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Agenda

* Prediabetes and type 2 diabetes prevention

* Adherence

 CKD & Diabetes

* Diabetes technology in primary care

* Management of hyperglycemia in type 2 diabetes
* Obesity management in type 2 diabetes

» Cardiovascular risk and treatment options
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Enfermedad Renal Diabéetica (ERD)

Andrew S. Narva (National Institut of medicina , Bethesda, Maryland) m

National Institute of
Diabetes and Digestive

and Kidney Diseases

“Funcion y dano”
Funcion: Conceptos de eGFR (estimacion) MDRD /CK-EPI

Dano: Microalbuminuria (?)

Coc Alb/ Creatinina > 30 mg/d
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Enfermedad Renal Diabética (ERD)

Andrew S. Narva (National Institut of medicina , Bethesda, Maryland)

AN National Institute of
D) Diabetes and Digestive
and Kidney Diseases

Acciones

= Diagnostico correcto

= Monitorizar progresion

= Cribar complicaciones EDR

= Educar en EDR en la consulta

= Utilizar farmacos adecuados para evitar la progresion de CKD

Ex: Evitar dano renal (AINES) https://voutu.be/J2YaULhMx5g
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What Every PCP Needs to Know about Diabetes = gals
Technology in 2018 and Beyond

James J. Chamberlain, MD P

* Glucometros

* App calcular dosis de insulina

* Registro continuo de glucosa
 Bombas de insulina

» Hybrid inetragrated insulin sensor
 Lared y los estilos de vida.
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

Glucometros

 Descarga de resultados
 Muchos sistemas, cables, --.
* Tiempo para interpretarlos
« Variabilidad glucemia

« Margen error 5-10%
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

Glucometros

* Glooko Sistema unificado de manejo de la Diabetes
« Smart meters (verio flex--+)

Congreso ADA 2018 Highlights xc0s2018



What Every PCP Needs to Know about Diabetes  gaihis
Technology in 2018 and Beyond

James J. Chamberlain, MD

App calcular dosis de insulina

Diabnext clipsulin insulin dosing and BG app

LLULIFSULIN
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

App calcular dosis de insulina

Roche accu check connect Insulin doseing app T =
Companion medical inpen smart insulin delivecalcular dosis/ dexcom sensor = G ACCU-CMIK Comect

LATEST ENTRY « LUNCH
Tocey V' 28 M

American
‘ Diabetes
Association
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

Progress Alerts and

Snapshot Dose LogBook .
Reports Reminders

Calculator

\ American | piabetes
N L Association. | IS Primary
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What Every PCP Needs to Know about Diabetes ' td
Technology in 2018 and Beyond

James J. Chamberlain, MD ™

CGM (RCG)

Glucosa intersticial muy similar a la glucemia

DEXCOM G4/ DEXCOM G5/Medtronic

[ dias sensor

Determinacion de glucemia cada 5

2 calibraciones al dia (AGC)

Resultados se puede observar en apple watch, androids:--
No se necesita ACG para tomar decisiones

Dexcom clarity

Dexcom app
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

CGM (RCG)
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What Every PCP Needs to Know about Diabetes gl
Technology in 2018 and Beyond

James J. Chamberlain, MD
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Technology in 2018 and Beyond

James J. Chamberlain, MD

Dexcom G6 new

What Every PCP Needs to Know about Diabetes w

v 10 day sensor duration

¥ No calibrations required

v Patient may choose to calibrate
v MARD ~ 9% with no calibrations

v New ‘urgent low soon’ alert
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

Freestyle libre

10 dias

No calibracion

Necesario realizar ACG si valor alterado
No hay alarmas de hipo o hiper
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

V%

CGM studies

o Star 3 study
« Switch study
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

V9.

Insulin pump
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Artificial Pancreas

) - .
~ A C Device System
OMCQO ON3 ‘ l/‘ \

~eq O CO 0 O 0S8

BGD © _;‘
oraenado art phone (sao Are & \w./’
50MDE s - _-[- : .

* Blood Glucose Device

AS :1:1- jation
CIENTIFI DIAB
greso ADA 2018 Highlio SSION !




What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

Medtronic 670G Hybrid closed loop system

 Sensor similar a las caracteristocas de DEXCOM
e Como funciona
e - objetivos de Glucemia entre 1201 150

» Ajustes automaticos de insulina cada 5 min en relacion aCGM con objetivo
de 120 mg/dI

« Bolos automaticos con objetivo de 150 mg/dI
« Existe un a funcion automatica si desconexion:---
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD

Otros sistemas

« Basal IQ Tandem / Dexcom Type zero
» Big food artificial pancreas tech
* Openaps.orgs

»
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What Every PCP Needs to Know about Diabetes
Technology in 2018 and Beyond

James J. Chamberlain, MD -

App en estilos de vida

Reach your GOAL Weight
with our weight tracker!

CalorieKing

Myfitnessapp

ltrack bites Calorie king trusted
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Agenda

*New-Onset Type 2 Diabetes in the Youngest and the Oldest

* Real-World Evidence in Diabetes

* Should Metformin Remain the First-Line Therapy for Type 2 Diabetes?

 Cardiovascular Outcomes Trials (CVOTs) in Diabetes—Shall We
Continue or Change Course?

* The New World of Glucose Monitoring

*VADT 15 years later

* Bright study

*New ADA-EASD recommendations
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New-Onset Type 2 Diabetes in the Yougest and the oldest

S. Saydah; Type 2 Diabetes in Children, Adolescents, and Young Adults

Cardiometabolic risk factors among adolescents and young adults

Complications Higher among Youth with Type 2 Diabetes Compared to o rease el PLoriafftybink
Type 1 Diabetes . riskof B

death
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years
among
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La cohorte SEARCH estimé 20262 jévenes en 2009; incremento anual en la incidencia del 2,3%
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New-Onset Type 2 Diabetes in the Yougest and the oldest

S. Saydah; Type 2 Diabetes in Children, Adolescents, and Young Adults

Complications Higher among Youth with Type 2 Diabetes Compared to
Type 1 Diabetes Cardiometabolic risk factors among adolescents and young adults

increase early mortality risk

Risk of
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La cohorte SEARCH estimé 20262 jévenes en 2009; incremento anual en la incidencia del 2,3%
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New-Onset Type 2 Diabetes in the Yougest and the oldest

H. Florez; New-Onset Type 2 Diabetes among the Elderly

Diabetes Onset in the Elderly:
2 65 years vs. Middle Age
OlderOnset ~ Middle’/Age/@nset

* Shorter diabetes * Longer diabetes
duration duration
* Lower mean A1C * Higher mean A1C

* Lower insulin use * Higher insulin use

* Lower incidence of . Higher incidence of
retinopathy retinopathy

No difference in prevalence of
cardiovascular disease (CVD)
Selvin E, et al. Diabetes Care 2006; 29:2415-2419.

Mortalidad significativamente superior HbAlcsupa 7,5% VS infa 6,5%

EXPERIENCE
NEW HORIZONS
IN DIABETES

American
A Diabetes
. Association.

TH SCIENTIFIC
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Real-World Evidence in Diabetes

Kamlesh Khunti, Sean D. Sullivan, Timothy S. Bailey, Lawrence Blond, Stewart Harris

Differences between RCT and
RW studies

N s "; -
Real-World

American
Diabetes EXPERIENCE
. Association. NEW HORIZONS

77TH SCIENTIFIC IN DIABETES
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Strengths

iraditional RCT

Traditional gold standard for
evaluating efficacy and safely

Reduced risk of confounding

Limitations

) Expensive

Reduced translatability of results
exclusion of key patient populations

[_{?_H\‘uﬂs(":ﬂr gmatic I

- —— S S, —

Economical and ime efficient
Effectiveness in clinica
| practice, with large dala sets

Includes health oulcomes and resource
@ utilization - Funding implications

ongreso ADA 2018 Hianlio SSION

Requires spec nm ofte m mes
advanced, methodologies {0 overcome
potential confounding faclors

Less burden on patients and (il nician,;
nowever, can lead to inconsistent or
missing data




Real-World Evidence in Diabetes

Kamlesh Khunti, Sean D. Sullivan, Timothy S. Bailey, Lawrence Blond, Stewart Harris

Continuum of clinical research: RCTs and RWE

road 1 RCTs: Tightly controlled
‘ in a narrow, population
|

A Diabetes EXPERIENCE
. Association. NEW HORIZONS
77TH SCIENTIFIC IN DIABETES
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~— UNIVERSITY of WASHINGTON

Taxonomy of Evidence
. | i

To the patent? To Ow payer socwety?
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UNIVERSITY of WASHINGTON

Recognizing the Limitations of

Real-World Evidence

* Can be costly to undertake

* Can be complicated to design and execute

- Medical record abstraction
- Record linkage

— What will happen if data analysis becomes simply about pressing a few buttons?
* Can be difficult to interpret and communicate

-~ Odds and hazard ratio’s instead of NNT or N
- Lots of jargon (e.g. propensity score, eis

Congreso ADA 2018



Recognizing the Limitations of
Real-World Evidence

* Most significant concern is bias:

- There is selection bias in treatment decisions and this bias can lead to differences
In outcomes unrelated to treatment.

— Despite sophisticated statistical techniques, bias is never fully taken account -
leaving decision makers skeptical of the internal validity of RWE.

— This is particularly relevant for comparative treatment studies undertaken with
observational data.

Congreso ADA 2018




Advances in RWE methodologies
e Strategies can be employed to address the Iimi

real-world evidence

e These can include:

— Appropriate study design
« Pragmatic RCTs...
— Matching and statistical adjustment

» Propensity score matching

— Machine learning -

Congreso ADA 2018



— UNIVERSITY of WASHINGTON

Interesant!!!
Analytics Continuum for Real-World Evidence Approach

Traditional RWE analytics Machine learning and advanced analytics
Confam existing ypotheses based on experience of Generate new hypotheses for clinical or
existing dats comemercial signilicance |
Applies standard statistical methods 1o compare outcomes Advanced capabiity 10 find for non-obvious patient segmants that
between matched patient cohorts exDerendt Dast O WOorst outcomes

Reduce vaciability a5 mesxch 38 possible by crafting Mghly comtrolied Embraces variability 10 find a ‘signal’ across 10005
patient cohorts of variables

Focus on single data source, or network of highly homogeneous
data sources, 10 analyie endpoints that are directly cbservable in
the Sata

Integrate a range of heterogeneous scurces 10 buld complex
models for peoxy endpoints

-

Run an Itecative process by refocusing analytical effort to go deeper
in areas that are most promising and valuable

Run a linoar process executing against a pre-defined research plan

—_—

Doscriptive Diagnostic Predictive

what happened? What may happen?

Congreso ADA 2018

Why did st happensd




UNIVERSITY of WASHINGTON

Artificial intelligence — big data and analytics

Analytics types

Data needed




Real-World Evidence Iin Diabetes

Kamlesh Khunti, Sean D. Sullivan, Timothy S. Bailey, Lawrence Blond, Stewart Harris

RW vs RCT: A1C change for insulin regimens

Real-world RC1

-0.25
FRY
' |

L
mean ;008
p=001

-1.34

-1.44
L o
mean diff: 007
B Premix  ® Basal-bolus p = 0,89

American
Diabetes EXPERIENCE
. Association. NEW HORIZONS

77TH SCIENTIFIC IN DIABETES
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RW vs. RCT efficacy: A1C reductions in individuals initiating a
GLP-1 RA or a DPP-4 inhibitor

GLP-1RAs DPP-4 Inhibitors
(12 months) (12 months)

11 Clinical Trials Real Work 11 Clinical Trials

(n=2.600) n=221) (n=1,889) (n=632

| 305 (1068 goap

-1.25

Change in A




Real-World Evidence Iin Diabetes

Kamlesh Khunti, Sean D. Sullivan, Timothy S. Bailey, Lawrence Blond, Stewart Harris

Lack of patient adherence explains 75% of the efficacy gap

~
-

Explainng the Gap

CAP‘{
Explainng the Gep

Adherance

Real World Resuts Predicied

T ' : "'- -
yoca I nal Conddons

Real YWorld

hange in A1C (%)

-~
~-

American
Diabetes EXPERIENCE
. Association. NEW HORIZONS
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Real-World Evidence in Diabetes

Kamlesh Khunti, Sean D. Sullivan, Timothy S. Bailey, Lawrence Blond, Stewart Harris

Need for real-world evidence is also recognized
by regulatory authorities

e \( @wwea )

' “Real-world data... have the ablity to “The Incorperation of “realworkd evidence™ —
significantly contribute 1o the way the 1hat s, evidente derived from dala gathered
banaft-risk balance of meadicines is assessed from aclusl palient expenances,
over their entire ife cycle™ in 2l their diversity — In many ways represents
an important step 1oward a tundamenially betier
understanding of stales of disease and health™

‘I

N

American
A Diabetes EXPERIENCE
. Association. NEW HORIZONS
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Real-World Evidence in Diabetes
Estudio CVD real 2

CVD- Radl 2 sventos CV y muerts con ol nicio de ISGLTZ vs 1DPPS

« ASSOcCIation. NEW HOR ON
77THS IN DIABETES
SES
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Real world evidence: insulinas de 2% generacion

DELIVER-D: U300 vs Degludec

1620 pacientes
Propensity score matching

Glargina U100— Glar U300 6
Degludec

HbA1c

0

Hipos

1=

Congreso ADA 2018 Highlights

LIGHTNING: U300 vs Degludec

3000 pacientes
Propensity score matching
(subestudio)

Glar U100 o Det— Gla U300 6

able HDA eductions following a

or comparator B ‘

Hipos I

% vs O 8%

4056 pacientes
Propensity score matching

ADOs — Gla U300 6 Degludec




Real-World Evidence in Diabetes
Estudio CVD real 2

El segundo estudio de vida real presentado en formato p.ster fue el CVD- Real 2 que muestra
los resultados de eventos CV y muerte tras el inicio de ISGLT2 vs IDPP4.

La poblaci.n objetivo son pacientes adultos con DM2 que iniciaron tratamiento con ISGLT2 o
bien con IDPP4.

El estudio cuenta con pacientes de 12 pa.ses, incluido Espa.a con una representaci.n de
11.430 pacientes.

En total 1,7 millones de pacientes cumpl.an los criterios de selecci.n, tras aplicar el propensity
score el n.mero de pacientes en cada grupo fue de 181,620.

Durante el seguimiento hubo 4,768 muertes por todas las causas; 1,818 en el grupo de ISGLT-2
(IR 0.83 por 100 personas-a.o) y 2,950 en el grupo IDPP4 (IR 1.33 por 100 personas a.o).

El tratamiento con ISGLT2 comparado con IDPP4 mostr. menor mortalidad por todas las
causas as. como por hospitalizaci.n por fallo cardiaco

EXPERIENCE
NEW HORIZONS
IN DIABETES

American
A Diabetes
. Association.

7 TH SCIENTIFIC
SESSIONS
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112-LB Efficacy and Safety of continuing Sitagliptin when Initiating Insulin Therapy in
subjects with type 2 Diabetes Mellitus

Objectives Figure 6. Documented Symptomatic
Hypoglycemia Endpoints, Event Rates (A)

This study was designed to evaluate the impact of and Incidences (B)

continuing the DPP-4i sitagliptin when initiating and
intensively titrating insulin glargine on glycemic efficacy
and hypoglycemia

Ratio = 0.73*
. (0.54, 0.98)
2.5 p=0.039
212
(n = 370)

Table 1. Baseline Demographic, 2.0 1

Anthropometric, and Disease Characteristics BN Sitagliptin

B Placebo

Sitagliptin Placebo 54

N=373 N =370
Age, years 58.6 +9.5 581 +9.7
Female, n (%) 203 (54.4) 180 (48.6)
Body Weight, kg 848+19.8 | 856194
BMI, kg/m? 31.2+5.8 31157
A1C, % 88+0.9 8.8+1.0
FPG, mg/dL 199.0 £ 50.8 | 201.2+ 51.8 BG =70 mg/dL BG <56 mg/dL

. - 2 *Two participants {(both in the sitaghptin group) were not included in the analysis value of a model covariate (race) i a post hoc
eGFR! ml,mln“ 73 m 1037 * 303 1064 T 281 analysis that removed race from the model (thereby aliowing the 2 participants 1o be included), the event rate ratio was 0.76; p=0.073

1.0

Ratio = 0.76
(0.40, 1.44)

05 - p=0.394

i 0.22
0.17

(n = 371) (n=370)

Documented Sympotomatic
Hypoglycemia, Events / Participant Year

0.0

Duration of

type 2 diabetes, years 104+68 | 111+6.9 0 MSD

Valuos are mean £ standard deviation uniess otherwise noted, BMi=body mass Index "N el
FPG=fasting plasma glucose; eGFR=estimated glomerutar filtration rate
Participants with eGFR <60 mL/min/1.73 m* were exciuded from the study







Should Metformin Remain the First-Line Therapy

for Type 2 Diabetes?
V. Aroda / A. Cheng

El debate lo inicié la Dra. Vanita Aroda a favor de la metformina, en su alegato a favor repasé la evidencia disponible
desde los estudios en prediabetes como el DPP hasta los ultimos estudios de seguridad cardiovascular como el
LEDER, EMPAREG o CVD-REAL donde la metformina estaba presente en aproximadamente el 70-80% de los
pacientes. También recordd beneficios adicionales de la meformina.

Recordo que su uso esta apoyado desde el 2006 momento de la aparicion del primer algoritmo del manejo de la
DM2 de la ADA/EASD. La metformina sigue siendo la primera opcion basandose en su eficacia, seguridad, coste y
beneficio cardiovascular.

Posteriormente llego la réplica para la Dra. Alice Cheng, quien antes de iniciar su ponencia expreso que ella
también esta a favor de la metformina pero no como primer escalén. Para ello expuso las cinco razones por las que
la metformina no deberia de ser el primer escalon.

Destacd que a diferencia de otros hipoglucemiantes la metformina solo tiene dos sitios de accidn, no mejora los
parametros metabdlicos como el peso, la presidn arterial o el perfil lipidico, no tiene beneficio a nivel renal, ni
cardiovascular y que tampoco disminuye la mortalidad.

En tiempo de preguntas ambas estuvieron de acuerdo que probablemente lo que se necesite sea ser mas agresivo
inicialmente y emplear conjuntamente con la metformina farmacos que tengan beneficios adicionales.

EXPERIENCE
NEW HORIZONS
IN DIABETES
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Should Metformin Remain the First-Line Therapy

for Type 2 Diabetes”?
V. Aroda / A. Cheng

American
Diabetes @ | EXPERIENCE
Association. | NEW HORIZONS

77TH SCIENTIFIC | IN DIABETES
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Should Metformin Remain the First-Line Therapy @

for Type 2 Dlabetes'?
V. Aroda / A. Cheng

60 years of metformin use:"
a glance at the past and
a look to the future

\3 Springer

American
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Should Metformin Remain the First-Line Therapy g

for Type 2 Diabetes”?
V. Aroda / A. Cheng

Razones para continuar con metformina

2. Efecto sobre el peso: neutro/
P . 1. Mecanismo fisiopatolégico: actuar a mas niveles

_ _ 2. Mas alla de HbA1c: beneficio en otros parametros
4. Buen perfil de seguridad metabodlicos (peso, TA, perfil lipidico...)

S. Bajo coste 3. Beneficios microvasculares (nefropatia)

3. Ausencia de hipoglucemias

4. Beneficios macrovasculares
5. Mortalidad

American
Diabetes EXPERIENCE
NEW HORIZONS

. Association.
Congreso ADA 201¢& 7777™ sClENTIFIC IN DIABETES xc0s2018






Cardiovascular Outcomes Trials (CVOTs) in Diabetes—

Shall We Continue or Change Course?
Steven P. Marso, Darren K. McGuire

- MARSO, reforzo lo que hemos aprendido gracias a los ESCV.
- McGUIRE, La necesidad de redefinir el disefio de estos estudios (son muy costosos sobre todo si

solo aportan seguridad (no beneficio), falta la generalizacion y limitados a 5 anos.

PROPUESTAS

- Poblacion: prevencion 1°,IC, Obesidad, No diabetes

- Objetivo principal: MACE 3 puntos, otros ECV (IC, angina inestable, revascularizacion)
progresion de ERC, perdida de peso.

- Comparacion: Farmaco qu ehaya demostrado beneficio CV: Lira, sema, empa , cana, no PBO
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Prioritizing Injectable Therapies in Type 2 Diabetes
XXXXXXX

La utilizacion del CGM en DM2 con insulina mostré A1c | 0,8%

Permitia una monitorizacion mas estrecha de las hipoglucemias, hasta un 21% DM2 con

insulina con hipoglucemias severas

- DM2 FFOO A1c | 0,3% (Malanda 2012) , mejora de adherencia al tto y observar el impacto
delcambio de plan terapéutico.

- Posible beneficio en algunos personas del autocontrol y ajuste de los estilos de vida
(alimentacion)

- Coste elevado que limita su uso dados los beneficios terapeuticos discretos en DM2 con FFOO

- Necesidad de programas de educacion que permitan a pacientes y sanitarios la comprension y

potencial actitud frente a los resultados del lector

A
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The New World of Glucose Monitoring
Alison Evert, MS, Mary Johnson, RN, Patricia Knutsen RN, Margaret Pellizzari MS

El valor de A1c és el “gold standard”

Importancia de dispossar d’altres parametres que permetin determinar el
comportament glucemic (correlacio alimentacio i act. Fisica)
CGM intermitent /CGM profesional

Standarditzacio dels resultats
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Variabilidad glucémica
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Variabilidad glucemica

Paciente A

Paciente B

HbA1c similar
Variabilidad diferente

Jung HS. Clinical Implications of Glucose Variability: Chronic Complications of Diabetes. Endocrinol Metab (Seoul)
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The New World of Glucose Monitoring
Alison Evert, MS, Mary Johnson, RN, Patricia Knutsen RN, Margaret Pellizzari MS
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The New World of Glucose Monitoring
Alison Evert, MS, Mary Johnson, RN, Patricia Knutsen RN, Margaret Pellizzari MS
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The New World of Glucose Monitoring
Alison Evert, MS, Mary Johnson, RN, Patricia Knutsen RN, Margaret Pellizzari MS

- El valor de A1c és el “gold standard”

- Importancia de dispossar d’altres parametres que permetin determinar el
comportament glucemic (correlacié alimentacio i act. Fisica)

- CGM intermitent /CGM profesional

- Standarditzacio dels resultats

- " 9 pases per interpretar Registres glucemics ambulatoris”
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The New World of Glucose Monitoring
Alison Evert, MS, Mary Johnson, RN, Patricia Knutsen RN, Margaret Pellizzari MS

“ 9 pases per interpretar registres glucemics ambulatoris”

Use adequate data (at least 10 days of measures)

“mark it up”—meaning edit with meal notations, vacation, snacks, exercise, etc.;
Ask the patient “what do you see?” and most importantly, LISTEN

|dentify patterns of hypoglycemia

|ldentify patterns of hyperglycemia

|dentify areas of wide glycemic variability

Compare to past AGPs, reinforcing successful behaviors

Agree on an action plan together

© © N o O B~ 0 Dh =

Provide the patient a copy and include it in the electronic health record.
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Diabetes Treatment In T2DM Patients With Renal Disease:
How Many Are Receiving Contraindicated Drugs?

Josep Franch Nadal?3, Manel Mata-Cases24, Jordi Real'®, Marta Cedenilla®, Karine Ferreira de Campos‘, Antén Gomez®, Didac Mauriciol2".

Table 1. Clinical and demographic caracteristics of patients with
T2DM and CKD

T20M patients with CKD (N=122,996)

Mean age, years (SD) 76.1(109)
Gender (female) % 48.5%
Mean duration of T2DM years [95%C1) 10,9 [6.3;14.0)
Smoking status
Non smoker, % 58.2%
Smoker, % 10.8%
Former smoker, % 31.0%
Maan blood pressure (SBP/DBP), mmHg (SD) 134 (14.7) /73.0 (10.1)
Mean BMI, hg/m: (SD) 30.0(5.3)

l =
' SR
Mean HbAlc, % (SD) 7.2 (1.4) o o - —

L - b —
Lipid profile "4
Mean total cholesterol, mg/dL (SD) 177 (40.9) / / ,‘ / f " 4 /

Mean LDL-c, mg/dL (SO) 57.8(325)
LR e

h\m

Mean HDL-¢, mg/dL (SD) 47.6(13.0)
Mean total cholesterol, mg/dL (SD) 177 (40.9)

Treatment class
Metformin 60.4%
DPPa- 19.7%

SUs 18.6%
SGLY2i 2.1% P SD
Insulin 30.2% POSter nO 1647 0 M-n N TS

Figure 1. Use of mttypergiycemac spraty among TXDM potienty witk
¢GFR 3044 and o FR < W sl many']| Vi




Ponente G Bakris

What is the Goal BP and Initial Therapy in Kidney Disease - = —
o Dlebetes (o Raduos GV RIK? ADA recommendations distinguish BP thresholds used'to

Initial Therapy diagnose hypertension from those used as treatment targets, " as

thai dlnbin miia . . .
-+, Adjusted cubic spline model of the association between hazard ratio and i hemogiobin A hreshold usedt diagnose di

TSk . 9 (]
ACCIAHA BP (2017) 0 ﬁi: ;f’zr?:: :;t: ,7;'2 without diabetes mellitus e used as treatment targets.” With this view, there

KDIGO/KDOQI (NKF) (2013) 140 1439 DM Heart Study TOTAL-19,089 Without Diabetes i nale tOChange the BP thresholds used to define hy'
2014 Expert Panel Report (2013) <130, Mean 16.2 yr. FU ' ot . :
T E % | Diabetes : o m140/90mm Hg or higher (a5 recommendedmADA
INC 7 (2003) s % i : ' / dothers) to 130/80 mm Hg or higher (as recom-
ATPiabetes/\ss0c(2000) e AN - 2 ACC/AHA guidelines) > Among people with diabe-
Canadian HTN Soc. (2002) <130/ ] p 4 b £ TG % :
DR A o) A5 | _ other conditions with high cardiovascular risk, the
Natl. Kidney Foundation (2000) <140/ 4 / \ A : e hypertension IS already hlgh and would not increase
British HTN Soc. (1999) a0 i  ' N\ y applying lower BP thresholds. Rather, most adults

oinC vl (1997 <130/

A ' <> MSD
Gomadam P et al. J Hypertens 2017,36:85-92 wA T




VADT at 15 years_ acute and chronic complications

U.S. Department
of Veterans Affairs
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VADT at 15 years_ acute and chronic complications

ng.“

U.S. Department
of Veterans Affairs

« Surveys:
Anualmente: QOL, MACE,

otros (vision, cirugia
ocular, dialisis, tx renal)

« Chart reviews:

IAM, ictus, amputaciones

N Engl J Med 2015;372:2197-206.
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VADT at 15 years_ acute and chronic complications

2

U.S. Department
of Veterans Affairs

OTHERS OUTCOMES Analisis por intencion de tratar

“

BINCLUIDOS O NO INCLUIDOS

HR 0,91 (0,78, 1.06), p = 0,23

No ES
fotocagulacion, vitrectomia, inyecciones intravitreas= retinal
No ES event composite 2 p= 0,053 (ninguno de los endpoint ES por
separado)
American
Diabetes EXPERIENCE
. Association. NEW HORIZONS
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VADT at 15 years_ acute and chronic complications

q‘*

U.S. Department
of Veterans Affairs

HBA1c

Retencion

DM & CV drugs

GLP1/iSGLT2

Primary outcomes

Incidencia

HR (95%)
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BRIGHT study

Similar Glycemic Control and Less or Comparable
Hypoglycemia with Insulin Glargine 300 U/mL (Gla-300)
vs Degludec 100 U/mL (IDeg-100) in Insulin-Naive Adults

with T2DM on Antihyperglycemic Drugs + GLP-1 RAs:
The BRIGHT Randomized Study

Alice Cheng’, Julio mscnstock?, Robert Ritzel’, Zsolt Bosnyak?, Christine Devisme®, Peter
Stella, Anna MG Cali’, Xiangling Wang?®, Juan Frias®, Ronan Roussel'®, Geremia B Bolli™
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BRIGHT

60 anos

Duracién DM 10 a
IMC 31 kg/m?
HbA1c 8.7%

46% =22 ADOs

Treatment period Post mtmon(
(24 woeks)

LS mean difference for Gla-300 vs IDeg-100:
0,05 % (95 % C1 0.15 to0 0.05) (0.6 mmoVmol [~1.7 to 0.6]),
nonsnferiority pwvalue <0.0001

F U (Ouunounuy ) YO

w

Titration period

Maintenance period

Glucemia capilar basal =

L 6 BN  FastingSMPG |

Resultados
semanas

Glargina U300

HbA1c -

Degludec

Glucem|a1 capllar'
basal

T pton perod

| hipoglucemia
Hipoglucemias

Incidence

mantenimiento

Incidencs %

HipogHi@@hias' .- ..])

globu e y'ncr\
mantenimiento’

Dosis, d& -t o
insulina *

nmoil |

\

Gla-300 IDog-100 OR (95% Cn

10,54 TONLL

p-value

Juoehs)

Confimed (470 mgial [53 8 momotl)

émm o"snéhl O mmedL])

ava M
A 17

07 (05T way

0 £ (040 2 0.00)

NAnce period (1324 weeks)
pe-si-ﬁv;n.-.‘.“ mOal |53 9 mmoid

Cortimed (<54 mgidL [<3

Evendt rate Iavents




Introduction

Second-generation basal insulin analogs, Gla-300 and IDeg-100, have smoother PK/FD
profiles than Gla-100'2

+ Gla-300 and IDeg-100 both provide similar HbA,. reductions to Gla-100 but with less
hypoglycemia in people with T2DM?#

« However, direct clinical comparisons between these two second-generation basal insulin
analogs are not available

The BRIGHT study was the first head-to-head RCT designed to compare

the efficacy and safety of Gla-300 with IDeg-100 in participants with T2DM

C/a PO e X0 LUt O Pt RAr GLeagen [he Suptco 1 a0eitr B0l DN 13X, AL Cagiain 100 L PYOPD 1AW D et AT AN 4 =% 8

ARGt NPT NI D2 ?.'1".' ".:\‘.‘C ey o.-.' A\ on

1 Decrar B o o, Ddeten Corw 200450 GI7-64) 2 diene T_of 3. Dbt Coor Mten 2042 14 550 564 B p’ ' G :‘H '
L s F 2 O 002 At J045 Y5 17900 4 BRI o2 ¥ Doty D0 Mo X5y e v - 1



Study design

« Multicenter, open-label, 1:1 randomized, active-controlied, 2-arm parallel-group,
non-inferiority study in adult participants with uncontrolled T2DM

Screening Treatment period Post treatment
(2 weeks) (24 weeks) (7 days)

Eligible patients:
218 years ; Iy
T2DM duration 21 year SRt
HbA. 27510 5105 % at screening laration periad - Matrteronce perod
BMI 225 to €40 xo/my¢ (0. 17 weeks) (13- 24 weeks)

OAO use + GLP-1 RAs_at stable

dose for 23 months
No priof insulin use? 1Deg100 once dalty (PM) (1=463) | Followup

.
Seratification by l

Fivatoert end
Frmary endpom
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Insulin dosing and titration

g-100 were sell-administerd 4F |
joses (as per labeling) were: Gla-300, 0.2 U/kg: IDeg
1 fasting SMPG target of 80-100 mg/dL (4.4--5.6 mmol/L)

Median® fast hI }(3,": ”aj’uu(“]j‘ ‘)';l\) L -300 and IDeg-100

>140 (>/.8) +6 U

/8 +4 U

*100-5120 (>5.6-56.7)
280-5100 (24.4-55.6)
<80 (<4.4) or 1 symplomaltic confwmed hypoglycemia :
P Adh, YPOYS -2 U or at investligator’s discretio

episode In preceding week

Nitration was performed with the aim of target achievement within 8 to 12 weeks posil
randomization (1 [li’.ll(,‘.'l ;:'f:nr,ni,n

BRIGHT

xco0s2018
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Pre-defined study endpoints

r | :
Primary efficacy endpoint:

Change in HbA,  from baseline to week 24

Analyzed using a MMRM approach, adjusted for covanates including baseline H

Non-inferionty margin was 0.3 % (HbA,, unils)
\.

~
Secondary efficacy endpoints included:

Change in FPG, fasting SMPG and 8-point SMPG profiles from basedine (0 week 24
Variabdlity of 8-point SMPG proliles

\

rSafety endpoints included:
Incidence and annualized rates of confirmed hypoglycemia (570 and <54 mg/dL) over the full 24 week
period, and during weeks 0-12 (fitration period) and weeks 13-24 (maintenance period)

TEAES

/

BRIGHT
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Pre-defined study endpoints

e . -
Primary efficacy endpoint:
« Change in HbA,. from baseline to week 24

Analyzed using a MMRM approach, adjusted for covariates including baseline HbA,,

ks Non-inferiority margin was 0.3 % (HbA,. units)

rSecandafy efficacy endpoints included:

« Change in FPG, fasting SMPG and 8-point SMPG profiles from baseline to week 24
« Variability of 8-point SMPG profiles

-

rSafety endpoints included:

Incidence and annualized rates of confirmed hypoglycemia (<70 and <54 mg/dL) over the full 24-week
period, and during weeks 0-12 (litration period) and weeks 13-24 (maintenance period)

TEAES
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Baseline characteristics were similar between
treatment groups

= ﬁ“ =

Age, years 606 £ 9.t 605+ 9
Sex (male/female), n (%) 2471219 (53.0v47 .0) 252/211 (54 . 4/45.06)
BMI, kg/m“ 31.7+43 31.31x4.4
Known T2DM duration, years 10.5+6.1 10.7 £ 6.5
HbA,,
7o 87208 8§6+038
mmeol/mol 71.7 £ 9.1 702+ 8.7

Fasting plasma glucose
ma/dL 191 + 49 182 £ 51
mmol/L 106 £2.7 10.1 £2.9
Fasting SMPG

mg/dL 178 £ 41 172+ 38
mmol/L 99+23 95+21

BRI GH
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Background therapy use was similar
treatment groups

Number of prior non-insulin antivyperglycemic treatments used, n (%)

Prior non-Iinsulin antihyperglycemic treatments, n (%)
Metformin
suU
DPP Inhibltors
SCLT-2 Inhibitors
GLP-1 receptor agonists
Thiazolidinediones
Gllnides
Alpha-glucosidase Inhibitors

G X0, msa glagre 200 UM CLN S ghtagon e pestide- 1, Doy 100 radtn doghudet V)

e U storyren
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201 (64.6)
121 (26.0)
62(13.3)
46 (9.9)
21(4.5)
12(26)
9(1.9)
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Non-inferiority of Gla-300 vs IDeg-100 in HbA,_
reduction at study end

i € s » " T e 11 ) ’“’.- o \
LS mean difference for Gla-300 vs 1Deg-100:
=0.05 % (95 % CI1 =0.15 10 0.05) (0.6 mmolmol [-1.7 to 0.6]),
non-inferiority p-value <0.0001

—~

Titration pernod Malntenance period

BRIGHT

American

Diabetes EXPERIENCE
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FPG and fasting SMPG reduction with Gla-300 vs IDeg-100 from
baseline to study end

FPG Fasting SMPG

p h -
LS mean difference for G1a.300 vs IDeg-100; LS mean ditference for Gia-300 vs ICeg-100;
7.7 mo/dl (05 % CI: 2.7 10 12.7) 1.1 mgiaL {95 %4 Cl: 1.9 10 4.1)
 — J ~
128 + + 110 {5 110
108 r 105 183 b D8
1 170 - Gla-300 | ")oﬁ :Z 178 | -~ Glo-300 %00 -:
- oy ~: . (L .:
g 168 ."'0’9'1w - 95 3 ? A ""ch 100 b 9 ¢
g 158 99 b - 159 4 2 ':4
- L ™ o - ’
v 148 L2 8 F 148 Bad -
B [ 30 8 E 148 1 80 3
= 1358 - S }3 '38 ' e -
- 75 » ; s 5
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18 L 65 158 4 . - of G5
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-— A e - > -
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PATEAC i anty P ety
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Similar 8-point SMPG and variability profiles
at baseline and study end

8-point SMPG profiles

Variabllity

220 9
L 24-h SMFG
v L 115 2
o 200 8 Haschne
2 ‘o N o
3 Camad Woek 24
180
3 L 05 £ LS moan change*
o 160 - F SWPG
g a5 3 asting
8 140 | ' \ = 3 Baseino
- ’ N P "
S ¥ iy —e— (23300 Bysetae % Woek 24
120 & P o D0g- 100 DascIe | .,
‘ “ad v = GO0 weck 24 63 LS mean change*
"‘"(‘N 100 woek 24 NOINL M et
‘C‘) 1 3 1 4 ! 2 1 11 1 4 ' 4 1 !’ 5 e
P e’«"'}g} > c"&d\ wod‘ eﬂ“ﬁ‘ ﬁﬁé M Similar vanability of 24-h SMPG
S g :d*"* o o o ot @ and fasting SMPG at baseline and
g ¥ week 24 with both treatments
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Anytime (24 h) hypoglycemia

Events per prhent your — —
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Nocturnal (00:00-06:00 h) hypoglycemia

medente. 'S . ; £ veats per potiertyeor

= G230 ey 100 G300 100100 ~ pvINe
_ . . 300 1008 ,
9% % CO p-valse 2 4 2 s s

Gia-300 IDeg-100 9 % Ot

Pl slady period (0-24 weeks)

THzaton period (0-12 woeks)
T (70 Mo B3 9 oA}

i Y (- ino)":-‘I;H-- "%l

Mardeaance penod (15-24 weehs)
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Basal insulin dose and body weight over wee

oy 2d4 2008 219 200 Baselino 0064 16.1 88.7 £ 15.9
Fotaton beaihert
dience ol Saievo 0.07 u“g
HHEE 505 064 32 043
£256 2026 233 2028 Woek 24 9251 166 0142167
Betoacen Srostmond
ABonco o woek 24 0.1 U""Q
Change from baselne 336 0.36 291 oNn Change from basedne
o week 24 £244 2025 4233 2024 to week 24 20238 23436

Dils 20 mean § SO sz ept Aor Letuers Deowd &5 03 B0y medn irienied) Cats are wean g SD
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Treatment-emergent adverse events

* No specific safety concerns were reported
« There was one death in the Gla-300 group (adenocarcinoma of the colon)
« Only one episode of severe hypoglycemia occurred during the entire study '

n (%)

Participants with any treatment-emergent AE 202 (43.7) 221 (47.8)
Participants with any treatment-emergent serious AE 21 (4.5) 20 (4.3)
Participants with any treatment-emergent AE leading to death 100.2) 0{(0.0)
Participants with any treatment-emergent AE leading to 4(0.9) 5(1.1)

permanent treatment discontinuation

»
Aed . Aunan 440 A
POy DOCVN
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Discussion

« BRIGHT was the first direct comparison of the safety and efficacy of Gla-300 versus
IDeg-100, and showed:

— Similar glycemic control with Gla-300 and |Deg-100 for HbA, and fasting
SMPG reduction

— Similar variability in 24-h SMPG and fasting SMPG with both treatments

—~ Modest and comparable weight gain with both treatments despite a slightly higher

mean daily insulin dose for Gla-300 at study-end

|
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Discussion

During the full study and maintenance periods, the incidence and rates of

anytime (24 h) and nocturnal (00:00-06:00 h) confirmed hypoglycemia

(s70 and <54 mg/dL) were comparable between treatment groups.

During the titration period (0-12 weeks), the incidence and rates of anylime (24 h)
confirmed hypoglycemia (70 and <54 mg/dL) and the rate of nocturnal (00:00-06:00 h)

confirmed hypoglycemia (70 mg/dL) were lower with Gla-300.



—
Discussion |

During the full study and maintenance periods, the incidence and rates of
anytime (24 h) and nocturnal (00:00-06:00 h) confirmed hypoglycemia

(s70 and <54 mg/dL) were comparable between treatment groups.

During the titration period (0-12 weeks), the incidence and rates of anytime (24 h)
confirmed hypoglycemia (s70 and <54 mg/dL) and the rate of nocturnal (00:00-06:00 h)
confirmed hypoglycemia (s70 mg/dL) were lower with Gla-300.

BRIGHT



Conclusion

\
In previously insulin-naive people with inadequately controlled

T2DM, Gla-300 and IDeg-100 provided similar glycemic control

accompanied by comparable hypoglycemia during the full study

period and maintenance period, and less anytime hypoglycemia

during the titration period.
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El estudio BRIGHT es el primer ensayo cl.nico que compara H2H Glargina 300 vs Degludec.
Es un ensayo cl.nico de no inferioridad, abierto, randomizado, con 2 brazos paralelos en el que
a pacientes con DM2 con mal control a tratamiento con ADOs +/- GLP1 se inicia insulina
Glargina 300 o Degludec.

Tras la randomizaci.n existe un periodo de 12 semanas de titulaci.n de dosis.

El objetivo de glucemia en ayunas a alcanzar es entre 80-100mg/dL sin hipoglucemias.

Las caracter.sticas de los pacientes del estudio con las siguientes: media de edad de 60 a.os,
IMC de 31kg/m2, duraci.n de DM de 10 a.os, A1C 8.7%, el 91% recib.a tratamiento con
metformina y aproximadamente el 65% recib.a tratamiento con sulfonilureas.

El objetivo primario era el cambio en A1c a las 24 semanas, tras este periodo no se observaron
diferencias entre ambos grupos.

En cuanto a los objetivos secundarios no se encontraron diferencias en glucemia basal capilar.
La variabilidad en el control capilar de 24 horas fue semejante en ambos grupos.

En cuanto al peso hubo un ligero aumento en ambos grupos. Al final del estudio la dosis de
insulina Glargina 300 fueron ligeramente mayores que Degludec.

En relaci.n a las hipoglucemias durante la fase de mantenimiento (tras las 12 semanas de
titulaci.n de dosis) la incidencia de hipoglucemia nocturna y 24 horas fue semejante en ambos
grupos.

Sin embargo, durante la fase de titulaci.n de dosis la incidencia de hipoglucemia nocturna y 24

horas fue menor con Glargina 300.

En conclusi.n, en pacientes con DM tipo 2 sin tratamiento previo con insulina y con sub.ptimo
control metab.lico Gla-300 e IDeg-100 logran un control gluc.mico semejante y con la misma
incidencia de hipoglucemias durante todo el periodo del estudio y durante la fase de
mantenimiento. Sin embargo, en la fase de titulaci.n de dosis existe menor hipoglucemia con
Gla-300.
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Preventing Diabetes vs Treating Prediabetes: What's Next after
Metformin is the wrong Question- Type 2 Diabtes Remission as a New

treatment Paradigm

H.Gernstein

Cuanto puede durar la remisién de la diabetes?
Podemos predecir la remision de la diabetes?
Previene la cirugia bariatrica las complicaciones de
la diabetes?

Es suficiente mejorar la diabetes o es la remisidn
importante de cara a prevenir complicaciones?

Yes, bariatric surgery strongly prevents diabetes

Around 807
risk reduction

NNT=4.6

Carlsson et al, N Engl J Med, 2012

IN DIABETES

Congreso ADA 2018 Highlights "Sessions

Definition of Remission..& Regression”

* ADA Definition (Diabetes Care 2009)
* Partial: HbA1c<6.5% (or FPG <7) & no drugs X 1 year
* Complete: HbAlc <5.7% (or FPG <5.6) & no drugs X 1 year
* Prolonged: > 5 years

* Possible Alternatives
* Partial Remission: HbAlc <6.5% & no drugs for some period of time
* Complete Remission: HbAlc <6.0% & no drugs for some period of time
* Regression: HbAlc <7.0% & no drugs for some period of time

Summary

Patients with type 2 diabetes
Bariatric surgery soon after diabetes is diagnosed leads to:
longer remassion

hetter prevention of microvascular complications
Patients with prediabetes
Bariatric surgery:

strongly prevents diabetes

strongly prevents mucrovascular ce

Prediabetes s associated with long-term microvascular complications even in

patients that remain free rom diabetles

"> Prechiabietes per se s harmful

xc0s2018



ASD ADA 2013 reco onaatio Jre

DECISION CYCLE FOR PATIENT CENTRED GLYCEMIC MANAGEMENT IN TYPE 2 DIABETES

.-.A'A

ASSESS KEY PATIENT

REVIEW & AGREE CHARACTERISTICS
MANAGEMENT PLAN |

- " CONSIDER SPECIFIC FACTORS
' WHICH IMPACT ON CHOICE

ONGOING " | OF TREATMENT
MONITORING |
AND SUPPORT
SHARED DECISION
IMPLEMENT MAKING TO CREATE A
MANAGEMENT MANAGEMENT PLAN
PLAN
AGREE
MANAGEMENT
PLAN
P\ Diabetes i




New EASD ADA 2018 recommendations Draft

Lifestyle
* Medical Nutrition Therapy
* Physical activity

Medications
Metabolic Surgery
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A
Physical Activity

Lowers HbAlc by about 0.6%
More is better
Supervised exercise more effective than unsupervised
Exercise has other health benefits
* Reduction of ASCVD risk factors
* Reduction of fall risk
* Reduction of weight
* Increase bone density

Lean, MEJ lancet 2018:391:541




AN ANTIHYPERGLYCEMIC MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH
ANTIHYPERGLYCEMIC MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

IF NO SUCH NEEDS IDENTIFIED OR COST IS A MAJOR ISSUE™"

U s |
¥

i HbA1c above target i HbAlc above target
1) J
I T SU¢
2
i HbA1c above target If HbA1c above target
¢ d
* Insulin therapy NPH Basal Insulin preferred.
OR

 Consider DPP-IVi OR SGLT2-i with lowest acquisition cost™

- PN P v .- - G e e g .Y Pa—— p——
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New EASD ADA 2018 recommendations Draft

INTENSIFYING TO INJECTABLE THERAPIES USE OF CONCOMITANT ORAL THERAPY /

O METFORMIN

Continue treatment

O with Metformin

SULFONYLUREA
If on SU stop or reduce
dose by S0% when basal
insulin Initiated

Consider stopping SU if
prandial insulin initiated or
on & premix regimen

American
A Diabetes
. Association.

7 TH SCIENTIFIC
SESSIONS

Congreso ADA 2018 Highlights

TZD SGLT-2i
Stop TZD When if on SGLY-2i continue
commencing insulin OR treatment
reduce dose’ Consider adding SGLT-2i i
* Established CVD
¢ |f HbAlc above target or
as weight reduction aid

DPP-IVi Boware
Stop DPP-1Vi if * DKA (Euglycemia)
GLP-1 RA initiated * Instruct on sick day rules
* Do not down titrate

insulin over aggressively ‘
r
Draft Consensus Recommendation: Patients who are unable to
maintain glycemic targets on basal insulin in combination with oral
medications can have treatment intensified with GLP-1 receptor

agonists, SGLT2 inhibitors, or prandial insulin

EXPERIENCE
NEW HORIZONS
IN DIABETES

xc0s2018



New EASD ADA 2018 recommendations Draft

How you can contribute to the review process?
YOU MAY TAKE A PICTURE OF THIS SLIDE

* The consensus report draft has been sent for peer review
* This presentation will be webcast and available on

(https://professional.diabetes.org/2018EASDconsensus)

* You can submit your comments to
* adacomments@diabetes.org
* Comments will be accepted until 11:59PM EDT,
Monday, July 2, 2018

L\ American Diabetes Association. Copynant ADA 2018 EASD E"&%‘g‘mt‘ggm
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Estudis seguretat CV

Cardiovascular outcomes trials within diabetes

SUSTAIN 6 CANVAS-R REWIND
(Semaglutide, GLP-1) (Canagliflozin, SGLT2i) (Dulaglutide, QW GLP-1)
n=3,260; duration ~2.8 yrs n=5,700; duration ~3 yrs n=9,622; duration ~6.5yrs
completion Q1 2016 completion Q2 2017 completion Q2 2019
T
ALECARDIO EMPA-REG OUTCOME CANVAS CREDENCE (cardio-renal) NCT01986881
(Aleglitazar, PPAR-ay ) (Empagliflozin, SGLT2i) (Canagliflozin, SGLT2i) (Canagliflozin, SGLT2i) (Ertugliflozin, SGLT2i)
n=7,226; follow-up 2.0 yrs n=7,000; duration up to 5yrs n=4,330; duration 4+yrs n= 3,627; duration ~5.5 yrs n=3,900; duration~6.3 yrs
Termin. Q3 2013 RESULTS completion Q2 2015 completion Q1 2017 completion Q1 2019 completion Q2 2020
| |
EXAMINE ELIXA NCT01703208 FREEDOM
(Nesina, DPP4i) n=5,380; (Lyxumia, GLP-1) (Omarigliptin, QW DPP4i) | | (ITCA 650, GLP-1 in DUROS)
follow-up ~1.5 yrs n=6,000; duration ~4 yrs n=4,000; duration ~3 yrs n=2-3,000; duration ~2 yrs
Q3 2013 - RESULTS completion Q1 2015 completion Q4 2017 completion Q3 2018
SAVOR TIMI-53 LEADER EXSCEL DECLARE-TIMI-58
(Onglyza, DPP4i) (Victoza, GLP-1) (Bydureon, QW GLP-1) (Forxiga, SGLT2i)
n=16,492; follow-up ~2 yrs n=9,340; duration 3.5-5 yrs n=14,000; duration ~7.5 yrs n=22,220; duration~6 yrs
Q2 2013 - RESULTS completion Q4 2015 completion Q4 2017 completion Q2 2019
TECOS CARMELINA CAROLINA
(Januvia, DPP4i) (Tradjenta, DPP4i) (Tradjenta, DPP4i vs SU)
n=14,000; duration ~4-5 yrs n= 8,300; duration ~4 yrs n= 6,000; duration ~8 yrs
completion Q4 2014 completion Q1 2018 completion Q3 2018
T T
1 1 1 1 1 1 1 | L
1 1 1 1 1 1 1 L
2013 2014 2015 2016 2017 2018 2019 2020
Pre-approval Pre+post-approval Post-approval Other | [ Terminated

Source: ClinicalTrials.gov (April 2014). ‘Completion date’ is the estimated completion date for the primary outcomes measure
CVOT, cardiovascular outcomes trial; DPP4i; dipeptidyl peptidase 4 inhibitor; GLP-1, glucagon-like peptide 1; SU, sulphonylurea

McMurray 1] et al, Lancet Diabetes Endocrinol 2014;2:843-51
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Cardiovascular outcomes trials within diabetes

SUSTAIN 6 CANVAS-R
(Semaglutide, GLP-1) (Canagliflozin, SGLT2i) (Dulaglutlde, QW GLP-1)
n=3,260; duration ~2.8 yrs n=5,700; duration ~3 yrs n=9,622; duration ~6.5yrs
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EXAMINE ELIXA NCT01703208 FREEDOM
(Nesina, DPP4i) n=5,380; (Lyxumia, GLP-1) (Omarigliptin, QW DPP4i) | | (ITCA 650, GLP-1 in DUROS)
follow-up ~1.5 yrs n=6,000; duration ~4 yrs n=4,000; duration ~3 yrs n=2-3,000; duration ~2 yrs
Q3 2013 - RESULTS completion Q1 2015 completion Q4 2017 completion Q3 2018
SAVOR TIMI-53 LEADER EXSCEL
(Onglyza, DPP4i) (Victoza, GLP-1) (Bydureon, QW GLP-1)
n=16,492; follow-up ~2 yrs n=9,340; duration 3.5-5 yrs n=14,000; duration ~7.5 yrs
Q2 2013 - RESULTS completion Q4 2015 completion Q4 2017
TECOS CARMELINA CAROLINA
(Januvia, DPP4i) (Tradjenta, DPP4i) (Tradjenta, DPP4i vs SU)
n=14,000; duration ~4-5 yrs n= 8,300; duratlon ~4 yrs n= 6,000; duratlon ~8 yrs
completion Q4 2014
T
1 1 1 1 | I
1 1 1 1 1 1 1 =
2013 2014 2015 2016 2017 2018 2019 2020
Pre-approval Pre+post-approval Post-approval Other I [ Terminated

Source: ClinicalTrials.gov (April 2014). ‘Completion date’ is the estimated completion date for the primary outcomes measure
CVOT, cardiovascular outcomes trial; DPP4i; dipeptidyl peptidase 4 inhibitor; GLP-1, glucagon-like peptide 1; SU, sulphonylurea
McMurray 1] et al, Lancet Diabetes Endocrinol 2014;2:843-51



Take-home messages
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Take-home messages

Autoanalisis PLUS
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Take-home messages
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Monitorizacion Continua de glucosa
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Take-home messages
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Take-home messages

Real World Data
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Take-home messages

Metformin
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Take-home messages

Legado Cardiovascular

/s para siempre?
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Take-home messages

EASD - ADA 2018
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Suport documental

Yale University CME program
Dr. Gabriel Cuatrecases
Dra. Sara Artola

A
Diabetes EXPERIENCE
Association. NEW HORIZONS
7 THSCIENTIFIC IN DIABETES
SESSIONS xc0s2018
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American
é Diabetes EXPERIENCE
. Association. NEW HORIZONS
7 THSCIENTIFIC IN DIABETES
SESSIONS
Gracies
@xaviercos

www.redgdps.org
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