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1) 15%
2) 35%
3) 56%
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The Diabetes Epidemic: Global Projections,

2010-2030
[Wnrld 2011 = 366 million J
2030 = 552 million
Increase = 51%
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Secular Trend for Age-Standardized, Mean Weight
for All T2DM Patients, 1995-2008
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Despite Advances in Treatment, a Significant
Proportion of Patients With T2DM Still Fail to Reach
Target HbAlc Levels

GUIDANCE Study; 7597 T2DM Patients
Gap exists between checking HbA1lc and achieving target HbAlc <7%
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Propiedades del antidiabético ideal
en la DM2

e Eficaz

 Buen perfil de seguridad

e Detenga/enlentezca le progresion de la DM
e Bien tolerado

e Bajo riesgo de hipoglucemia

e Ocasione pérdida de peso

* Facil de usar

 Pueda utilizarse en cualquier estadio de la
enfermedad (| renal o hepatica) y en cualquier
combinacion



PRESENTACION DEL CASO

e Varon de 42 anos, que acude para control
metabolico y pérdida de peso.

* Aportaba analitica reciente:

— Glucemia plasmatica basal (GPB): 209 mg/d|I
— HbAlc : 9%.



Antecedentes Familiares

e Padre con DM2, HTA e hipercolesterolemia;
ictus mortal a los 75 anos.

e Sobrepeso en la familia materna y madre con
obesidad morbida.



Antecedentes Personales

Exfumador de 1 paquete al dia hasta hacia 2 anos.
Bebedor social.

Profesion: comercial.

HTA esencial en tratamiento con un ARA Il y una tiazida
(control tensional en torno a 130-140/80 mmHg).

Hipercolesterolemia en tratamiento con atorvastatina
40 mg/dia.

Esteatosis hepatica diagnosticada por prueba de
Imagen.

Anomalia de la glucosa en ayunas (GB: 100-120 mg/dl)
en las analiticas deempresa desde los 37 anos.



Antecedentes Personales

 Obesidad, con sobrepeso desde la
adolescencia.

e El peso maximo alcanzado habia coincidido
con el diagnostico de diabetes.

e El paciente ha intentado multiples dietas
hipocalodricas cuyos resultados fueron
satisfactorios durante su cumplimiento, pero
con rebotes ponderales al abandonarlas.



Diabetes mellitus tipo 2 (DM2), diagnosticada hace 2
anos.

Al diagnostico, presentaba una glucemia plasmatica
basal de 169 mg/dl y HbAlc de 8,5%. Se iniciaron
modificaciones en el estilo de vida y tratamiento
farmacologico con metformina en pauta
progresivamente creciente, hasta dosis maxima de
1.700 mg/dia.

A los seis meses se recomendod asociar sitagliptina
(1.000 mg/dia) en preparado combinado en 2 dosis
por persistir con HbAlc de 8%, aunque el paciente
reconocio no haber tomado el tratamiento pautado y
seguia con metformina 850 mg dos veces al dia.

El despistaje de microangiopatias resultd negativo.
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ADA/EASD Position Statement: Approach
to Hyperglycemia Management

Patient/Disease
Features

Risks potentially associated
with hypoglycemia, other

adverse events

Disease duration

Life expectancy

Important comorbidities

Established vascular
complications

Approach to
Hyperglycemia Management

More HbAlc Less
stringent * 20¢ > stringent

L High

Newly diagnosed Long-standing

l

Long Sho

Absent Fewe/mild re

|

Absent Fewfmild SEvere

Inzucchi SE, et al, Digbetes Care, 2015:38:140-149,

| Usually not

modifiable



Metas de HbAlc. Recomendaciones

Una meta razonable de A1C para muchos adultos no gestantes es 7%. A

Es razonable sugerir metas de control mas estricto A1C (6.5%) en
pacientes individualizados si puede conseguirse sin hipoglucemias
significativas u otros efectos adversos del tratamiento. Estos pacientes
pueden incluir: corta duracién de la enfermedad, tipo 2 tratados sélo con
cambios estilo de vida o metformina, larga expectativa de vida o
ausencia de enfermedad cardiovascular significiva. C

Metas menos estrictas de A1C (8%) pueden ser apropiadas en sujetos
con antecedentes de hipoglucemias severas, esperanza de vida limitada,
complicaciones micro o macrovasculares avanzadas, comorbilidades
extensas o diabetes de larga evolucion y dosis efectivas de multiples
agentes hipoglucemiantes incluyendo insulina. B

Diabetes Care Volume 39, Supplement 1, January 2016



Anamnesis

Camina al menos una hora al dia durante su trabajo.

El paciente reconoce frecuentes omisiones
involuntarias de la medicacion hipoglucemiante en
alguna de las tomas, con adecuada adherencia para el
resto de las medicaciones, especialmente del
antihipertensivo.

No se realizaba automonitorizacion glucémica ni
control tensional domiciliaria.

Desde el punto de vista clinico, el paciente negaba
clinica cardinal de hiperglucemia. Se quejaba de
cansancio vespertino e hipersomnia diurna, siendo un
roncador habitual. Por otro lado, no manifestaba
clinica sugestiva de macroangiopatias, polineuropatia
ni de disfuncion eréctil.



Exploracidn Fisica

Peso de 101 kg. Talla de 175 cm. IMC: 33
kg/m?. Perimetro de cintura de 114 cm.

Tension arterial confirmada en tres tomas:
135/90 mmHg.

No se objetivaron signos de hipercortisolismo.
No se palpaba bocio.

La exploracion fisica era normal, incluida la
neurologica.



Pruebas Complementarias

 Analitica actual:
— Glucemia basal: 209 mg/dl; HbAlc: 9%;

— Colesterol total: 174 mg/dl; c-HDL: 40 mg/dl; c-
LDL: 110 mg/dl; triglicéridos: 176 mg/dl;

— Acido Urico: 7,6 mg/dl;

— GOT: 50 (U/L); GPT: 49 (U/L); FA: 100, GGT: 98

— Creatinina: 0,88 mg/dl; filtrado glomerular
[MDRD]: 69 ml/mm; sodio: 139 mEq/|; potasio:
4,2 mEq/I; indice albumina/creatinina en orina:
15,3 mg/g.

e ECGy laretinografia eran normales.
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* Normalizacion de peso o pérdida del 10% en 6-12
meses

— Deficit 500-1000 calorias al dia
— Sal < 6 g/dia. Grasa saturada < 7%. Abandono alcohol
— Ejercicio aerdbico (30-60 minutos dia)

e TA<140/80

e LDL-c <100 mg/dI

e Triglicéridos < 150 mg/d|I

e HDL-c > 40 en mujeresy > 50 mg/dl en varones
ADA 2016, 82Joint National Commitee



STENO-2: Intensive Group Achieved Targets

80 O Intensive [J Conventional
P<0.001 P=0.21 therapy therapy
70-
60— P=0.19
X 507 P=0.001
(2]
T 40-
2
& 30-
204 P=0.06
10+
I
Glycosylated Cholesterol  Triglycerides Systolic BP Diastolic BP
Hemoglobin <175 mg/dl <150 mg/dl <130 mm Hg <80 mm Hg
<6.5%
Gaede et al. NEJM. 2003: 348;383-393 Canadian
guidelines.diabetes.ca | 1-800-BANTING (226-8464) | diabetes.ca DlObeTeS

. . . L Association
Copyright © 2013 Canadian Diabetes Association
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Intensive Group had Improved CV Outcomes

60

P = 0.007
50

Any CV event 40 === Conventional therapy

53 % RRR

NNT =5 Intensive therapy

30
20
10
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12 24 36 48 60 72 84 96

Months of Follow-up
RRR= relative risk reduction

Gaede et al. NEJM. 2003: 348;383-393 Canadian
guidelines.diabetes.ca | 1-800-BANTING (226-8464) | diabetes.ca DlObeTeS
Association

Copyright © 2013 Canadian Diabetes Association



Challenges to Good Glycemic
Control—The “Deadly” Triad

7

Poor adherence to
management
regimens

\ Clinical

Inertia

Progressive
disease




Clinical Inertia Contributes to Poor
Glycemic Control

m 2 OADs m 1 OAD

HbAlc 28.0%

Three OADs

7.2
HbAlc 27.5%

Two OADs 9.1

6.9 ADA/EASD target - 70

HbALc 27.0% =
0 2 4 6 8 0 5 10 15
Median Time (Years) to Intensification Mean HbA1c (%) at Intensification
With an Additional OAD in T2DM With an OAD in T2DM

Khunti K, et al. Diabetes Care. 2013;36:3411-3417.



Common Factors Contributing to
Nonadherence in Patients With T2DM

Only 23% of patients who had
side effects reported the
problems to their primary care

physician
Difficulty in Side effects Poor tOIerabiIity
remembering 58% =\ treatment satisfaction

doses

= loss of confidence in the HCP
= poor adherence

= failure to hit targets

= adverse outcomes

*Number of prescribed medications, patient characteristics. N=128 patients with T2DM.

Grant RW, et al. Diabetes Care. 2003;26:1408-1412.



Ademas de intensificar los cambios en el
estilo de vida ¢Cual de las siguientes
medidas aconsejaria?

Anadir Sulfonilureas
Anadir Pioglitazona
Anadir Inhibidor DPP-4
Anadir Inhibidor SGLT2
Anadir Agonista GLP-1

Anadir Insulina Basal

o U s WiheE



Weight Gain and Hypoglycemia
Influence Patient Adherence

Risk (or perceived Weight gain
risk) for (or fear of weight
hypoglycemia gain)

Poor

adherence to
therapy

Khunti K, et al. Diabetes Obes Metab. 2010;12:474-484.



Recomendaciones Generales

Mono=- 'z
therapy Metformin
Efficacy’ high
Hype risk low risk
Walght neutral / loss
Side effects Gl [ lactic acidosis
Costs- low
¥ ATC targel mol schieved after ~3 months of monatherapy, proceed to 2-drsg combinalion {order nol mearl o denole
choice afn a of - and :
Metformin Metformin Metformin Metformin Metformin
+ + + + +
Dual DPP-4 SGLT2
thera p}r* inhibitor inhibitor
Efficacy”____
Hypo risk...
Waight
Side effects.
Costs”
IFATC target not achieved affter ~3 months of dwal therapy, proceed to J-drug combination jorder net meant to denobe
chaice tona of and a
Metformin Metformin Metformin Metformin
+ + + +
Triple Sulfenylurea hiaze DPP-4 SGLT2
dic - inhibitor inhibitor
therapy . +
Lsu |
oz ]
I ATC tarnget not achieved after -3 moviths of triple tharapy and patient (1) on oral combination, mave fo injectables; (2) en GLP-1-RA, add
basal insulin; or {3} on optimally titrated basal insulin, add GLP-1-RA or mealtime fnsulin, In refractory patients conslder adding TZD or SGLT2-;
A4
Combination
injectable

therapy*




ADA/EASD 2012 Position Statement

Lifestyle Changes

Initial drug
monotherapy

Two-drug
combinations

TZD or DPP-
4 inhibitor

or GLP-1RA
or insulin

Three-drug
combinations

MET

+ +

DPP-4

GLP-1 RA
inhibitors

SU or DPP-4

inhibitor or

GLP-1RA or
insulin

SUorTZD or
insulin

SU or TZD or
insulin

TZD or DPP-

4 inhibitor
or GLP-1 RA

More complex
insulin regimens

Insulin (multiple daily doses)

ADA = American Diabetes Association; EASD = European Association for the Study of
Diabetes; MET = metformin; SU = sulfonylurea; TZD = thiazolidinedione

Inzucchi SE, et al. Diabetes Care. 2012;35(6):1364-1379.

Medscape
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Algoritmo terapéutico en pacientes
diabeticos tipo 2 obesos

redGDPS

Red de Grupos de Estudio de la Diabetes
EN ATENCION PRIMARIA DE LA SALUD

GRADO DE
CONTROL
GLUCEMICO

CONDICIONANTE |
CLINICO i Rpe.Pa
PREDOMINANTE Ll

HbAIC 8 -10 %

(GME 180-240 g/

> 75 afios 0 Fra%'\"‘dad

S
//71‘ O/Udflc
&)

Insulina

SU o iDPP4

Insuling  —
(+/- otres F) GQJ
>
+ arGLP1
0I1SGLT2

+ IDPP4

y

Met




Mecanismo de accion de iSGLT2

Disminucion de la
reabsorcion de la
glucosa

dapagliflozina

o Rt p oA R

Tabulo proximal

Excreciéon urinaria

7y — N\ del exceso de -
M8 Dapagliflozina \ glucosa
e SGLT2 ; (=70 g/dia
Filtracion # equivalentes a 280
' Glucosa iq*) 1
de la glucosa \ 55 kcal/dia*)
*Los incrementos del volumen de orina observados en sujetos con diabetes mellitus o o

tipo 2 tratados con empagliflozina 10 mg se mantuvieron a las 12 semanas y
ascendieron a aproximadamente 375 ml/dia.
SGLT2: Cotransportador sodio-glucosatipo 2
1. Ficha técnica . Disponible en la pagina web http://www.emea.europa.eu/. Acceso: Marzo 2014




¢ Cual de los siguientes tratamientos
seria el mas apropiado para nuestro
paciente?

1. Insulina basal una dosis diaria (+ ADO)
2. Insulina prandial

3. Un agonista del receptor glucagon-like
peptide-1 (GLP-1 RA) de duracion prolongada

. Un GLP-1 RA de accion corta.



Therapeutic Strategies for Enhancing
GLP-1 in Patients With T2DM

GLP-1 secretion is markedly impaired in patients with T2DM.

Endogenous GLP-1 has an extremely short half-life.
GLP-1 is rapidly degraded by DPP-4.

Oral DPP-4 inhibitors reduce Injectable GLP-1 RAs with longer
degradation of GLP-1 half-lives than endogenous GLP-1

DPP-4 = dipeptidyl peptidase-4; GLP-1 RA = GLP-1 receptor agonist;

T2DM = type 2 diabetes mellitus
vP Medscape

Drucker DJ, et al. Lancet. 2006:368:1696-1705. ittt



Comparison of DPP-4 Inhibitors and

GLP-1 RAs

DPP-4 Inhibitors!?!

GLP-1 RAs!P!

Mechanism of action

Route of administration
Effect on HbA1c

Effect on weight

Effect on SBP

Risk for hypoglycemia

Adverse events

Increase endogenous GLP-1

Oral

Less potent
Weight neutral
Modest

Low

Well tolerated
Monitor for signs and
symptoms of pancreatitis

HbA1c = glycated hemoglobin; SBP = systolic blood pressure

a. Garber Al, et al. Endocr Pract. 2013;19(Suppl 1):1-48.
b. Nauck MA. Am J Med. 2009;122(6 Suppl):S3-510.

L]

Mimic GLP-1
Resistantto DPP-4
Subcutaneous injection
More potent

Weight loss

Modest

Low

Nausea, vomiting (usually
transient)

Monitor for signs and
symptoms of pancreatitis

Medscape

EDUCATION



Plasma Half-Lives of GLP-1 RAs

GLP-1RA Plasma Half-Life
Exenatide 2-5 Hours
Lixisenatide 3-4 Hours
Liraglutide 11-13 Hours
Dulaglutide* ~4 Days
Semaglutide* 6-7 Days
Albiglutide 6-8 Days

Exenatide-LAR

* Not approved for clinical use.

LAR = long-acting release

Meier 1). Nat. Rev. Endocrinol. 2012;8:728-742.

Once weekly injection.

Exenatide is slowly released
reaching a steady-state plasma
concentration after ~6-8 weeks of
treatment.

Medscape

EDUCATION



Andlogos GLP-1

FG contraindica (ml/min) Hepatopatia

Farmaco/ Dosis inicio
FG ajuste de dosis (ml/ Insuficiencia
Presentacion Dosis maxima min) hepatica
Byetta EXENATIDA: 5mcg/12 h FG < 30 2/dia
plumas 5y 10 mcg 10mecgH2 h Precaucicn FG 30-50
Victoza LIRAGLUTIDA, 0,6 mcg/d =in datos _ : 1/dia
Mo ajuste dosis:
I 18 I 1,8 d FG < 60D )
plumas 18 mg’3 m mcg/ < Exenatida
EXENATIDA LAR; FG < 30 Exenatida LAR
Bydureon - » : 1/semana
y plumas 2 mg S ni L No recomendada a FG < 50 Lixisenatida
_ LIXISENATIDA; 10mecg/d x15d FG<30 2in datos: 1/dia
Lyxumia ; ) - :
plumas 10 y 20 mcg 20 mecg/d Precaucion a FG 30-50 Liraglutida
- , Albiglutida
Eperzan ALBIGLUTIDA, 30 mg/7 d FG = Eﬂ_ Dulaglutida 1lsemana
plumas 30 v 50 mog 50 mg/7 d Precaucion a FG = 30-60
plumas 0,75 mg 1.5 mg/7 d

Mota: Todos estos farmacos se tienen que administrar con precaucion a personas mayores de 70-75 anos por carencia de experiencia,
con [a inica excepcidn de la vildagliptina. La experiencia en pacientes con cardiopatia es muy limitada con todos los farmacaos v se acon-
s8ja mucha precaucicon a pacientes con cardiopatia clinicamente significativa. Los fammacos glucosunicos se tienen gue administrar con
precaucidn a mayores de 65 afos que tomen agentes hipotensores.



Comparison of Short-Acting vs Long-Acting
GLP-1 RAs

Parameter Short-Acting GLP-1 RAs  Long-Acting GLP-1 RAs
Exenatide Albiglutide
Lixisenatide Dulaglutide*®
Exenatide-LAR
Liraglutide

Half-life 2-5 hours 12 hours-days

FPG Modest reduction Strong reduction

PPG Strong reduction Modest reduction

Rate of gastric emptying Reduced No long-term effect

*Not approved for clinical use.

FPG = fasting plasma glucose; GLP-1 RA = glucagon-like peptide-1 receptor agonist;

PPG = postprandial glucose M@dSCﬂpe
Meier ). Nat Rev Endocrinol. 2012;8(12):728-742. et



Comparison of Short-Acting vs Long-Acting
GLP-1 RAs (cont)

Parameter Short-Acting GLP-1 RAs  Long-Acting GLP-1 RAs
Exenatide Albiglutide
Lixisenatide Dulaglutide*
Exenatide-LAR
Liraglutide
HbA1lc reduction ~0.5%-1.2% ~0.8%-1.9%
Body weight reduction ~1-4 kg ~1-4 kg
SBP reduction S SRAtolIImLE
n Small improvementsin Small improvementsin
Lipids . .
some studies some studies
* Not approved for clinical use.
Medscape

EDUCATION
Lund A, et al. Eur J Intern Med. 2014;25(5):407-414.



¢Durante cuanto tiempo tipicamente
experimentan nauseas los pacientes
tratados con GLP-1 RA semanales?

<1 semana
2-3 semanas
4-5 semanas

s w e

5-6 semanas



GLP-1 RAs: Side Effects

Parameter Short-Acting GLP-1 RAs Long-Acting GLP-1 RAs
Exenatide Albiglutide
Lixisenatide Dulaglutide*®
Exenatide-LAR
Liraglutide
Heart rate No effect or small increase .
increase (0-2 beats/min) 2 el

* Generally mild to moderate
*  Occursin 20%-50% of
Nausea patients
» Attenuates slowly (weeks to
months)

*Not approved for clinical use.

Meier 1). Nat Rev Endocrinol. 2012;8(12):728-742.

L]

Generally mild to moderate
Occursin 20%-40% of
patients

Attenuates quickly (~4-8
weeks)

Medscape

EDUCATION



Disponemos de GLP-1 RAs semanales para el
tratamiento de |la diabetes. ¢ Cual es el motivo
mas frecuente por el que tu eliges un agente en
particular?

Facilidad de administracion
Tolerabilidad Gastrointestinal
Efectos en el peso corporal

B~ w e

Robustez del control glucémico



Evolucion

Se prescibe Exenatida semanal 2 mg/sc

Programa de educacion diabetologica
(reforzar educacion, ejercicio fisico,
intensificar automonitorizacion glucémica)

Se incremento la dosis de estatina

Se remitio a Neumologia para descartar SHAS,
que se confirmo.



—

Use a Multifaceted Vascular Protection

Strategy
Healthy BP <130/80
Lifestyle/weight 4
Smoking + & .
Cessation e ALC =%
/”'FJT
Y Rty R
@V y Statins
ACEI/ARB
Canadian
guidelines.diabetes.ca | 1-800-BANTING (226-8464) | diabetes.ca D|O beTeS

. . . - Association
Copyright © 2013 Canadian Diabetes Association



Mechanisms Linking Sleep Apnea and
Dysregulated Glucose Metabolism

Inflammation

ANSympathetic \/B-cell function
activity
Oxidative stress

Obstructive $
sleep apnea Obesity

Insulin resistance

Inflammation :
T Hyperglycemia
activity T2DM

Kent BD, et al. J Thorac Dis. 2015;7:1343-1357.



Situacion a los 6 meses

Refiere ci

Pérdida ¢
108 cm. -

erta hiporexia, presentd nauseas

eves el primer mes.

e 4 kg de peso (97 kg, IMC 31,7). PC:
‘A 120/78

Niveles g

ucemicos aceptables, sin

hipoglucemias ni siquiera con el ejercicio.

Analitica:

Glucosa 96; Alc: 6,6%; LDL: 95; TG:

130; GGT: 49
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¢ Cual seria la mejor opcidn si
vuelve a empeorar la Alc?

Insulina basal una dosis diaria (+ ADO)

Insulina prandial
Un Inhibidor de SGLT2
Un GLP-1 RA de accion corta.




Use of GLP-1 RAs and Basal Insulin in
Combination

* GLP-1 RAs

— Improve PPG levels without need for carbohydrate
counting or frequent blood glucose monitoring

— Are weight-reducing

* Basal insulin affects FPG primarily, whereas GLP-1
RAs improve both FPG and PPG

* Potential for better overall HbAlc control

HbA1lc = glycated hemoglobin

Medscape

. EDUCATION
Voral, et al. Diabetes Metab. 2013;39(1):6-15.



Medscape

“With the GLP-1 receptor agonist, you get
the additive glycemic, you get additive
weight loss of 3.5%, so you could lose, over
several months, 7% of your body weight by

combining a GLP-1 receptor agonist and
the SGLTZ2 inhibitor.”

Dr Stanley Schwartz, emeritus associate professor, University of Pennsylvania;
director, Diabetes Program, Philadelphia Heart Institute, Philadelphia, Pennsylvania

http://www.diabetesincontrol.com/exclusive-interview-with-dr-stanley-schwartz-thoughts-on-sglt-2-inhibitors/



Conclusiones
Agonistas GLP1 de accion prolongada

e Reducen los niveles de GB al descender los niveles de
glucagon y estimular la secrecion de insulina.

e Son efectivos reduciendo Alc y peso, pudiendo combinarse
con otros hipoglucemiantes.

e Son seguros y bien tolerados. A |la espera de estudios de
Seguridad Cardio-vascular en marcha.

 Los GLP1 de accion prolongada muestran menor incidencia de
nauseas y estas desaparecen de modo mas rapido que los de
accion corta.

e Disminuir la frecuencia de inyecciones potencialmente
aumenta la calidad de vida y adherencia al tratamiento.



CV Outcome Trials With GLP-1 RAs in
Patients With T2DM

Study CIinit:r;lItr.i:alll'.-‘..gt:n..\r pEae Nu m.ber of Estimate:d Study

Identifier Patients Completion Date
ELIXA NCT01144338 Lixisenatide 6000 2015
LEADER NCT01179048 Liraglutide 9340 2015
EXSCEL NCT01144338 Exenatide 14000 2018
REWIND NCT01394952 Dulaglutide* 9622 2019
* Not approved for clinical use.

CV = cardiovascular M edscape
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www.clinicaltrials.gov



GLP-1 RAs: Safety Summary

* Most common side effects of GLP-1 RAs are transient nausea, vomiting and
diarrhea, indigestion, and upper abdominal discomfort!?]

* No evidence that use of incretins increases the risk for acute pancreatitis(®]
— Discontinue medication if signs/symptoms of pancreatitis develop; do not use if
pancreatitis is confirmed

* Long-term activation of the GLP-1 receptor is associated with C-cell
proliferation and tumor formation in rodents. This has not been shown in

humans!(©]
— Two GLP-1 RAs (liraglutide and exenatide-LAR) are contraindicated in patients

with MEN2 or family history of medullary thyroid cancerld]

* Use with caution in patients with renal impairment, especially when
initiating or escalating doses!!
— Exenatide and exenatide-LAR should not be used in patients with CrCl <30
mL/min
CrCl = creatinine clearance; MEN2 = multiple endocrine neoplasia syndrome type 2

a. Meier JJ. Nat Rev Endocrinol. 2012;8(12):728-742.

b. Thomsen RW, et al. ADA 2014. Abstract 154-OR.

c. Bjerre Knudsen L, et al. Endocrinology. 2010;151(4):1473-1486. Mﬂgﬁ%pe
d. MHRA. http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/CON0O88117



Strategies to Improve Patient Self-
Management With GLP-1 RAs

* Investigate patient concerns (eg, fear of injections, perceived
complexity)

* Familiarize patient with injection device or delivery kit

* Discuss benefits (eg, weight loss, low risk for hypoglycemia,
infrequent injections with long-acting GLP-1 RAs)

* Educate patients to eat more slowly, on the feeling of satiety
(due to delayed gastric emptying), on the likelihood of
transient nausea, and to titrate dose as appropriate

» Assess adherence if glycemic response is less than expected
(eg, HbAlc reduction <0.5%)

Medscape

Reid TS. Clinical Diabetes. 2013;31:148-157. EhucATioN



Considerations for Use of a Long-Acting
GLP-1RA

* Patient not achieving target HbAlc

Patient has high FPG on waking

Patient has issues with adherence

When minimizing risk for hypoglycemia is
particularly important (eg, patient is a taxi driver)

When weight loss is an important consideration

Medscape

EDUCATION



Case 1: Patient Characteristics

55-year-old male bus driver diagnosed with T2DM 3 years ago; BMI, 28
kg/m?2; normal renal function. On statin and antihypertensives plus
metformin 1000 mg twice daily and sitagliptin 100 mg once daily.
Strong family history of CHD. Averse to starting injections; perhaps
more willing to consider once-weekly injections.

Despite more lifestyle advice, his HbAlc is 7.5% (58 mmol/mol).
Management options:

* No additional treatment?
* SU?

* Pioglitazone?

* Insulin?

* GLP-1RA?

* SGLT2 inhibitor?

Case courtesy of Dr Barnett.



Case 2: Patient Characteristics

55-year-old man; sales rep, does considerable traveling; T2DM diagnosed 6
years ago. BMI 31 kg/m?. Normal renal function and well controlled CV risk
factors. Recently diagnosed with severe chronic obstructive sleep apnea.

On metformin 1000 mg twice daily, statin, and antihypertensives. HbAlc 8%
(64 mmol/mol).

What are the options to improve glycemic control beyond further lifestyle
advice?

Add:
¢ SU?
* Pioglitazone?
* Insulin?
* DPP-4 inhibitor?
* GLP-1RA?
* SGLT2 inhibitor?

Case courtesy of Dr Barnett.



Case 3: Patient Characteristics

68-year-old woman with T2DM diagnosed 8 years ago. Hypertensive,
CHD, dyslipidemia. BMI, 33 kg/m?; HbA1c, 8.4%; eGFR, 46 mL/min.

Drugs: cardioprotective agents, thyroxine 125 mcg/d, metformin 1000
mg twice daily; gliclazide 80 mg twice daily

What would you advise to control glycemia and other risk factors?

* Increase metformin?
* Increase SU?

* Add DPP-4 inhibitor?
* Add TZD?

* Add SGLT 2 inhibitor?
* Add GLP-1 RA?

* Add insulin?

Case courtesy of Dr Barnett.



Recommendation 1

1. All individuals with diabetes (type 1 or
type 2) should follow a comprehensive,
multifaceted approach to reduce
cardiovascular risk including:

— Achievement and maintenance of healthy

pody weight
Healthy diet

Reqgular physical activity

[Grade D, comr@mﬁkjw g'ildre‘@@smite pPrade A, Level 1 for T2DM]
— Optimal glycemic control (usually A1C



Recomnfe&hation 2

2. Statin therapy should be used to reduce
CV risk in adults with type 1 or type 2
diabetes with any of the following
features:

— Clinical macrovascular disease [crade A, Level 1]
— Age 240 years [crade A, Level 1 T2DM; Grade D Consensus T1DM]

— Age <40 and one of the following:
e Diabetes duration > 15 years and age >30 yrs

 Microvascular complication



Recomnﬁdation 3

3. ACE inhibitor or ARB , at doses that

nave demonstrated vascular

nrotection, should be used to reduce

CV risk in adults with type 1 or type 2
diabetes with any of the following:

Clinical macrovascular disease [Grade A, Level 1]

Age 255 years [Grade A, Level 1 for those with an additional risk factor
or end organ damage; Grade D, consensus for all others]

Age <55 years and microvascular complications [Grade
D, consensus]



Among women with childbearing

potential, ACE inhibitor, ARB, or statin

should only be used if there is reliable

contraception.




Recomnwlation 4

4. ASA should not be routinely used for the
primary prevention of cardiovascular
disease in people with diabetes (crade s, tevei 21

ASA may be used in the presence of additional cardiovascular risk
factors [Grade D, Consensus]



Recommendation 5 and 6

. Low-dose ASA therapy (81 —325 mg)
may be used for secondary
prevention In people with established
cardiovascular disease (crade o, consensus]

. Clopidogrel (75 mg) may be used In
people unable to tolerate ASA  (craden,

Consensus]





