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ANA MARIA, 69 ANOS
ACUDE PARA CONTROL DE SU DM2

« DM2 18 ANOS DE EVOLUCION EN TTO CON
INSULINA NPH 30- 20Ul

METFORMINA 850 MG: 0-1-1
SITAGLIPTINA 100MG

HTA EN TTO LOSARTAN 50MG/12HS / AMLODIPINA
10mg

DLP ATORVASTATINA 40MG

ARTROSIS
NO FUMA
ANTC DE INTERNACION HACE UN ANO POR AIT




ANA MARIA, 69 ANOS
ACUDE PARA CONTROL DE SU DM2

* P:98.7Ke Coras oo

e T:1,57 mts OGtI)icemia:Z;llmg/dL AYUNAS 2 HORAS POST ANTES DE CENAR
* IMC: 39 LD 121 g/ dL TG 240 ALMUERZO

e CIA:123 cm mg/ dL

*GOT 45 U/L GPT40 U/L

j , 178 230 )78
i | 76 380 252

< Hiendo con 201 87 316
B rante o de 211 305 280

la ecogenicidad

e Sin Litiasis vesicular 67 389 189



VARIABILIDAD GLUCEMICA




BM)Journals
BM) Open Diabetes

Contenido mas reciente  Col

Research & Care

Inicio / Archivo / Volumen 9, Ndmero 1

Riesgo cardiovasculary metabélico - 24 de marzo de 2021 @) - & Acceso abierto Solicitar permisos () Cite este articulo %= Compartir ¢

Variabilidad glucémica y enfermedad cardiovascular en pacientes con diabetes tipo 2

Afiliaciones de los autores - Marcela Martinez 7, Jimena Santamarina ', Adrian Pavesi 2, Carla Musso 2_ Guillermo E. Umpierrez 3 =

Abstracto

La hemoglobina glucosilada es actualmente el estandar de oro para la evaluacion del control glucémico a largo plazo y la respuesta al tratamiento médico en pacientes
con diabetes. Sin embargo, la hemoglobina glucosilada no aborda las fluctuaciones en la glucosa en sangre. La variabilidad glucémica (VG) se refiere a las fluctuaciones en

los niveles de glucosa en sangre. Datos clinicos recientes indican que la VG se asocia con un mayor riesgo de hipoglucemia, complicaciones microvasculares y

macrovasculares, y mortalidad en pacientes con diabetes, independientemente del nivel de hemoglobina glucosilada. El uso de dispositivos de monitorizacion continua

de glucosa ha mejorado notablemente la evaluacion de la VG en la practica clinica y ha facilitado la evaluacién de la VG, asi como de los eventos de hipoglucemia e

hiperglucemia en pacientes con diabetes. Revisamos los conceptos actuales sobre la definicidn y evaluacién de la VG y su asociacion con complicaciones cardiovasculares

en pacientes con diabetes tipo 2.




CUALES SON NUESTROS OBIJETIVOS PARA ANA
MARIA?

MEJORAR
CONTROL
GLUCEMICO

MEJORAR CALIDAD
DE VIDA: DOLOR

REDUCIR REDUCIR
VARIABILIDAD COMORBILIDADES:

GLUCEMICA MASLD, SAOS

MEJORAR RIESGO

_— ] CARDIOVASCULAR DISMINUIR PESO




Traditional "“"one-way" Conceptual approach with
treatment intensification multiple “turning points®™

| S|

bBolus irnswlir I relnicrce
Add a GLP-1 RA to titrated basal Insulln o i e L o e st

[ Dead END 1]

Bolli GB, Porcellati F, Meier JJ. Switching From Insulin Bolus Treatment to GLP-1 RAs Added to Continued Basal Insulin in People With
Type 2 Diabetes on Basal-Bolus Insulin. Diabetes Care. 2020 Oct;43(10):2333-2335



QUE PODEMOS PROPONERLE A ANA MARIA?

I N S U LI N A CONTROL DE ESQUEMA RIGIDO

MAS RIESGO DE
GLUCEMIA POST HIPOGLUCEMIA

P RAN D IAL PRANDIAL MAS AUMENTO DE PESO
\ A

MEJOR CONTROL CONTROL POST
METABOLICO PRANDIAL
S PROTECCION CARDIO- REDUCCION DE PESO
‘ y RENAL DISCRETO

| CONTROL GLUCEMIA POST

. O G O PRANDIAL

< A N A L PROTECCION CARDIO TOLERANCIA
RENAL
® o G I_ P = 1 MAYOR POTENCIA EN COSTO
R ! REDUCCION DE PESO
A

S

.
4
-



QUE DICEN LAS GUIAS?

Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health

Goal: cardiovascular and kidney risk reduction*

+ASCVD' [ +Indicators of

high CVD risk

+HF

4 h 4

v

+CKD
©eGFR <60 mL/min/1.73 m? or albuminuria
(ACR 23.0 mg/mmol [30 mg/g]). Repeat
measurement is required to confirm CKD

+ASCVD/indicators of high CVD risk*

SGLT2i* with proven
HF benefit in current

y

or prior s
of HFrEF or HFpEF

GLP-1RA* SGLT2F with
with proven proven CVD
CVD benefit benefit

h 4 v

For individuals on a GLP-1 RA, consider adding
SGLT2i with proven CVD benefit or vice versa
Piogiitazone*

SGLT2i andjor either
dual GIP/GLP-1RA
or GLP-1 RA with
proven benefit in
symptomatic HFpEF
and obesity

+CKD (on maximally tolerated
dose of ACEi or ARB)

SGLT2i* with primary evidence
of reducing CKD progression
« SGLT2i can be started with
eGFR 220 mUmin/1.73 m*
* Glucose-lowering efficacy is reduced
with eGFR <45 mUmin/1.73 m*

—“—
I GLP-1RA* with proven CKD benefit |

If glycemia is above goal, for individuals
on SGLT2i, consider incorporating
a GLP-1RA or vice versa

Mitigating risk of MASLD or MASH

4

Agents with proven or potential benefit in MASLD or MASH
GLP-1RA, dual GIP and GLP-1 RA, ploglitazone, or combination of GLP-1 RA with piogitazone
Use insulin in the setting of decompensated cirrhosis

--------------’

Use of glucose-lowering medications in the management of type 2 diabetes

(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)

+Weight +Achi and mai
geme of glycemic goals
v v
r ~
Efficacy Metformin or other agent {including
for weight combination therapy) that provides
loss adequate efficacy to achieve and
maintain glycemic treatment goals.
Prioritize avoidance of hypoglycemia
in high risk individuals
High:
v
raghutide Efficacy for glucose lowering
Intermediate:
GLP-1RA (not
listed above),
SGLT2i
Neutral:
Metformin,
DPP-4i

treatment goals

Refer to DSMES to support self-efficacy in achievement of
treatment goal

Consider technology (e.g., diagnostic or personal CGM) to
identify therapeutic gaps and tailor therapy

Identify and address SDOH that affect achievement of




American From: 9. Pharmacologic Approaches to Glycemic Treatment: Standards of
Diabetes Care in Diabetes—2023

Association.

A

Assess adequacy of basal insulin dose
Consider clinical signals to evaluate for overbasalization and need to consider
adjunctive therapies (e.g., basal dose more than ~0.5 units/kg/day, elevated
bedtime-to-morning and/or postprandial-to-preprandial differential, hypoglycemia
laware or unaware], high variability)

¥

—e—e e
* |f above A1C target and not already on a GLP-1 RA or dual GIP and GLP-1 RA,
consider these classes, either in free combination or fixed-ratio combination, with insulin.

» If A1C remains above target:

9 fom everiog NP to. basl anslog a quently forgets to a in nd ¢ managod

Intensifying to injectable therapies in type s on and support; FPG, fasting plasma glucose;
GLP-1 RA, glucagon-like peptide 1 receptor agonlst max maX|mum PPG, postprandlal glucose. Adapted from Davies et al. (43).

Date of Download: 11/22/2023 Copyright © 2023 American Diabetes Association. All rights reserved.



QUE PLAN ELEGIMOS PARA ANA MARIA?

e EVALUACION NUTRICIONAL
e REHABILITACION FISICA
e EDUCACION EN AUTOCUIDADO

e RETIRAR SITAGLIPTINA

e CAMBIAR DE INSULINA HUMANA POR
CAMBIAR INSULINA ANALOGA (INSULINA GLARGINA
U300 40 UI/DIA

* ANALOGO
GLP1

e SEMAGLUTIDE
0.25/ SEM

AGREGAR




ANA MARIA, 69 ANOS
ACUDE PARA CONTROL DE SU DM2

1. CONTROL AL MES....

AYUNAS 2HS POST ALMUERZO ANTES DE CENAR

211 350 198
156 198 216
173 276 154
164 187 268
147 153 156

BUENA TOLERANCIA AL FARMACO, MENOS DOLOR
PESO: 96. KG IMC 38.9 ClA: 115 CM

2. CONTROL A LOS 3 MESES.... SEMAGLUTIDE 0.5mg/sem, | GLARGINA
U300 36Ul/ DIA

BUENA TOLERANCIA AL FARMACO, DUERME MEJOR,
MENOS FATIGA . REFIERE CONSTIPACION

PESO: 89. KG IMC 36 CIA: 105 CM

LAB GLIC 153 mg/ dL HbAlc 8,5%




EFECTO INCRETINA... ANALOGOS DEL GLP1

Es el fendmeno fisioldgico donde la
glucosa ingerida por via oral provoca
una respuesta de insulina
significativamente mayor que la misma
cantidad de glucosa administrada por
via intravenosa. Es impulsado por
hormonas intestinales (GLP-1 y GIP)
tras las comidas, optimizando el manejo

de glucosa

Cerebro

Corazon
dCardioproteccién

y \* Funcién cardiaca

Y

. Intestino ¢/

Higado

Tejido adiposo ~ Musculo

V- 4

4 Captacién y almacenamiento
de glucosa

et 3 4Sensibilidad
vProduccién de glucosa B delainsulina

| #Neuroproteccion
*Apetito

Estomago

Pancreas

ASecrecion de insulina
¥Secrecién de glucagén
4Sintesis de insulina
AProliferacion celular beta
¥ Apoptosis celular beta

£

‘,”p



CLASIFICACION DE LOS ANALOGOS DEL GLP1

SIMPLES DUALES
GLP1 GLP1/GIP

TRIPLE

o EXENATIDE e TIRZEPATIDE e RETRATRUTIDE
o LIXISENATIDE
e LIRAGLUTIDE
e DULAGLUTIDE
e SEMAGLUTIDE

EN ESTUDIO..FASE Il

4




PRESENTACION FARMACOLOGICA DE LOS
ANALOGOS DEL GLP1 EN PARAGUAY

SOLIQUA s
‘ 100 units/ml + 50 micrograms/ml

solution for injection in a pre-flled pen

Lipoless’

[MD [
Tirzepatida

insulin glargine + lixisenatide
‘ Use only in this pen.

P - .
y SOLIQUA’ soosuar
' 100 units/ml + 33 micrograms/ml

COMBINACIONES FUJAS

Exenagluc' 3

Semaglutida 3 mg

@ Comprimidos | Via Oral ET;‘E’
LAPICERAS COMPRIMIDOS

JERINGA PRECARGADA



SUSTAIN: ESTUDIOS CON SEMAGLUTIDE

a SUSTAIN 3 SUSTAIN 4 SUSTAIN 5 SUSTAIN 6
SUSTAIN 1 SUSTAIN 2 vs exenatide ER vs basal vs placebo SUSTAIN 7 vs placebo
vs placebo vs sitagliptin (MET, MET+SU, insulin (add-on vs dulaglutide (0-2 OAD+basal or
Background: (treatment-naive) (METXTZD) other™") (METxSU) insulintMET) (MET, MET/SU) premixed insulin)
Treatment duration: 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks 40 weeks 104 weeks
HbA,  at baseline: 8.1% B.1% 8.3% B.2% 8.4% 8.2% 8.7%
0.0

' '
- =]
(=] w

Change from baseline
in HbA,. (%)
-
wn

-2.0
= Semaglutide 0.5 mg mSemaglutide 1.0 mg = Placebo u Sitagliptin 100 mg " Exenatide ER 2.0 mg
mIGlar ® Dulaglutide 0.75 mg = Dulaglutide 1.5 mg » Placebo 0.5 mg = Placebo 1.0 mg
SUSTAIN S SUSTAIN 6
b SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 vs placebo SUSTAIN 7 vs placebo
vs placebo vs sitagliptin vs exenatide ER vs basal insulin (add-on vs dulaglutide (0-2 OADtDasal or
Background:(treatment-naive) {(MET£TZD) {MET, MET+SU, cther™) (MET#5U) insulin£MET) (MET, MET/SU) premixed insulin)
Treatment duration: 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks 40 weeks 104 weeks
BW at baseline: 92 kg 89 kg 96 kg 93 kg 92 kg 95 kg 92 KG

1.2

Change from baseline
in BW (kg)

m Semaglutide 0.5 mg m Semaglutide 1.0 mg = Placebo = Sitagliptin 100 mg = Exenatide ER 2.0 mg
u Insulin glargine ® Dulaglutide 0.75 mg ® Dulaglutide 1.5 mg = Placebo 0.5 mg ® Placebo 1.0 mg



SURPASS: ESTUDIOS CON TIRZEPATIDE

Phase 2 (GPGB) SURPASS-2 SURPASS-3 SURPASS+4 SURPASS-5
! 05 0. 0.5 0.5F 0.5+
e Baselnec 8.12% e - __ Baseline: 8.18 % - Baselne: 8.52 % - Baseline: 832 %
£ 00 o £ 0 £ 00 £ 00 £ 00
i a 5 a E 2 g a5 g o8 i og
g -1 4 -1 g -1 4 -1.0¢ g -1.0¢ ¢ 1.0p n
{ URPASS 1 e Tirzepatide versus Placebo § a, § 1. g of; g 1.5 g 1.5+ é 1.5
- : g ; g :
oTi ide v utide, all wi - +2.0 0'2. 2! 0-2.0' 0-2.0' A 20F
{SURPASS 7] | s —— § A { : - { |«
/ § 25 i-z. 2. § -2.5¢ g-z.s- L % § 2.5t . ®
{ SURPASS 3 .;\:tzf?r:z?\et\zgcrs:snl?sm“}l:};?;glUdec it 30 1 i i i 3 3 3 30 3.0 I i i i a0 1 I : 1
*Tirzepatide versus Insulin Glargine, with one ) ? § § ? ? 2F Baseing: 9034 r—] ? 2k Bassine: 95119 [
three oral glu loweri edicati + = = = = x, x 8. \ ']
|SEBRASSE| s | 3 ﬁ i g i : g :
) - - e -2r -2r
L SURPASS 5 e Tirzepatide as an additive to basal insulin g ! ; g g 4 g A
: : : g {4 {1
f F 3 } ) *
-8- -8. \
¥ *
8 g -1 8 -10i B -1 g -10p ‘ B -10p *
& 3 i 3 3HK) B
4 14 -1 ~14p 144 Patient
55 5 53 51 M 121 121 ‘21 115 470 469 470 469 358 360 358 359 329 328 338 1000 116 119 120 1” numbes
-16 -1 16| -1 — -15 ~16¢

P O PO f R R O f R &f
7 /s /



ANALOGOS DEL GLP1 CON INSULINA BASAL

NO DEMOSTRO INFERIORIDAD A LA INSULINA PRANDIAL PARA EL CONTROL GLUCEMICO.

REDUCE EL RIESGO DE HIPOGLUCEMIA, DISMINUYE LA INTENSIFICACION DEL TRATAMIENTO, REDUCE
PESO Y RIESGO CARDIOVASCULAR.

DEMOSTRO EFICACIA PARA LA REDUCCION DE HBA1C%

SI SE UTILIZA INSULINA, SE RECOMIENDA LA TERAPIA COMBINADA CON UN AGONISTA DEL
RECEPTOR DE GLP-1 (AR-GLP-1), INCLUYENDO UN AR-GIP Y UN AR-GLP-1 DUALES, PARA UNA
MAYOR EFICACIA GLUCEMICA, ASI COMO EFECTOS BENEFICIOSOS SOBRE EL PESO Y EL RIESGO
DE HIPOGLUCEMIA EN ADULTOS CON DIABETES TIPO 2.

9. Enfoques farmacoldégicos para el tratamiento de la glucemia: Estandares de atencion en la diabetes
(2026)



HIERARCHIES OF PREFERRED MEDICATIONS FOR

COMPLICATION-CENTRIC CARE OF PEOPLE WITH ABCD

KEY:
B First Line Prediabetes Type 2 Diabetes
) Metabolic Syndrome
I secondLine Diabetes Prevention tirzepatide
Third Line semaglutide

tirzepatide
semaglutide

liraglutide
phentermine/topiramate

liraglutide orlistat
phentermine/topiramate naltrexone/bupropion

orlistat

"5
F

MACE Prevention

CARDIOMETABOLIC

semaglutide
(liraglutide in T2D)

Blood Pressure Lowering

tirzepatide Chronic Kidney Disease
semaglutide
phentermine/topiramate semaglutide

tirzepatide

Hierarchies are based on clinical trial data.
Drugs are not listed when relevant data are
not available. However, weight loss regardless
of treatment modality may provide benefit.

Results reflect available data at time of
publication and will need revision based
on ongoing and future trial results.

tirzepatide
semaglutide

semaglutide
tirzepatide

Abbreviations: ABCD, adiposity-based chronic disease; HFpEF, heart failure with preserved ejection fraction; MACE, major adverse cardiac events: MASH. metabolic

dysfunction-associated steatohepatitis ; T2D, type 2 diabetes

Algorithm Flgure 8 - Preferred Med|cations Hierarchies

COPYRIGHT © 2025 AACE. May not be reproduced in any form without express written permission from Elsevier on behalf of AACE M‘ E

Visit doi.org/10.5016/] eprac. 2026.07.017 to request copyright permission,



TIPS A TENER EN CUENTA PARA EL INICIO DE
ANALOGOS GLP-1

* REDUCIR EL 10-20% DE LA DOSIS DE LA INSULINA BASAL Y REEVALUAR
DOSIS EN CADA CONSULTA.

- * SUSPENDER LOS INHIBIDORES DE LA DPP-4 (SITAGLIPTINA)

* INICIAR LA DOSIS MAS BAJA DE ANALOGOS GLP-1, MONITORIZAR
i
‘ »}’ ‘ . TOLERANCIA, EFECTOS ADVERSOS, ANTES DE ESCALAR DOSIS
* AUMENTAR LA FRECUENCIA DE CONTROLES DE GLUCEMIA
< X (GLUCEMIA CAPILAR/ MCG), INDAGAR SINTOMAS DE
% HIPOGLUCEMIAS



WE ARE

BETTER
TOGETHER
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