

Second-line Pharmacological Add pioglitazone
therapies treatment or Add GLP-1RA or
metabolic surgery SGLT-2 inhibitors

Bril F & Cusi K. Diabetes Care. 2017; 40:419-30.

Pharmacologica Lifestyle Glucose
treatment intervention control
Pioglitazone as Weight reduction Metformin as
first-line therapy of 8-10% first-line therapy

Elevated Alc

N

F

Elafibranor 80mg
Elafibranor 120mg
Obeticholic Acid
Liraglutide
Vitamin E
Pioglitazone 30mg

Pioglitazone 45mg

Fibrosis
(treatment difference vs. placebo)

Not reported

(I
|
(I
[

* |

-1.0

-0.8 -0.6 -0.4 -0.2 0.0 0.2
Change in Fibrosis Stage

NAFLD Prevalence: 65-70%

CV risk factors

Blood pressure
control
ARB or ACEIl as
first-line therapy

Elevated BP

Second-line
therapies

Lipid-lowering
therapy
Statins as first-
line therapy

Elevated TG
and low HDL

Add fibrates to
statins

red GDPS



f / Exenatida semanal vs Met vs Pio vs Sitagliptina
&‘( DURATION-4 study: Monoterapia durante 26 semanas
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HbA1lc basal: 8,4% a 8,6%

0,0-

-0,5-

-1,0°

-1,5°

Cambio en la HbA1c

-2,0° Metformina

Exenatida

2 - semanal
15 -+
1 4
0,5 4
0O -
_015 -
_1 -
-15 -
-2 4
-25 -

Cambio peso (kg)

Russell-Jones D et al. Diabetes Care. 2012;35:252-8

Pioglitazona

Sitagliptina

HbAlc

Efectos adversos
Exe Met Pio Sita
Hipos 52 41 3,7 3,1

Nauseas 11,3 6,9 4,3 3,7
Diarrea 10,9 12,6 3,7 5,5
Edemas 0 04 74 0,6

Peso




@ oeta, ejercicioy educacion terapey, tica

Fundacion

redGDPS HbAIC 8 -10 %

Comprmvactidos con le DIABETES (GME 180-240 mg/dl)
S/hfoéo
/ o :
Insulina
GRADO DE § &
CONTROL
GLUCEMICO
Insulina
= (+/- otros F)
* = _ © 5
CONDICIONANTE <. : . ujins v Q0 SGLT2
CLINICO %‘@ - TN
PREDOMINANTE 2%, + IDPP4 e ik
_ e, s
Met
s
Do BO¥
Algoritmo =~ 9fragiligad Zel o

de tratamiento
RedGDPS 2017

Dieta, ejercicio y educacion terapeutic?
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£ / Pioglitazona en prevencion secundaria:

= = o PROactive (pProspective pioglitAzone Clinical Trial In macrovascular eVEnts)
20<40 Rising Stars

dela Fundacin redGOPS N= 5238 DM2 con ECV, 3 anos

La adicion de Pio 45 mg (vs placebo) redujo:
10% Cualquier evento CV (p=0.095)

16% IAM+AVC+Muerte (p=0.027)

Anélisis de subgrupos: pacientes con AVC o IAM

Hapl-a.n Mesier evanl rabs
l:] _ L=
Placebo . piogitazone (65 1200) ]
0 e @ _ Placebo
e 0 e
) L o o J428 / IAM Ploglltazona
N N I 2 1 Pioglitazona g 3 0 _—
- =
S ]
- - | NNT50
0.04 _ 19
= |
k=3
253 Gl P value
A HR a5% p value _ Pdizane 72 52 0.045
Fioglitazone versws placabs 0053 0.34, 0.85 0.0 = 7] B
M at Risk | 2445 387 2337 2283 245 21895 o=t
- - - T T T T T T T
M at Rsk: 954 a5z v 205 BFT B4t 15 () o s 12 15 2a s0 a6
I T T T T T L) 1 ime irom domization {months
0 5 12 18 24 an = 19 000 TeeiemRadomiaion imonihs
Time from Randomization (months] m Time to Fatal/Nonfatal M1 {Excluding Slent MI)

Dormandy JA et al. Lancet 2005;366:1279-89;  Wilcox R, et al. Stroke 2007; Erdmann E, et al. JACC 2007 redGDPS



European Heart Journal (2008) 29, 969-983
EUROPEAN doi:10.1093/eurheartj/ehn114

SOCIETY OF
CARDIOLOGY ®

REVIEW

PROactive: time for a critical appraisal

D. John Betteridge!*, Ralph A. DeFronzo?, and Robert J. Chilton3

Endpoint

Pioglitazone
(n = 2605), n (%)

Placebo

(n = 2633), n (%)

PROactive HR
MACE 0,84

Muerte 0,83
Muerte CV 0,80

HR (95% CI)

Primary outcome

All-cause mortality, Ml (including silent MI), stroke, ACS, coronary 514 (19.7) 572 (21.7) 0.90 (0.80—1.02), P = 0.095
revascularization, major leg amputation, leg revascularization
Main secondary outcome
All-cause mortality, Ml (excluding silent MI), stroke 301 (11.6) 358 (13.6) 0.84 (0.72—-098), P = 0027
Post hoc analyses
All-cause mortality, Ml (excluding silent M), stroke, ACS 339 (13.0) 409 (15.5) 0.83 (0.72—-0.96), P = 0.010
CV mortality, Ml (excluding silent Ml), stroke, ACS 295 (11.3) 367 (13.9) 0.80 (0.69—-0.94), P = 0.005
Fatal heart failure 25 (0.96) 22 (0.84) 1.15 (0.65-2.03), P = 0.639
- No. CV events
0.75 : No. of subjects
Pioglitazone meta-analysis | = il
without PROactive ' :
S . . . 0.84 Pioglitazone Comparator
Metanalisis Pioglitazona PROsctive = T o
. . 0.83
8554 7836
incluyendo el PROactive Pioglitazone meta-analysis — .
plus PROactive
| | 5 MACE
0.5 0.75 1.0
Hazard ratio

Figure 3 Pioglitazone FDA meta-analysis of clinical trials (www.fda.gov/).?*

Betteridge DJ et al. Eur Heart J. 2008 Apr;29(8):969-83

HR 0,83

VL



Clinical Care/Education/Nutrition/Psychosocial Research
O RIGINAL A RTI1ICLE

Pioglitazone Use and Heart Failure in
Patients With Type 2 Diabetes and
Preexisting Cardiovascular Disease
Data from the PROactive Study (PROactive 08)

PROACTIVE N 5.238 DM2 con ECV (Prev Secundaria), 3 afos

@
g N — Pioglitazone (149/2605)
----- Placebo (108/2633)

_____

2 = T RA1,6%
- "HR 1,41

N at Risk: § 5238 5143 5047 4956 4861 4758 838 (273)
T T T T E 4 T T "1

o 6 12 18 24 30 36
Time from Randomization (months)

Kaplan-Meier Event Rate

En los pacientes que desarrollaron IC no hubo incremento de la mortalidad y si una reduccion de ECV

mayores en la variable secundaria (MACE)

>

.
(=1

e Ploglitazone (40/149) Placebo
----- Placebo (37/108) S

nnnnnnnnnnnnnnn

0.4

0.3

Pioglitazona

Mortalidad total
129% (ns)

H ot Risk: 257 176 i1 o6 G
L] T L

£ x L] "
i+ 6 12 18 24 30 36
Time from Onset of Serious HF {months)

Kaplan-Meier Event Rate

1 S
L3

Erdmann E et al. Diabetes Care 2007; 30:2773-8

@
06

Kaplan-Meier Event Rate

M at Risk:

Placebo
—— Pioglitazone (52/149) s
----- Placebo (51/108) gomd
Pioglitazona
136%
257 152 13 78 48 14 o (9)

L] x L
0 8 12 18 24 30 36
Time from Onset of Serious HF (months)

-
euuprd



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Pioglitazone after Ischemic Stroke

or Transient Ischemic Attack

W.N. Kernan, C.M. Viscoli, K.L. Furie, L.H. Young, S.E. Inzucchi, M. Gorman,

IRIS trial

Pio reduce ECV 24%
(noDM con AVC previo)

Insulin Resistance Intervention after Stroke (IRIS) trial.
3.876 no diabéticos con resistencia a la insulina (HOMA-IR)
y AVC/AIT reciente. Pioglitazona <45 mg vs pbo. 4,8 ainos

1.00
u e
qg‘l’ 0.90
E_, 0.80 1.00—
[FE]
0.70+
= 0.95
_.ETZU 0.60H
=S 0.504 0.90+
2 a
a 0.404 0.85 Placebo
:'a: 0.30+ Hazard ratio, 0.76 (95% Cl, 0.62—0.93)
= 0.20-] 0.80, p_0.007
E 0'00 T T T T 1
0.10
S 0 1 2 3 4 5
0.00 T T T T 1
0 1 2 3 4 5
Years since Randomization
No. at Risk
Piogl\'tazone 1939 1793 1701 1491 1196 481
Placebo 1937 1778 1690 1476 1182 459

Table 2. Primary and Secondary Outcomes.

Outcome

Pioglitazone
(N=1939)

Placebo
(N=1937)

no. of patients (96)

Hazard Ratio Adjusted
(95% CI)* P Value

I Primary outcome

Stroke or myocardial infarctionz: 175 (9.0) 228 (11.8) 0.76 (0.62— 0.93) 0.007
Stroke 123 (6.3) 150 (7.7)
Fatal 9 (0.5) 13 (0.7)
Nonfatal 114 (5.9) 137 (7.1)
Myocardial infarction 52 (2.7) 78 (4.0)
Fatal 7 (0.4) 14 (0.7)
Nonfatal 45 (2.3) 64 (3.3)
Secondary outcomef
Stroke 127 (6.5) 154 (3.0) 0.82 (0.61-1.10) 0.19
Acute coronary syndrome: myocardial 96 (5.0) 128 (6.6) 0.75 (0.52-1.07) 0.11
infarction or unstable angina
Stroke, myocardial infarction, or serious 206 (10.6) 249 (12.9) 0.82 (0.65-1.05) 0.11
heart failure¥
—
Diabetes mellitus 73 (3.8) 149 (7.7) 0.48 (0.33-0.69) <0.001
Death from any cause 136 (7.0) 146 (7.5) 0.93 (0.73-1.17) 0.52

Kernan WN et al. N Engl J Med. 2016 Feb 17. [Epub ahead of print]

AVC/IAM/Muerte 0,76
Mortalidad total 0,93 (ns)
Diabetes 0,48

|. Cardiaca* 51 vs 42 casos
Fracturas 99 vs 62 casos
Cancer 133 vs 150 casos

*ingreso o muerte por IC

redGDPS




Open Access o

riginal research o=

S Pioglitazone and cause-specific risk
Diabetes £ . . . .
=ewvesd s of mortality in patients with type 2 o

& Care diabetes: extended analysis froma = T

European multidatabase cohort study

g
=
3 Databases: Finland, Sweden and UK. P ] [T— CV mortality ™
Propensity Score Matching T ¢42%
31,133 patients first prescribed pioglitazone G ERE =T L
31,133 patients never prescribed pioglitazone o S LA SN 7T SAS AniRS Gl s Tmm  dew %
Number of patients at risk
From 2000 to 2011. Mean follow-up 2.8 years ®
Pioglitazone is associated with a s
statistically significant 42% and 37% g
reduction in cardiovascular and non- 3 | . _ e
cardiovascular mortality, respectively. T — Non-CV mortality
37%

Numbear of patients at nsk

redGDPS

Strongman H et al. BMJ Open Diab Res Care 2018;6:e000481.




Open Access Original research

3 Databases: Finland, Sweden and the UK.

SO E Pioglitazone and cause-specific risk

“ssvess | of mortality in patients with type 2 Propen5|ty-score _matChmg. -
& Care diabetes: extended analysis from a 31,133 patients first prescribed pioglitazone
European multidatabase cohort study 31,133 patients never prescribed pioglitazone.

dela Fundacion redGOPS From 2000 to 2011. Mean follow-up 2.8 years

Pioglitazone is associated with a statistically significant

40% reduction in Heart Failure mortality

Causes of death Adjusted HR (95% CI)
Stroke mortality - o= 0.48[0.38 ,0.62]
Myocardial infarction mortality [ 0.61[0.55 . 0.69]

I Heart failure mortality ’ = . 060[0.42,0.86] I
Reno-vascular disease mortality | - ) 012[0.01 ,1.03]
Peripheral vascular disease mortality ] 056[028.1.10]
Arrhythmia mortality - - i 0.37[017,0.80]
Other CVD mortality ' - . 0.54[039,0.74]
All cardiovascular mortality N 0.58[0.52.,063]
All non-cardiovascular mortality —— 063[0.58,068]

I T T T | T T 1
0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75
hazard ratio Fundacion

redGDPS

Strongman H et al. BMJ Open Diab Res Care 2018;6:e000481.



UNA PELiCULA DE ALEJANDRO G. INARRITU

Diabetes, Obesity and Metabolism 18: 454462, 2016.
© 2016 John Wiley & Sons Ltd

perspective

Revitalization of pioglitazone: the optimum agent to be combined
with a sodium-glucose co-transporter-2 inhibitor
R. A. DeFronzo!', R. Chilton?, L. Norton', G. Clarke?, R. E. J. Ryder* & M. Abdul-Ghani’

EL RENACIDO

(THE REVENANT)
INSPIRADA EN HECHOS REALES




Diabetes, Obesity and Metabolism 18: 454-462, 2016.
@ 2016 John Wiley & Sons Ltd

perspective

Revitalization of pioglitazone: the optimum agent to be combined
with a sodium-glucose co-transporter-2 inhibitor

R. A. DeFronzo', R. Chilton?, L. Norton', G. Clarke?, R. E. J. Ryder* & M. Abdul-Ghani'

T NS W ORI FEUNT T

Pathophysiology-Based Algorithm
(Alternate to ADAS traditional algorithm)

Lifestyle + TRIPLECOMBINATION early:
TZD + metformin + GLP-1 agonist

ATIC<6.0%

TZO thiazolidinediones GLP-1agonist, glucagonike peptide 1agonist

Empagliflozin in EMPA-REG Pioglitazone in PROactive

. 20- 25 -
= HR 0.86 g HR 0.84
= 95.02% Cl1 0.74 to 0.99 Py 204 95% Cl10.72 to 0.98
§ 154 p=0.04 S < p=0.027
ot Placebo e 5
£ 10- & 5
= lg 5
g 5 - Empaglifiozin 2 =
2 =
o 0- . . g ;

0 12 24 36 48

Month

DeFronzo RA et al. Diabetes Obes Metab 2016 May;18(5):454-62.

Pioglitazone

Stroke ' '
Myocardial infarction ' '
Cardiovascular death ‘

SGLT2 inhibitors

B
. 8

Net effect expected

48
48
48

Insuficiencia t
Cardiaca
Retencion
hidrosalina
Aumento

depeso #

2

neutral

neutral

Blood pressure '
HbA1c '
Renal disease ‘

Insulin sensitivity

B-cell function

48
348
Tt
Tt
a0




Efectos & 'M 0S

* Incremento de zaC|on por IC (2, {0 11) que no
se asocia a increm: }w la mortalidad R

* Fracturas distale ujeres (5,8 2,9%; OR Ificativo)

« Cancer de vejig; ado en 1, cientes de R1)



Endocrine, Metabolic & fmmune Disorders - Drug Targers, 2018, 18, 502-507
RESEARCH ARTICLE

Pioglitazone Therapy and Fractures: Systematic Review and Meta-

Analysis

s

20<40 Rising Stars

de la Fundacion redGDPS

Metanalisis de 6 Ensayos clinicos (incluido PROactive)

1.18 (0.82-1.71)
0.82 (0.51-1.33)
2.02 (0.94-4.38)

OR global:
OR Hombres:
OR Mujeres:

Conclusion:
El tratamiento con pioglitazona en pacientes diabéticos no
aumenta la incidencia de fracturas 0seas.

Ademas, no existe una asociacion significativa entre las
fracturas de los pacientes, su sexo y el periodo de
exposicion ala pioglitazona.

Pavlova V et al. Endocr Metab Immune Disord Drug Targets. 2018;18(5):502-507.

Study
Dormandy,2002 [15]
Bray, 2013 [16]
Jain, 2006 [12]
Nissen, 2008 [11]
De Fronza, 2008-2009 [13-14]
Seufert 1,2008 [17]
Seufert |I,2008 [17]

Pooled Statistics
I?
Cochran’s @
Chi2, p

Study

Dormandy, 2005 [15]
Nissen, 2008 [11]
Seufert|, 2008 [17]
Seufert 11,2008 [17]

Pooled Statistics
|2
Cochran’s Q
Chiz, p

Study

Dormandy, 2009 [15]
Nissen, 2008 [11]
Seufert Il, 2008 [17]

Pooled Statistics
I}
Cochran's Q
Chi2, p

OR (95%) €I
1,75 [0,89; 1,77]
1,14 [0,42; 3,05]
0,20[0,01; 4,15]
17,71[1,02; 308,42]
0,99 [0,37; 2,66]
0,99 [0,06; 15,85]
0,20 [0,01; 4,17]

1,18 (0,82; 1,71)
6%

6,35
0,38

OR (95%) CI

2,04 [1,22; 3,41
15,48 [0,86; 279,18]
1,02 [0,06; 16,44]
0,32 [0,01; 8,03]

2,02 (0,94; 4,38]
9%

3,3

0,35

OR (95%) CI

0,80 [0,49; 1,31]
4,89 [0,23; 102,60]
0,34 [0,01; 8,38]

0,82 (0,51; 1,33]
0%

1,59

0,45

Fractures - total

% Weight
67,9 i
12,8
1,5
1.7
12,9
1.7 -
Global
100 OR 1.18
1] 100 200 300
OR
% Weight Fractures - Females
81 i
6,2 i
71 I‘
51 Mujeres

100 OR 2.02

0 100 200
OR

Fractures - Males

% Weight

95,5
2,5

Hombres
100 OR 0.82

0 50 100
OR

redGDPS

Fundacian



Diabetologia
DOI 10.1007/s00125-014-3456-9

1,1 M de pacientes

5,9 millones pacientes-afio
13 estudios observacionales

ARTICLE

Pioglitazone and bladder
cumulative expg

illion persons over 5.9
248 cases of incident
sed cases and a median
1.0 to 7.4 years. Overall, there was no
Or any assoclation between cumulative exposure to
proglitazone and bladder cancer in men (rate ratio [RR] per
100 days of cumulative exposure, 1.01; 95% C10.97, 1.06) or

Tseng [2 , 5013 10 165 women (RR 1.04;95% CI1 0.97, 1.11) afier adjustment for age,

I ewis ot § accert?” calendar
Hsiao et al [16]

N AT No hubo eV|denC|a de asociacion entre la exposicion acumulada
LIS o pioglitazona y el cancer de vejiga en hombres (HR 1,01) o en

Wei et al [23] ploglita-

Piocimi of af [19] o mujeres (RR 1,04) después del ajuste por edad, ano calendario, s

ear. diabetes duration. smokinge and anv ever use of

elween
95% Cl1

el ClLIracion de la diabetes, tabaquismo y uso de pioglitazona. )pulation
ujimoto et al [15] Jap
Song et al [20] Korea 2012 21 329 @

# Commissioned by the FDA = d GD»].S.S

Levin D et al. Diabetologia. 2015 Mar;58(3):493-504.



Pioglitazona
¢,Los riesgos sobrepasan los beneficios?

cen que pacnentes*-sezdaﬁe eV|tar’?
=--s-«-%-"' i
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~* Mayores de 65 anos
* Mujeres postmenopausicas
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oleta, e'\ercicio y educacion terapéutfca

HbAIC 8 -10 %

(GME 180-240 mg/q)

Insulina
(+/- otros F)

S
) 7 + arGLP1
OSU//na baga\\ 0 ISGLT2

+ ISGLT2
0 arGLP1

Dieta, gjercicio y educacion terapeutic



.i/ arGLP-1ra vs IDPP4
R..: en pacientes tratados con Metformina

20<40 Rising Stars

de la Fundacion redGDPS

Exenatide LAR vs Liraglutide vs Dulaglutide vs Albiglutide vs
Sitagliptin? Sitagliptin? Sitagliptin3 Sitagliptin4
Exe Sita Lira 1.8 Sita Dula 1.5 Sita Albi Sita
1/w 1/d 1/d 1/d 1/w 1/d 1/w 1/d

A mean HbA1c from baseline (%)

-1.5
APeso (kg): -2.3 -0.8 -3.0 -1.2 -3.0 -1.5 -1.2 -0.9
Hipos (%) : 2.0 1.5 5.0 5.0 10.2 4.8 30 _ 17
1. Bergenstal et al. Lan.cet. 2010;376:431-439 e Fundaci
R oy o' redGDPS

4. Ahrén B, et al. Diabetes Care 2014; 37(8):2141-8
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Daily Liraglutide?!

LEAD 5
- Lira Glargine
S 0
)
=
A 0.4
o)
=
o
E 0.8
(&
—
<
o]
L 12
C
qv]
)
= -1.3
g 14 -
APeso (kg): -1.8 +1.6
Hipos (%): 27 29

1. Russell-Jones D et al. Diabetologia 2009; 52:2046-55.
2. Diamant M et a. Diabetes Care. 2012; 35(4):683-9.
3 Weissman PN, et al. Diabetologia 2014;57:2475-84
4. Georgino F et al. Diabetes Care. 2015;38(12):2241-9.

GLP-1ra vs insulina basal
en pacientes tratados con Met + SU

Weekly Exenatide? Weekly Albiglutide? Weekly Dulaglutide®
DURATION 3 HARMONY 4 AWARD 2
Exe Glargine Albi Glargine Dula Glargine

2.1 +2.4 -1.1 +2.6 -1.9 +1.4

36 56 17 27 54 69

redGDPS



Anéalogos de GLP-1 vs insulinarapida
en pacientes tratados con insulina basal

&g

20<40 Rising Stars

de la Fundacion redGDPS

Exenatida vs Albiglutida vs Liraglutida vs Lixisenatida vs
Lispro? Lispro? Aspart3 Glulisina®
EXE Lispro ALBI Lispro LIRA Aspart LIX] Glulisina
2/d 3/d 1/sem 3/d 1/d 1/d 1/d 3/d

|
o
(0]

I

A media HbAlc desde inicio (%)
S
N

12 - -1.1 -1.1
APeso (kg): -2.5 2.1 -0.7 0.8 -2.8 0.9 -0.6 1.4
Hipos graves: 2.1 5.2 1.0 2.1 1.0 8.2 0 0

1. Diamant M, et al, . Diabetes Care. 2014;37(10):2763-73 ": .
2. Rosenstock J et al. Diabetes Care 2014; 37(8):2317-25 red GDPS
3. Mathieu C et al. Diabetes Obes Metab. 2014;16(7):636-44 e s
4. Rosenstock J et al. Poster ADA 2015; Boston, USA



1 > Valorar suspender SU
2 > Suspender SU

Dietd, eiercicio y educacion terapgyc,,
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Los arGLP1 han demostrado beneficios CV en pacientes con DM2 y

&g

20<40 Rising Stars antecedentes de ECV o con riesgo CV elevado
¢
Trial ELIXA LEADER SUSTAIN EXSCEL HARMONY

Lixisenatide | Liraglutide | Semaglutide | Exenatide OW | Albiglutide

1.02 0.87 0.74 0.91 0.78
3pt MACE L NRYAl 078097 | 058095 0.83-1.00

CV death 0.98 0.78 0.98 0.88 0.93
0.78-1.22 0.66-0.93 0.65-1.48 0.76-1.02 0.73-1.19
Hospitalized HF 0.96 0.87 1.11 0.94 0.85
P 0.75-1.23 0.73-1.05 0.77-1.61 0.78-1.13 0.70-1.04
All cause death 0.94 0.85 1.05 0.86 0.95
0.78-1.13 [ONZErAN  0.74-1.50 0.77-0.97 0.79-1.16
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g LEADER

- / _ No beneficio en pacientes sin ECV (18%)

> 0RA0Risie S No beneficio en pacientes con IC (14%). Aumento medio de FC de 3 Ipm

. Liraglutide Placebo
] Hazard ratio p-value for No. of
Primary outcome: Subgroup analyses (95% CI) interaction  patients  no. of events/no. of patients (%)
Primary analysis o 0.87 (0.78-0.97) 9340 608/4668(13.0) 694/4672(14.9)
Glycated hemoglobin 0.58
</=8.3% e 0.89(0.76-1.05) 4768 289/2340(12.4) 333/2428(13.7)
>8.3% —o— 0.84 (0.72-0.98) 4572 319/2328(13.7) 361/2244(16.1)
Duration of diabetes 0.42
</=11 years o— 0.82(0.70-0.97) 4429 265/2216(12.0) 316/2213(14.3)
= =] 0.90(0.78—-1.04) 4
Risk of CVD 0.04
Age >/=50 years and established CVD/CKD o 0.83(0.74-0.93) 7598 536/3831(14.0) 629/3767(16.7)
Age >/=60 years and risk factors for CVD ——— 1.20 (0.86-1.67) 1742 72/837 (8.6) 65/905 (7.2)
U553
Yes —o— 0.94 (0.72-1.21) 1305 1121653 (17.2) 119/652(18.3)
No = 0.85(0.76-0.96) 8035 496/4015(12.4) 575/4020(14.3)
Antidiabetic therapy 0.73
1 OAD —e— 0.75(0.58-0.98) 1818 99/922(10.7) 125/896 (14.0)
>1 OAD o 0.95(0.78-1.16) 2997 191/1515(12.6) 196/1482(13.2)
Insulin with OAD(s) —oH 0.89(0.74-1.06) 3422 223/1674(13.3) 259/1748(14.8)
Insulin without OAD —e—— 0.86 (0.63-1.17) 737 71/361(19.7) 86/376 (22.9)
None [ * | 0.73(0.42—1.25) 366 24/196 (12.2) 28/170(16.5)
Renal function 0.01
<60 mL/min/1.73 m2 —— 0.69(0.57-0.85) 2158 172/1116(15.4) 223/1042(21.4)
>/=60 mL/min/1.73 m? oH 0.94 (0.83-1.07) 7182 436/3552(12.3) 471/3630(13.0)
02 1 2 / d
LEADER’ Hazard ratio (95% CI) O
Liraglutide Effect and Action in Diabetes: 1 b

Evaluation of cardiovascular outcome Results

Favors Liraglutide Favors Placebo
Marso SP et al. N Engl J Med. 2016 Jul 28;375(4):311-22.
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§ / Dulaglutida demuestra reduccion de ECV

20<40(R.s.u(19 sars €N pacientes con DM2 (69% prevencion primaria)
Nota de prensa 5/11/18

Trulicity® (dulaglutide) demonstrates superiority in reduction
of cardiovascular events for broad range of people with type 2
diabetes

11/05/2018

Only 31 percent of REWIND trial participants had established CV
disease & Download PDF

INDIANAPOLIS, Nov. 5, 2018 /PRNewswire/ — - Tru]icity‘@ (dulaglutide)

Trulicity” (dulaglutide) significantly reduced major adverse cardiovascular events (MACE), a
composite endpoint of cardiovascular (CV) death, non-fatal myocardial infarction (heart attack)
or non-fatal stroke, meeting the primary efficacy objective in the precedent-setting REWIND trial.

....clinical trial that included a majority of participants who did NOT have established CV disease.
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GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

TO AYOID
CLINICAL INERTIA
FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY) REASSESS AND
1 IF HbA, ABOVE TARGET PROCEED AS BELOW MODIFY TREATMENT
REGULARLY
\L NO (34 MONTHS)

ECV ICoERC

ArGLP1 Hipoglucemia Peso| |Coste
o — arGLP1 arGLP1

arGLP1

con beneficios
CV demostrados

T T TRS TGO T TEqUarea oF ~ lyod TZIn The seitmg of A [ T 1 | L L I 1 | J L

patient is now unable fo tolerate .
6LP-1 R andior SGLT2, choase heose agens demonsiraing O safey: v v ¥ v 2 2 2 v
agenls demonsiating CV safety: + Consideradding the oher ciss | | I oA, above larget | | weeA abovetarget | | oA abovetarget |
il 1
+ Lonsider acding the other class . ;iifﬁ;"ﬂﬂ;mﬂf"h“mg W W AR W W
%F:nf:ll;i:lfﬁﬁlﬂﬂ with praven of HF {if nat on GLP-1 RA) [ Continue with addition of other agents as cutlined above ] If riple therapy required or SGLTZi * Insulin therapy basalisulin with
DPP-4 if nok on &LP-1 BA « Basal imsulin® ¢ andier GLP-1 RA mot iederated or Livwes! acquisition cos
i, "..‘m : . Sl contraindicated use regimen with O/
. ?[: e ’ W, soows bt | Lowest sk of weight gain + Consider DPP-4i OR SELTZi with
. 50 ¥ PREFERABLY Lowes! acquistion cost™ —
: Consider the addition of SU° DR basal insulin: [IPR-Li {if nat on GLP-1 RA ‘
+ Choase later generation S wlh ower risk of hypoglycemia based on weight neutralty = gy
- Cansider basal insuin with lower risk of hypoglycemia’ = red GDPS
IF DPP-i nottolerated or L

1 DBrawvars M banofib masse H hee Isbhal indisstionn oF radeemirns FUT csarde Car E1D Y BE cdeenanck E Jlrw decs maw hes Balter balartbad B anek laer medl cbmdhad for PUN aféEaede
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Documento de Consenso sobre el tratamiento
. A de la diabetes tipo 2 en el paciente con enfermedad
20<40 Rising Stars renal crénica*

de la Fundacion redGDPS Ricardo Gémez-Huelgas', Alberto Martinez-Castelao?, Sara Artola3, José L. Gérriz?,
Edelmiro Menéndez*, en nombre del Grupo de Tabajo para el Documento de Consenso sobre
el tratamiento de la diabetes tipo 2 en el paciente con enfermedad renal crénica**

Estadios 1-2 Estadio 3a Estadio 3b Estadios 4-5
FG > 60 ml/min FG 45-60 ml/min FG 30-45 ml/min FG < 30 mlI/min

Pioglitazona

Liray Dula FG >15

= Uso seguro Usar con precaucion M Uso no recomendado :

Fundacidn

redGDPS

Gomez Huelgas R et al. Nefrologia (Madr.) 2014;34:34-45 i L OREES
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HbAIC 8 -10 %

Fundacion
(GME 180-240 mg/qy)

redGDPS

Met. S/nto’”éz‘/co
GRADO DE ppeOkas / e
CONTROL = e A
GLUCEMICO * = e SU o DPP4
: | e C nSUlna o
Pacientes con DM2 vy ECV: e A (/08030 S 7 —aiaip

N 2,6% tratados con un iSGLT2 3 o Pio ZStling pas® O ISGLTZ/ (.
1,3% tratados con un arGLP1 | : ISGLT2
~ . iDPP4 +
(Datos SIDIAP 2016) | Q]

Algoritmo
de tratamiento
RedGDPS 2017
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-‘:i__/’ Efectos de los arGLP1 en el mundo real. SIDIAP 2007-2014

20<40 Rising Stars

de la Fundacion redGDPS

N=4.242 DM2

Edad: 58,6 anos
Duracion DM2 7,3 aios
HbAlc: 8,8+1,6%
IMC: 35 kg/m?

Antidiabéticos previos:
Metformina 83,2%
Sulfonilureas 33,4%
iDPP4 26,2%
Repaglinida  8,9%
Pioglitazona 7,2%
iISGLT2 0,2%
Insulina: 40,6%

arGLP-1 anadidos

Liraglutida 2504 (59.0%)
Exenatida 1348 (31.8%)
Lixisenatida 390 (9.2%)

£ sDiap

HbAlc
previa (%)

0,00 -
-0,20 -
-0,40 -
-0,60 -
-0,80 -
-1,00 -

Cambios a los 6-12meses en la HbAlc

8,8

8,6 8,8 9,0

Global

-0,97

(1)
O
+—
(q°)
C
Q
x
L

Liraglutida
Lixisenatida

-0,96
-1,06

-1,20

redGDPS



g/ Efectos de los arGLP1 en el mundo real. SIDIAP 2007-2014

20<40 Rising Stars

de la Fundacion redGDPS

N=4.242

HbAlc
previa (%) 6,4 7,5 §8 11,1 6,5 7,5 8,8 11,0 6,4 7,5 88 11,1 6,2 7,5 89 11,1

0,5

Cambios a los 6-12meses en la HbAlc segun HbAlc previa

Global Exenatiffa Liraglutigla  Lixisenag§da

-2,26 -2,26 -2,23

-2,33

£ sDinp B HbAlc<7% MHDA1c7,1-8% MHDALCcS,1-9,9% M HbALC> 10% redGDPS,




;i/.- Efectos de los arGLP1 en el mundo real. SIDIAP 2007-2014

20<40 Rising Stars

de la Fundacion redGDPS

Cambios a los 6-12 mesos en el peso (kg)

Peso previo (kg) 101 100 102 98,3

0,00

B 3 3 z
-0,50 [ = = =

© 5 E ;

| ()
1,00 : g
-
-1,50 -
-2,00 -
-2,50 -
-3,00 -
-3,60

-3,50 -

-4,00

£ fpiee p=0,02  TedGDPS



20<40 Rising Stars

de la Fundacion redGDPS

N=4.242

+10 -

Efectos de los arGLP1 en el mundo real. SIDIAP 2007-2014

Relacion entre las reducciones de HbAlcy peso a los 6-12 mesos

17%

Reduccion de HbA1c
No reduccion de peso

| de peso ni de HbA1lc

7,6%

No Reduccion

U
()
wn
@
7
:
.:.é
- 3o}
.. o8
o
i
} o
.':.r.:';
o

i-weight (kg)
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Change at 6

N
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-30 .

57,6%
Reduccion de
peso y de HbAlc
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Change at 6-12 months:HbA1c (%)

HbAlc

17,7%

Reduccidn peso
No reduccion de HbA1c
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Efectos

- Nauseas/vomitos/ . N3 s mejorai a las poca anas.
. Pancreatltlsyh ' ——
 Aumento de la f
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20<40 Rising Stars

de la Fundacion redGDPS

Mensajes para llevar a casa. Pioglitazona

v Pioglitazona es un antidiabético potente, seguro y bien tolerado, pero se
asocia a incremento de peso, retencion hidrosalina y fracturas (mujeres)

v' Reduce esteatosis hepatica y ECV en prevencion secundaria

v’ Se suele reservar como tercer farmaco o como segundo en personas con
obesidad abdominal, esteatosis hepatica o insuficiencia renal y como
alternativa a las sulfonilureas en personas activas (menos hipoglucemias)

v’ Esta contraindicada en pacientes con enfermedad hepatica, insuficiencia
cardiaca, osteoporosis y/o antecedentes de cancer de vejiga

redGDPS



R;/ﬂ Mensajes para llevar a casa: arGLP1

de la Fundacion redGDPS

v Los arGLP1 se asocian a disminuciones de HbAlc, peso y presion arterial,
por lo que tienen un buen perfil terapéutico en pacientes con obesidad

v' Los principales efectos adversos son gastrointestinales: nauseas, vomitos
y diarrea (25%) al inicio, que suelen mejoran con el paso del tiempo

v' Liraglutida, Semaglutida y Dulaglutida han mostrado reducciones de ECV
por lo que serian preferibles en pacientes con ECV o ERC

v Por la necesidad de inyeccidon y mayor coste se reservan para el tercer
escalon (alternativa a la insuliniacion), en asociacion con insulina basal
(alternativa a multiples dosis) y en pacientes con IMC>35 o ECV @

redGDPS






