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Cual es el objetivo del tratamiento?

« Control glicémico por supuesto!
* Que no desarrolle sintomas de hiperglicemia
« Evitar complicaciones microvasculares
« Qué tan sostenible es el control glicémico?

* Prevencion de complicaciones cardiovasculares
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Randomisation

HbA1c

overweight patients cohort, median values
9

Conventional Insulin  Chlorpropami

Years from randomisation

Metformin in Overweight Patients

« compared with conventional policy

32% risk reduction in any diabetes-related endpoints  p=0.0023
42% risk reduction in diabetes-related deaths

36% risk reduction in all cause mortality

39% risk reduction in myocardial infarction




Post-Trial Changes in HbA;.

10 Metformin vs. Conventional

UKPDS results
resented Mean (95%CI)

Glycated haemoglobin (%)
®

OI P=0.59  P=0.99 P=0.18 P=0.89 P=0.37 P=0.86
1997 1998 1999 2000 2001 2002

UKPDS 80. N Eng J Med 2008; 359: pesS-p
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Legacy Effect of Earlier Metformin Therapy

After median 8.8 years post-trial follow-up

Aggregate Endpoint 1997 2007

Any diabetes related endpoint RRR: 32% 21%
P: 0.0023 0.013

Microvascular disease RRR:  29% 16%
P 019  0.31

Myocardial infarction RRR: 39% 33%
P:__0.010 _ 0.005

All-cause mortality RRR:  36% 27%

p:__0.011__0.002

RRR = Relative Risk Reduction, P = Log Rank
UKPDS 80. W Eng J Mod 2008; 359
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HbA1¢

overweight patients cohort, median values

9

Conventional Insulin Chlorpropamide = Glibenclamide Metformin

Years from randomisation

HbA1c Over Time

Rosiglitazone vs Metformin
0.13 (-0.22 to —0.05), P=0.002

Rosiglitazone vs Glyburide o
0.42 (~0.50 to ~0.33), P<0.001 et

i Metformin

Rosiglitazone

2 3

Time (years)

Enfoque secuencial para el cuidado de la
diabetes

Pendiente promedio =
0.75% por cada 5 afios

Cambios potenciales de
Primer agente tatariento en promedio caca

Meta=
HbA1c <7%

—r

~20 afios
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Reflexiones

* Ha sido la conducta habitual

* Hay progresion de la enfermedad, determinado sobre todo por fallo
de células beta

« Este tipo de terapia es una conducta orientado al fallo, Hbalc siempre
sube y estamos esperando a que suba para tratar de bajarlo
* Lleva inevitablemente a inercia terapéutica
* A pesar de todo esto, no hay duda que reduce complicaciones!
* Habra otra forma de hacerlo?
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Rompiendo la inercia... con
terapia combinada desde un
inicio

Introduccién

* La mayoria de las guias recomiendan iniciar con terapia combinada si
Hbalc >8.5% 6 >2% sobre las metas
* Esto con el fin de lograr control glicémico
* No basados en desenlaces
* Donde es mads controversial es si en un paciente con Hbalc
ligeramente alto, p.e. 6.5-7.5%, vale la pena iniciar con terapia
combinada?




Terapia combinada inicial

* Pros

* Mayor reduccion de Hbalc

* 2 medicamentos en una
combinacion fija

* Mayor tiempo antes de falla
terapéutica?

* Impacto en complicaciones?

* Mayor adherencia?

* Menos efectos adversos?

« Contras
* Dar 2 medicamentos
* Costo?

« Bajar mas Hbalc desde un inicio...

Tiene impacto en desenlaces
duros?

* Adherencia?
* Eventos adversos de 2 firmacos

Vamos a tratar de hacer
un analisis critico

20/2/21

Control glicémico temprano:
impacto en desenlaces

Reducir Hbalc a menos de 6.5%..

Reduccion de lesion de 6rgano

blanco?




Numerically larger HbA1c difference with insulin glargine
vs standard care in those with baseline HbA1c 26.4%

e In participants with baseline HbA1c 26.4%, the median HbA1c
difference was 0.33% with insulin glargine vs standard care
(P<0.00001)

e In participants with baseline HbA1c <6.4%, the median HbA1c
difference was 0.22% with insulin glargine vs standard care
(P<0.00001)

HR for Median (IQR) HbA1c difference Median HbAlc
microvascular post-randomisation, % difference

outcome Insulin glargine | Standard care ‘"“""; sroups,

HbAlc  1.07(0.95 to 1.20) +0.06 +0.27 -0.22; P<0.0001
<6.4% (-0.21; +0.40) (-0.02; +0.64)
HbAlc  0.90(0.81 0 0.99) -0.65 -0.33 -0.33; P<0.0001
26.4% (-0.16;-0.91) (-0.83; +0.13)
ORIGIN trial Dibetes Care 2016;39:709
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Preservacion de células beta

EVIDENCIA DE TERAPIA COMBINADA




EDICT

* Pacientes recién diagnosticados con DM-2, aleatorizados a:
« Triple terapia con metformin + pioglitazona + exenatide
« Terapia secuencial con metformin, luego glipizide y luego insulina glargina

* Poblacién predominantemente hispana

20/2/21

Terapia combinada inicial vs. enfoque por

9
8
g
< Tratamiento secuencial por pasos
<
S 7
T
Terapia
6] comonasa o
inicial

0 6 12 18 2
Tiempo (meses)

basal
NET = metformina

6 secuencial de una SUy despusnsuiina

Al Ghani MA, et . Diobetes Obes Metab 2015;17.268-275

EDICT: Tiempo para falla (Hbalc >6.5%)

1.01 - —I
__—Triple
e herapy
0.9 -
2
E 0.8
@ 7| Conventional
E Therapy——”
(5]
0.7
0.6
0 6 12 18 24
Time To Failure(months)
Number
Convent 115 91 81 3T
Triplo Rx 106 7 5 6 &5

Abdul-Ghani MA, et al. Diabetes Obes Metab 2015;17:268-275




Key inclusion

VERIFY study design
Age
18-70 years »
BMI °
22-40 kg/m?
[ ]
HbA1c /

6.5%-7.5%
(48-58 mmol/mol)

Matthows DR ot s.Dibot ed. 2015365

criteria °

3;De rato S ot . Diabot Med. 201434:1178-54.

eGFR
260 mL/min

T2DM diagnosis
<24 months

Drug-naive /
max 4 weeks of
metformin
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Baseline characteristics

Early combination

Initial monotherapy

Variable N=998 N=1003
Women 55% 51%

Age 54.1(9.5) 54.6(9.2)
T2DM duration, months* 3.3(1.0-9.8) 3.4 (0.9-10.4)
HbA1c, % 6.7(04) 6.7 (0.5)

FPG (mmol/L)* 6.9 (6.1-7.8) 6.9 (6.2-7.9)
BMI (kg/m?) 312(4.8) 31.0(4.7)
Weight (kg)* 85.0 (72.8-97.3) 84.0 (72.0-97.0)
Baseline eGFR (MDRD), mL/min/1.73m?

Normal (290) 433% 44.3%
Current smoker 15.4% 13.6%

Data s presenled as mean (SD), uniess specifed. *Medan (1QR).

Netthews DR o . Lancet 2019, 6l crg10-1015/S0140.6736(191321312

VERIFY study design

Metformin + Vildagliptin

Early combination

Time to failure

Metformin + Placebo

RANDOMISATION

Initial monotherapy

Time to failure is the
Primary Outcome
Ittaddresses the first question —
Q1: Do those with type 2 diabetes
benefit from having combined
therapy at the beginning of their
pharmacological treatment?




Median time to initial treatment failure by strategy -

Initial monotherapy
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: 36.1 months —d
s0- Hazard ratio (95% CI): 0-51 (0-45, 0-58); - .
<0-0001 i
s [P -l
F -
2 404 f“
g ey, Early combination
£ r 61.9 months
H M“ i
2 204 i
m |
< 1, H
Clgmess ———
) 12 18 24 30 36 42 48 54 60
Patients at risk Month
Early combination 983 960 862 815 752 671 597 551 509 478 187
Initial monotherapy 989 937 733 661 576 503 434 317 337 299 108
Mothews R e . Lancet 2019, 601010165040 679519021912
VERIFY study design :
Period 1 Period 2 Period 3
Insulin

Failed — stay on combination

Metformin + Vildagliptin

MET 500 mg/d
MET 1000 mg/d
MET 1500 mg/d

=2 Not failed
e} Early combination
<
@
B
Run-in 3weeks ] Failed — move to Met + Vilda Sl
|  Metformin + Placebo
L Not failed
Initial monotherapy
Day 1 Visits every 3 months SYears

Dot Prato' et , it Med. 2014:31:1178-54; Mathews DR s, Dibetes Obes Metab, 2016:21(101240-57

Time to second failure

Initial monotherapy
Hazard ratio (95% Cl): 0-74 (0-63, 0-86);
{p<0-0001}

Early combination

Patients with an event (%)
N
b4

15
10
5
0
T 1
12 18 24 30 36 42 a8 54 60
Patients at risk Month
Early combination 983 966 918 870 830 768 715 644 602 565 221
Initial monotherapy 989 968 897 821 761 698 643 575 531 490 179

Metthews DR e . Lancet. 2019, 6o org10.1016/S0140-6738(19132131-2
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Overall safety events
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Safety Events Early Initial

N=998, n (%) N=1001, n (%)
Patients with at least one AE 833 (83.5) 833 (83.2)
SAE 166 (16.6) 183 (18.3)
Drug-related AE 159 (15.9) 143 (14.3)
Severe AE 105 (10.5) 106 (10.6)
AEs leading to permanent discontinuation of 4141 53 (5.3)
treatment
Death 13 (1.3) 9(0.9)
Hypoglycaemic events 13 (1.3) 9(0.9)

Matthews DR o a. Lancet 2010, do org10.1016/S010.67351932131.2

Time to first adjudicated macro-vascular event

Hazard ratio (95% Cl): 0-71 (0-42, 1-19);

5| {p=0-19)

Patients with an event(%)

Initial monotherapy At

Early combination

0 5 12 8
Pationts atrisk

Initialmonotherapy 1003 se7 923 895
Earlycombination 986 870 947 20
Number of events

Initialmonotherapy 1 6 s s
Early combination o 0 3 4

2 30 36
Months
875 852 842
812 850 874
18 22 23
i 10 8

8 54 60
806 783 710
822 808 731

27 32
20 21

Caveat! Small numbers, and wide

limits

Mathews OR et l. Lancat 201, dof g0 01SO14D 67

Beneficios de terapia combinada temprana

Menos inercia clinica

plazo

Menos posibilidad de falla terapéutica

Mayor tiempo antes de agregar otro agente terapéutico
Memoria metabdlica y posible impacto cardiovascular a largo

En combinacidn fija, facilita adherencia por parte de paciente
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Lo podemos generalizar?
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Consideraciones

« Definitivamente no lo podemos extrapolar a pacientes que tengan
mas tiempo de evolucién de DM porque ha tenido mayor caida de
células beta... puede ser que ya sea muy tarde

* Por lo menos a nivel privado, muchas veces el costo de metformin vs
metformin + iDPP4 en combinacion fija no es muy diferente

* Tiene la ventaja de ser muy bien tolerado, por lo que los efectos
adversos no serian consideracion
* SU: mayor riesgo de hipoglicemias al bajar mas Hbalc?

* iSGLT2: infecciones genitales vs pérdida peso? Tendra alguna ventaja la
pérdida de peso?
« arGLP1: nduseas vs pérdida de peso? Precio?

Durabilidad del efecto de reduccién de HbA1c
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Coeficiente de variacion de Hbalc

a

059
(048,0.71) @ DAPA + MET
W GLIP + MET

028
(0.23,0.32)

CoF of HbA1¢' (% /year)
o

01 n=33n=332 n=208n=204
Full Completers
Analysis Set Analysis Set

Nauck MA. Diab Obes Metab. 2014;16:1111
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Cual es el objetivo del tratamiento?

« Control glicémico por supuesto!
* Que no desarrolle sintomas de hiperglicemia
« Evitar complicaciones microvasculares
* Qué tan sostenible es el control glicémico?

* Prevencion de complicaciones cardiovasculares

Mgc{DARE Enrollment Criteria @
| —

Diagnosis of T2DM, HbA1c 6.5-12%, CrCl 260 ml/min
AND

Established ASCVD (Secondary prevention)
Ischemic heart disease
Cerebrovascular disease
Peripheral Artery Disease

or

Multiple risk factors for ASCVD (Primary prevention)

Men > 55 yrs and women > 60 yrs with at least one additional risk factor:
Dyslipidemia
Hypertension
Current Tobacco use

SO A Wiiot 50, gl Sootine . A 2018
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¢

e Baseline Characteristics
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Full Trial Cohort
N=17160

s0)
7
T 32(6)
11(6,16)
83012
s506)
%
c

“
n
s
Established CV Disease (%) 41
History of Heart Failure (%) 10
P=NS for all between treatment arm comparisons

5 R, & s

Primary Endpoints @

Q_“E. CLARE
N
CVD/HHF MACE
4.9% vs 5.8% 8.8% vs 9.4%
HR 0.83 (0.73-0.95) HR 0.93 (0.84-1.03)
P(Superiority) 0.005 P(Noninferiority) <0.001
s 105 P(Superiority) 0.17
s 2
& &
pBBc N
Dapagliflozin
Placebo

B .., § e

Endpoints and Components @

Dapaglifiozin  Placebo
rate/1000  ratei1000

patientyr _patient-yr _Hazard Ratio (95% CI) Pvalue
CV death/HHF 122 147 083 (0.73.095) —— 0.005*
MACE 226 242 0.93(0.84-1.03) e <0.001"
i
40% decrease in eGFR to <60 mUminim2,  10.8 14 076 (0.67-087) e
ESRD, or renal or CV death
All-cause death 151 164 0.93(0.62:1.04) -

HAF 62 5 073 (061-088) ——
Myocardial infarction "7 132 089 (0.77-1.01) —
Ischemic Stroke 69 68 101 ©-1.21) ——
oV death 70 74 096 (0.82:1.17) ——
Non-CV death 60 68 088(0.73-1.06) .t
40% decrease in oGFR to <60 miminim2, 37 70 053043086  —o—

Favors Dapagicain . Favors Placato

Pyl RARD MEDICAL scH00L *P for superiority, **P for non-inferiority
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D Primary Efficacy Endpoints @
gsctare by Presence of ASCVD vs MRF
| —

20/2/21

Dapaglifozin Placebo
Eventsper  Eventsper  Hazard Ratio P value for
Outcomes 1000 ptyears 1000 pt years (95% CI) interaction
CV death/HHF 122 147 0.83 (0.73-0.95) - 0.99
ASCVD 19.9 29 083 (0.71-0.98) .
MRF 70 84 084 (0.67-1.04)
MACE 26 242 0.93(0.84-1.03) 0.25
ASCVD 368 410 0.90 (0.79-1.02)
MRF 134 133 1.01(0.86-1.20)
050 10 15
Favors Dapagifiozin « -» Favors Placebo

D Effect on CVD/HHF &

i .
RECLARE in Key Subgroups
CVD/HHF
mmt, sy l{  assenase
S

Favors Oapagitcan > Favors Flacabo

()

REWIND

Dulaglutide CV Outcomes Trial

Researching CV Events with a Weekly INcretin in Diabetes

Population Health
esearch Institute
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Key Inclusion Criteria
Type 2 DM - New or previously diagnosed (with stable glucose drugs X 3 mo)

- 0n 0-2 oral glucose drugs +/- basal insulin or GLP-1 RA
A1C <9.5% (81 mmol/mol)
BMI > 23 kg/m?

Age 250 & vascular disease
(prior M, stroke, revascularization, or unstable angina + ECG changes or PCI
or positive imaging)

> 55 & subclinical vascular disease
(positive stress test/image, >50% stenosis, ABI<0.9; eGFR <60; hypertension
+LVH, or albuminuria)

>60 & 2 CV risk factors
(tobacco, lipid drug, LDL-C > 3.4 (130 mg/dl), HDL-C < 1.0 (40 mg/dI) for
men & < 1.3 (50 mg/dl) for women or TG 2 2.3 (200 mg/dl), > 1 BP drug or
SBP > 140 or DBP 2 95. waist:hip ratio >1.0 for men & > 0.8 for women)
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Trial Outcomes

Primary Composite: First Occurrence of a MACE Outcome
* Nonfatal Ml (including silent), nonfatal stroke, or CV death

Secondary Outcomes
* Microvascular composite outcome

o Retinopathy: laser Rx/anti VEGF, vitrectomy
o Nephropathy: clinical proteinuria, 30% eGFR fall, renal replacement Rx

* Hospitalization for unstable angina
* Hospitalization or urgent visit for heart failure
* Each component of the primary outcome

* Total mortality

Baseline Characteristics

All Participants | Dulaglutide  Placebo

N=9901 N=4949 N=4952
Age (years) 66.2 66.2 66.2
Females (%) 46.4 46.6 46.1
White (%) 75.7 75.9 75.6
Current Tobacco (%) 14.2 14.0 14.4
Prior CV Disease (%) 315 315 31.4
Prior Ml or Ischemic Stroke (%) 20.6 20.8 20.3
Prior Hypertension (%) 93.2 93.0 93.3
Prior Heart Failure (%) 8.6 8.5 8.7

History of MI, ischemic stroke, unstable angina with ECG changes, myocardial ischemia on
imaging or stress test, or revascularization (coronary, carotid or peripheral)

16



Diabetes-related Characteristics

All Participants  Dulaglutide Placebo

N=9901 N=4949 N=4952
HbA1c (%) 73 7.3 7.4
DM Duration (y) 10.5 10.5 10.6
Retinopathy (%) 9.0 9.1 8.9
eGFR <60 ml/min/1.73m? (%) 22.2 21.8 22.6
Albuminuria (%)* 35.0 345 35.5
Metformin (%) 81.2 81.3 81.1
Sulfonylurea (%) 46.0 45.9 46.1
Insulin (%) 23.9 24.0 23.7
DPP4i (%) 5.7 5.4 6.0
Thiazolidinedione (%) 1.7 2.0 1.4
Other incl. SGLT2i (%) 0.3 0.3 0.4

* ACR 2 3.39 mg/mmol or 30 mg/g
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Dulaglutide’s Effect on the CV Composite

Prir 0.18
Placebo
= Dulaglutide
0.15
HR 0.88 (95% Cl 0.79, 0.99)
G P =0.026
k-
2
§ 009
g
3
0.06 1
0.03 1
o T T T T T 1
o 1 2 3 4 5 6
Times since randomization (years)
No_atiskc
Placebo 4062 4791 25 4437 15 3675 02
Diogiiige 248 B P pesth 21

CV Composite in Prespecified Subgroups

i Placebo
Dulaglutide Hazard Ratio P value for

Subgroups Events/Total (%) Rate/100py Events/Total (%) Rate/100 py 95%Cl Interaction
Overall 594 14949 (12.0) 24 663 /4952 (13.4) 27 E 5 0.88 (0.79-0.99) ]
Age

266 years 33172314 (143) 29 3842350 (16.3) 33 —— 0.86 (0.74-1.00)

<66 years 26312635 (10.0) 19 27912602 (107) 21 — 092(078-1.08) 0571
Sex

Fomale 21812306 (9.5) 18 24912283 (109) 21 —— 085(071-1.02)

Male 37612643 (14.2) 28 414/2669 (15.5) 31 - 090(079-104) 0598
Duration of Diabetes

<5 years 12811227 (10.4) 20 146/1192 (12.2) 24 B 0,84 (0.66-1.06)

5-10 years 17411446 (12.0) 23 196 /1476 (13.3) 26 —_— 0.89 (0.73-1.09)

=10 years 20212276 (12.8) 25 32112284 (14.1) 28 — 090(077-108) 0877
History of CVD

Prior CVD 280 11560 (17.9) 37 31511654 (203) 42 o 0.7 (0.74-1.02)

NoPrior CVD 277 /3093 (8.9) 17 31773128 (10.1) 20 ey 087 (074-102) 0970
Baseline HbA1c

>7.2% 32812610 (12.6) 25 37312603 (14.3) 29 — 0.86(0.74-1.00)
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Conclusiones
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Conclusiones

* Podemos ser mas agresivos desde el inicio con terapia combinada

* Menos inercia clinica

* Preservacion de células beta

« Con agentes que producen menos agotamiento pancreatico

* Proteccidn cardiovascular con algunos agentes
+ Vildagliptina?
* iSGLT2 (dapagliflozina y canagliflozina): menos falla cardiaca y progresion de nefropatia
+ arGLP1 (dulaglutide): menos eventos CV

« Control glicémico y proteccion de drganos blancos!!!

Puede descargar la
presentacion en:

Preguntas... OEAD)

chenku2409@gmail.com E

www.EndoDrChen.com
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