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Agenda

• DM	y	enfermedad cardiovascular
• Evidencia más reciente en seguridad
cardiovascular
– Inhibidores de	DPP-4
– Análogos de	GLP-1
– Inhibidores de	SGLT-2

• Cuáles son	estos mecanismos?	
• Actualización en seguridad

EndoDrChen.com
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Absolute Risk of MI is Higher in 
Patients with DM
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Booth GL, et al. Lancet 2006;368:29-36.

All	lines	fitted	according	to	a	polynomial	equation;		R2=	0.99–1.00	for	each	

MI = myocardial infarction

Diabetes n = 379,003               No Diabetes n = 9,018,082                Database 1994-2000

No diabetes
Men

Women

Diabetes
Men

Women

T2DM	for	>	15	Years	Duration	Confers	a	Similar	Risk	of	
Fatal	CHD	as	Prior	CHD	and	No	Diabetes	

20	year	follow-
up	of	121,046	
women	aged	30	
to	55	years	in	
Nurses’	Health	

Study	

Hu F, et al. Arch Intern Med. 2001;161:1717-1723.

Jackson	Heart	Study:	HR	ajustados

Afkarian M.	Clin J	Am	Soc Nephrol.	2016;11:	early	on	line.	
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Doblamiento creatinina y	riesgo de	
eventos

Schneider	C.	Clinical	Epidemiology.	2016;8:177

CUÁL ES EL	ORIGEN DE	LA	GRAN	
CANTIDAD DE	ESTUDIOS CON	
DESENLACES CARDIOVASCULARES?

EndoDrChen.com

Requerimientos de	seguridad
cardiovascular	por FDA

EndoDrChen.com
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ESTUDIOS CON	DESENLACES
CARDIOVASCULARES

EndoDrChen.com

Metformin:	UKPDS	34

EndoDrChen.com

ukpds

Randomisation
Main Randomisation

4209

Overweight
1704

Non overweight
2505

Conventional 
Policy
411

Intensive Policy
1293

Metformin
342

Insulin or 
Sulphonylurea

951
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Years from randomisation

Conventional (411)
Intensive (951)
Metformin (342)

Diabetes related deaths

M v I
p=0.11

overweight 
patients

M v C 
p=0.017

ukpds

Myocardial Infarction

M v I
p=0.12

overweight 
patients
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p=0.010

TIAZODINEDIONAS

EndoDrChen.com
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Yki-Järvinen	H.	N	Engl	J	Med.	351:1106
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IRIS:	pioglitazona en	ictus

EndoDrChen.comKernan WC.	N	Engl J	Med.	2016;	online	Feb	17

Aspectos prácticos

• Aumentan de	peso
• Controversial	si aumentan riesgo de	cáncer de	
vejiga y	fracturas

• Aumenta riesgo de	insuficiencia cardíaca,	
especialmente combinado con	insulina

• Mayor	retención de	agua en	pacientes con	
insuficiencia renal

• Son	la	únia terapia que ha	mostrado enlentecer la	
progresión en	la	falla de	la	célula beta

EndoDrChen.com
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SULFONILUREAS

EndoDrChen.com

Consideraciones

• No	existen estudios en seguridad
cardiovascular	con	la	metodología propuesto
por FDA

• Los	estudios con	sulfonilureas han sido
pequeños y	basados en cohortes,	no	RCT

• El	estudio ADVANCE	comparó 2	metas de	
tratamiento,	basado en glicazida MR	pero
ambas ramas de	tratamiento lo	recibieron

EndoDrChen.com

EndoDrChen.com
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EndoDrChen.com

EndoDrChen.com

90.5%	glicazida

50.6%	otras SU

EndoDrChen.com
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LA	ERA	MODERNA DE	LOS ESTUDIOS DE	
SEGURIDAD CARDIOVASCULAR

EndoDrChen.com

INHIBIDORES DE	DPP-4

EndoDrChen.com
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Consideraciones

• Son	muy bien tolerados
• Moderadamente eficaces
• No	producen hipoglicemias
• Neutros en peso	y	presión arterial	
• Amplia experiencia a	nivel mundial

EndoDrChen.com

Kaplan-Meier	Rates	of	the	Primary	Composite	
Endpoint	– CV	Death,	MI,	or	Stroke

*K-M	event	rates	are	presented	after	2	yrs.
HR:	hazard	ratio;	K-M:	Kaplan-Meier;	Pbo:	placebo;	Saxa:	saxagliptin
Scirica	BM,	et	al.	N	Engl	J	Med.	2013.10.1056/NEJMoa1307684.
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P<0.001	(NI)
P=0.99	(superiority)

Saxagliptin:	7.3%*
Rate/100	person-yrs – 3.7

Placebo: 7.2%*
Rate/100	person-yrs – 3.7

Individual	Components	of	the	Composite	Endpoints

*K-M	event	rates	are	presented	after	2	yrs.

Scirica BM,	et	al.	N	Engl	J	Med.	2013.10.1056/NEJMoa1307684.

Saxagliptin Placebo	
n	(%)* n	(%)*

Efficacy	endpoint	 (N	=	8,280) (N	=	8,212) HR	(95%	CI)	 P	value	

CV	death 269	(3.2) 260	(2.9) 1.03	(0.87–1.22) 0.72

MI 265	(3.2) 278	(3.4) 0.95	(0.80–1.12) 0.52

Ischemic	stroke 157	(1.9) 141	(1.7) 1.11	(0.88–1.39) 0.38

Hosp	for	UA 97	(1.2) 81	(1.0) 1.19	(0.89–1.60) 0.24

Hosp	for	HF 289	(3.5) 228	(2.8) 1.27	(1.07–1.51) 0.007

Hosp	for	
coronary	revasc. 423	(5.2) 459	(5.6) 0.91	(0.80–1.04) 0.18	
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EXAMINE-análisis post	hoc

Zannad F.	Lancet.	2015.	Online	Mar	15

Primary	Composite	Cardiovascular	
Outcome*	

PP	Analysis	for	Non-inferiority

* CV death, nonfatal MI, nonfatal stroke, hospitalization for unstable angina

Green JB et al. NEJM 2015; DOI: 10.1056/NEJMoa1501352
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Hospitalization	for	Heart	Failure*
ITT	Analysis

* Adjusted for history of heart failure at baseline

Green JB et al. NEJM 2015; DOI: 10.1056/NEJMoa1501352

CNODES

Filion KB.	N	Engl J	Med.	2016;374:1145

ANÁLOGOS GLP-1

EndoDrChen.com
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Primary	outcome
CV	death,	non-fatal	myocardial	infarction,	or	non-fatal	stroke

The	primary	composite	outcome	in	the	time-to-event	analysis	was	the	first	occurrence	of	death	from	cardiovascular	causes,	non-fatal
myocardial	infarction,	or	non-fatal	stroke.	The	cumulative	incidences	were	estimated	with	the	use	of	the	Kaplan–Meier	method,	and	the
hazard	ratios	with	the	use	of	the	Cox	proportional-hazard	regression	model.	The	data	analyses	are	truncated	at	54	months,	because	less
than	10%	of	the	patients	had	an	observation	time	beyond	54	months. CI: confidence interval; CV: cardiovascular; HR: hazard ratio.

Presented	at	the	American	Diabetes	Association	76th Scientific	Sessions,	Session	3-CT-SY24. June	13	2016,	New	Orleans,	LA,	USA.	

All-cause	death

The	cumulative	incidences	were	estimated	with	the	use	of	the	Kaplan–Meier	method,	and	the	hazard	ratios	with	the	use	of	the	Cox	proportional-hazard	regression	
model.	The	data	analyses	are	truncated	at	54	months,	because	less	than	10%	of	the	patients	had	an	observation	time	beyond	54	months. CI: confidence interval; 
HR: hazard ratio.

Presented	at	the	American	Diabetes	Association	76th Scientific	Sessions,	Session	3-CT-SY24. June	13	2016,	New	Orleans,	LA,	USA.	

Hospitalization	for	heart	failure

The	cumulative	incidences	were	estimated	with	the	use	of	the	Kaplan–Meier	method,	and	the	hazard	ratios	with	the	use	of	the	Cox	proportional-hazard	regression	
model.	The	data	analyses	are	truncated	at	54	months,	because	less	than	10%	of	the	patients	had	an	observation	time	beyond	54	months. CI: confidence interval; 
HR: hazard ratio.

Presented	at	the	American	Diabetes	Association	76th Scientific	Sessions,	Session	3-CT-SY24. June	13	2016,	New	Orleans,	LA,	USA.	
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Time	to	first	eye	event
Photocoagulation	or	treatment	with	intravitreal agents,	vitreous	hemorrhage or	blindness

The	cumulative	incidences	were	estimated	with	the	use	of	the	Kaplan–Meier	method,	and	the	hazard	ratios	with	the	use	of	the	Cox	proportional-hazard	regression	
model.	The	data	analyses	are	truncated	at	54	months,	because	less	than	10%	of	the	patients	had	an	observation	time	beyond	54	months. CI: confidence interval; 
HR: hazard ratio.

Presented	at	the	American	Diabetes	Association	76th Scientific	Sessions,	Session	3-CT-SY24. June	13	2016,	New	Orleans,	LA,	USA.	

AEs	leading	to	permanent	treatment	discontinuation

*Exploratory	analysis	with	no	adjustment	of	p-values	for	multiplicity.
Permanent	discontinuation	of	the	treatment	regimen	was	indicated	by	the	investigator	in	the	adverse	event	form.	P-values	were	calculated	by	means	of	Pearson’s	chi-square	
test.

Presented	at	the	American	Diabetes	Association	76th Scientific	Sessions,	Session	3-CT-SY24. June	13	2016,	New	Orleans,	LA,	USA.	
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Sin	embargo…

• Los	estudios de	los análogos de	GLP-1	basados
en exendin 4	han sido neutros desde el	punto
de	vista	CV
– ELIXA	con	lixisenatide
– EXSCEL	con	exenatide semanal (datos no	
publicados)

EndoDrChen.com
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INHIBIDORES DE	SGLT-2

EndoDrChen.com

Key inclusion and exclusion criteria

• Key inclusion criteria
– Adults with type 2 diabetes
– BMI ≤45 kg/m2

– HbA1c 7–10%* 
– Established cardiovascular disease

• Prior myocardial infarction, coronary artery disease, stroke, unstable 
angina or occlusive peripheral arterial disease

• Key exclusion criteria
– eGFR <30 mL/min/1.73m2 (MDRD) 

50

BMI, body mass index; eGFR, estimated glomerular filtration rate; MDRD, Modification of Diet in Renal Disease
*No glucose-lowering therapy for ≥12 weeks prior to randomisation or no change in dose for ≥12 weeks prior to 
randomisation or, in the case of insulin, unchanged by >10% compared to the dose at randomisation 

Trial	design

• Study	medication	was	given	in	addition	to	standard	of	care

– Glucose-lowering	therapy	was	to	remain	unchanged	for	first	12	weeks
• Treatment	assignment	double	masked
• The	trial	was	to	continue	until	at	least	691	patients	experienced	an	adjudicated	primary	outcome	event

51

Randomised	and	
treated
(n=7020)

Empagliflozin	10	mg
(n=2345)	

Empagliflozin	25	mg	
(n=2342)	

Placebo	
(n=2333)

Screening
(n=11531)
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52

All patients (including those who discontinued study drug or initiated new therapies) were included in this 
mixed model repeated measures analysis (intent-to-treat) X-axis: timepoints 
with reasonable amount of data available for pre-scheduled measurements
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53

28 52 1080 164 22012

All patients (including those who discontinued study drug or initiated new therapies) were included in this 
mixed model repeated measures analysis (intent-to-treat) X-axis: timepoints 
with reasonable amount of data available for pre-scheduled measurements
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All patients (including those who discontinued study drug or initiated new therapies) were included in this 
mixed model repeated measures analysis (intent-to-treat) X-axis: timepoints 
with reasonable amount of data available for pre-scheduled measurements
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Systolic blood pressure  
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All patients (including those who discontinued study drug or initiated new therapies) were included in this 
mixed model repeated measures analysis (intent-to-treat) X-axis: timepoints 
with reasonable amount of data available for pre-scheduled measurements

Primary	outcome:
3-point	MACE

56

HR	0.86
(95.02%	CI	0.74,	0.99)

p=0.0382*

Cumulative	incidence	function.	MACE,	Major	Adverse	Cardiovascular	Event;	HR,	hazard	ratio.	
*	Two-sided	tests	for	superiority	were	conducted	(statistical	significance	was	indicated	if	p≤0.0498)

Patients with event/analysed
Empagliflozin Placebo HR (95%	CI) p-value

3-point	MACE 490/4687 282/2333 0.86 (0.74,	0.99)* 0.0382

CV	death 172/4687 137/2333 0.62 (0.49,	0.77) <0.0001

Non-fatal	MI 213/4687 121/2333 0.87 (0.70,	1.09) 0.2189

Non-fatal	stroke 150/4687 60/2333 1.24 (0.92,	1.67) 0.1638

0.25 0.50 1.00 2.00

CV	death,	MI	and	stroke

Favours	empagliflozin Favours	placebo

EndoDrChen.com
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CV	death		

58

HR	0.62
(95%	CI	0.49,	0.77)

p<0.0001

Cumulative	incidence	function.	HR,	hazard	ratio	

Hospitalisation	for	heart	failure

59

HR	0.65
(95%	CI	0.50,	0.85)

p=0.0017

Cumulative	incidence	function.	HR,	hazard	ratio	

All-cause	mortality

60

HR	0.68
(95%	CI	0.57,	0.82)

p<0.0001

Kaplan-Meier	estimate.	HR,	hazard	ratio	
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Number needed to treat (NNT) to prevent one death 
across landmark trials in patients with high CV risk

61

1. 4S investigator. Lancet 1994; 344: 1383-89, http://www.trialresultscenter.org/study2590-4S.htm; 
2. HOPE investigator N Engl J Med 2000;342:145-53, http://www.trialresultscenter.org/study2606-HOPE.htm

Simvastatin1

for 5.4 years

High CV risk  
5% diabetes, 26% hypertension

1994 2000 2015  

Pre-statin era

High CV risk
38% diabetes, 46% hypertension   

Ramipril2
for 5 years

Pre-ACEi/ARB era 

<29% statin

Empagliflozin 
for 3 years

T2DM with high CV risk 
92% hypertension 

>80% ACEi/ARB  

>75% statin
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Eventos CV	- dapagliflozina

EndoDrChen.com

DECLARE - Dapagliflozin Effects on CardiovascuLAR 
Events

68

CV, cardiovascular; DM, diabetes mellitus; MI, myocardial infarction; T2DM, type 2 diabetes 
mellitus.
https://clinicaltrials.gov/ct2/show/NCT01730534
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Endocrin
ologicandMetabolicDrugsAdvisoryCommittee/UCM379659.pdf

Primary	Endpoint
• MACE:	CV	Death,	MI,	Ischemic	Stroke

Screening 

Placebo

Dapagliflozin (10	mg/d)

~6 years April 2013-2019
Median follow-up ~4.5 yrs

Duration is event-driven: 1,390 events

1:
1

Do
ub

le
-b
lin
dInclusion	Criteria

•T2DM,	≥40	yrs
•Established	CVD	or	
Multiple	Risk	Factors

N	~17,150 All	other	DM	agents	per	treating	MD

AZ	CONFIDENTIAL.	CONSULTANT	ONLY.	DO	NOT	DUPLICATE	OR	DISTRIBUTE.

DECLARE:	Primary	and	Secondary	Outcomes

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

Primary	Outcome

• Time	to	first	event	of:
• Hospitalization	for	congestive	heart	failure
• The	composite	endpoint	of	CV	death,	MI,	ischemic	stroke,	
hospitalization	for	HF,	hospitalization	for	unstable	angina	or	
hospitalization	for	any	revascularization

• Time	to	all-cause	mortality
• Body	weight	from	baseline

Secondary	Outcomes

AZ	CONFIDENTIAL.	CONSULTANT	ONLY.	DO	NOT	DUPLICATE	OR	DISTRIBUTE.
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EVIDENCIAS EN LA	VIDA REAL

EndoDrChen.com

Real-world	evidence	de	Dapagliflozina:	datos	de	la	
práctica	clínica	rutinaria	apoyan	los	resultados	de	

ensayos	clínicos	aleatorizados1–3	

•
PSA:	Presión	Arterial	Sistólica.	
1.	Scheerer M,	et	al.	Diabetologie und Stoffwechsel 2015;10:98;	2.	Scheerer M,	et	al.	Diabetologie und Stoffwechsel 2015;10:99;	3.	Wilding JPH,	et	al. Poster	presented at	the 51st
European Association for
the Study of	Diabetes,	Stockholm,	Sweden.	14–18	September 2015;	Abstract A-15-209.

Reducciones de HbA1c 
1–3

–0.8 to –1.16% 

Pérdida de peso1–3†

–2.5 to –4.6 kg

Reducciones de PAS1†	

–2.3 mmHg

ADDITIONAL BENEFITS

Bajas tasas de hospitalización por insuficiencia cardiaca
y muerte por todas las causas en nuevos usuarios de iSGLT2:

Data presentada en el “66th Annual Scientific Session
of the American College of Cardiology”, Washington, 

DC, 17-19 de Marzo, 2017

Población de	Pacientes

154.523
iSGLT2

154.523
Otros	OAD
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Contribución de	los	iSGLT2

*Data shown are for all-cause death; data for HHF or all-cause death are similar

Hospitalización	por	Insuficiencia	Cardiaca	
Punto	final	primario

Heterogeneity p-value: 0.17

Todas las	causas de	muerte – Punto	final	
secundario

Heterogeneity p-value: 0.09
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Registros	nacionales	suecos:	Mortalidad	por	cualquier	
causa	de	los	medicamentos	hipoglucemiantes	

novedosos	en	comparación	con	insulina

Nyström	et	al.	Diabetes	Obes Metab 2017	[En	impresión]
IC,	intervalo	de	confianza;	DPP-4i,	inhibidor	de	la	dipeptidil	peptidasa	IV;	HR,	cociente	de	riesgos	instantáneos;	SGLT-2i,	inhibidor	del	cotransportador	de	sodio-glucosa	2

Los	medicamentos	hipoglucemiantes	novedosos	se	asociaron	a	un	menor	riesgo	de	
mortalidad	por	cualquier	causa	en	comparación	con	insulina

76

Insulina 10879 9883 5883 3221 890

Novedoso 10879 10482 6455 3324 910
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Novedoso	(dapagliflozina/DPP-4i)

HR	(IC	95%):	0.56	(0.49-0.64)

1.0 2.0

Los	medicamentos	hipoglucemiantes	novedosos	se	asociaron	a	un	menor	riesgo	de	ECV	
mortal	o	no	mortal	en	comparación	con	insulina

Registros	nacionales	suecos:	ECV	mortal	o	no	
mortal	de	los	medicamentos	hipoglucemiantes	

novedosos	en	comparación	con	insulina

Nyström et	al.	Diabetes	Obes Metab 2017	[En	impresión]
IC,	intervalo	de	confianza;	ECV,	enfermedad	cardiovascular;	DPP-4i,	inhibidor	de	la	dipeptidil peptidasa IV;	HR,	cociente	de	riesgos	instantáneos;	SGLT-2i,	inhibidor	del	cotransportador
de	sodio-glucosa	2

Insulina 10879 6608 1788 19

Novedoso 10879 6681 2040 17
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Novedoso	(dapagliflozina/DPP-4i)

HR	(IC	95%):	0.85	(0.73-0.99)

Tiempo	desde	el	inicio	del	nuevo	medicamento	(años)

• Dapagliflozina	se	asoció	con	un	56%	menos	riesgo	de	mortalidad	por	cualquier	causa	en	comparación	con	
insulina

• Los	inhibidores	de	DPP-4	se	asociaron	con	un	41%	menos	riesgo	de	mortalidad	por	cualquier	causa	en	
comparación	con	insulina

Registros	nacionales	suecos:	Mortalidad	por	
cualquier	causa	de	dapagliflozina	e	inhibidores	

de	DPP-4	en	comparación	con	insulina

Nyström	et	al.	Diabetes	Obes Metab 2017	[En	impresión]
IC,	intervalo	de	confianza;	DPP-4i,	inhibidor	de	la	dipeptidil	peptidasa	IV;	HR,	cociente	de	riesgos	instantáneos
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HR	(IC	95%):	0.44	(0.28-0.70)
P <	.001
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P <	.001
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Tiempo	desde	el	inicio	del	nuevo	medicamento	
(años)

Tiempo	desde	el	inicio	del	nuevo	
medicamento	(años)

• Dapagliflozina	se	asoció	con	un	49%	menos	riesgo	de	ECV	mortal	y	no	mortal	en	comparación	con	insulina
• Los	inhibidores	de	la	DPP-4	se	asociaron	con	un	49%	menos	riesgo	de	ECV	mortal	y	no	mortal	en	

comparación	con	insulina

Registros	nacionales	suecos:	ECV	mortal	y	no	mortal	de	
dapa	y	DPP-4i	en	comparación	con	insulina

Nyström	et	al.	Diabetes	Obes Metab 2017	[En	impresión]
IC,	intervalo	de	confianza;	ECV,	enfermedad	cardiovascular;	DPP-4i,	inhibidor	de	la	dipeptidil	peptidasa	IV;	HR,	cociente	de	riesgos	instantáneos;	SGLT-2i,	inhibidor	del	cotransportador	
de	sodio-glucosa	2
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HR	(IC	95%):	0.51	(0.30-0.86)
P <	0.011
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HR	(IC	95%):	0.87	(0.75-1.01)
P =	0.076
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Los	medicamentos	hipoglucemiantes	novedosos	se	asociaron	a	un	menor	riesgo	de	
hipoglucemia	grave	en	comparación	con	insulina

Registros	nacionales	suecos:	Hipoglucemia	grave	de	los	
medicamentos	hipoglucemiantes	novedosos	en	

comparación	con	insulina

Nyström	et	al.	Diabetes	Obes Metab 2017	[En	impresión]
DPP-4i,	inhibidor	de	la	dipeptidil	peptidasa	IV;	SGLT-2i,	inhibidor	del	cotransportador	de	sodio-glucosa	2
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Insulina 10879 6742 1850 19

Novedoso 10879 6818 2096 18
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HR	(IC	95%):	0.26	(0.12-0.57)

EFECTOS EN NEFROPATÍA
DIABÉTICA
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EMPAREG	- renal

EndoDrChen.com

CÓMO SE	EXPLICA EL	BENEFICIO
CARDIOVASCULAR?
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Heerspink H.	Circulation.	2016;134:752

Hipótesis

• Presión arterial
– Mayor	impacto en	ictus	y	no	hubo diferencia

• Aterosclerosis y	ácido úrico
– No	hay	cambios tan	tempranos

• Peso
– No	hay	cambios tan	tempranos

• Electrolitos?
• Sustrato energético?	

EndoDrChen.com

EndoDrChen.com
Verma S.	Diabetes	Care.	2016.	online	sep 27
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Bonner	C.	Nat	Med.	2015;21(5):512	
EndoDrChen.com

Taylor	SI.	J	Clin Endocrinol.	Metab.	2015;	epub junio.	
EndoDrChen.com
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Laboratory	Data:	Lipids	
• Small	mean	changes	from	baseline	in	fasting	lipid	levels	were	observed	with	dapagliflozin	10	

mg	after	24	weeks	of	treatment
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DAPA	10	mg Placebo

BL	mean	(mg/dL) 181.9 180.6 101.2 100.7 136.9 135.3 45.0 45.3 187.1 177.2

n	 1851 1747 1840 1736 1851 1747 1851 1748 1844 1736

EMDAC	slide	presentation.	Available	at:	
http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/endocrinologicandmetabolicdrugsadvisorycommittee/ucm379659.pdf	

Empagliflozina – Cambios en Lípidos

*El	rango	de	valores	basales	promedio	de	LDL-C	era	entre	90.3	y	90.6	mg/dL entre	los	grupos	de	tratamiento

2.3% 

4.6% 

6.5% 

0.0% 
1.0% 
2.0% 
3.0% 
4.0% 
5.0% 
6.0% 
7.0% 

Placebo Empagliflozina	10	mg Empagliflozina	25	mg

Porcentaje de	Cambio vs.	Valores Basales*

• Incrementos de LDL-C relacionados a la dosis se observaron en pacientes 
tratados con Empagliflozina

1. Jardiance Prescribing information, 2014

QUÉ SABEMOS NUEVO DE	LA	PARTE	
DE	SEGURIDAD?

EndoDrChen.com
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SEGURIDAD ÓSEA

EndoDrChen.com

Bolinder J.	Diab Obes Metab.	2013;16:159

EndoDrChen.com

• La proporción de pacientes con fracturas fue 
pequeña y equilibrada durante el tratamiento con 
Dapagliflozina versus placebo

Dapagliflozina: Eventos de Fracturas

Colección	de	datos	en	estudios	
controlados	con	Placebo(corto-

plazo)

Colección	de	datos	en	estudios	
controlados	con	Placebo(corto-

plazo	y	largo-plazo)

DAPA	10	mg PBO DAPA	10	mg PBO

Eventos,	n	(%)
N=2360
8	(0.3)

N=2295
17	(0.7)

N=2026
23	(1.1)

N=1956
32	(1.6)

EMDAC Documento de referencia disponible en:: 
http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/endocrinologicandmetabolicdrugsadvisorycommittee/ucm378079.pdf; 

DAPA= Dapagliflozina; PBO= Placebo

EndoDrChen.com
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Other	adverse	events	(2)

Patients treated with ≥1 dose of study drug
*Based on standardised MedDRA queries
†Based on 62 MedDRA preferred terms

Placebo	
(n=2333)

Empagliflozin
10	mg	

(n=2345)

Empagliflozin	
25 mg	

(n=2342)

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

Hepatic	injury* 108	
(4.6%)

1.91 80	
(3.4%)

1.35 88
(3.8%)

1.48

Hypersensitivity* 197
(8.4%)

3.59 158
(6.7%)

2.75 181
(7.7%)

3.14

Bone	fractures† 91
(3.9%)

1.61 92
(3.9%)

1.57 87	
(3.7%)

1.46

Rate = per100 patient-years

EndoDrChen.com
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Adverse events consistent with urinary tract 
infection  

Rate = per100 patient-years

Placebo 
(n=2333)

Empagliflozin
10 mg

(n=2345)

Empagliflozin 
25 mg

(n=2342)

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

Events consistent with UTI 423 
(18.1%)

8.21 426 
(18.2%)

8.02 416 
(17.8%)

7.75

Events leading to 
discontinuation

10 
(0.4%)

0.17 22 
(0.9%)

0.37 19 
(0.8%)

0.31

By sex

Male 158
(9.4%)

3.96 180 
(10.9%)

4.49 170
(10.1%)

4.09

Female 265
(40.6%)

22.81 246
(35.5%)

18.83 246 
(37.3%)

20.38

103

Patients treated with ≥1 dose of study drug
Based on 79 MedDRA preferred terms

QUÉ INDICAN LAS	GUÍAS?

EndoDrChen.com

EndoDrChen.com



7/1/17

36

Guías	ESC
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ADA	2017
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Conclusiones
• No	todos los diabéticos son	automáticamente de	
alto	riesgo CV
– Mayor	riesgo con	edad,	ERC,	mayor	tiempo de	
evolución

• Seguridad CV	de	drogas más antiguas no	han sido
evaluadas tan	extensamente

• Pioglitazona reduce	MACE	pero aumenta ICC
• Análogos de	GLP-1	reduce	MACE	pero riesgo de	
empeoramiento retinopatía

• Inhibidores SGLT-2	reduce	MACE,	mortalida total,	
hospitalización por falla cardíaca

EndoDrChen.com

Preguntas…
chenku2409@gmail.Com
EndoDrChen.Com
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