02 Curso Avanzado DM tipo 2
RedGDPS. Madrid

Escenarios Clinicos en DM tipo 2
para Médicos de Familia

Hospital Universitario

/| Puerta de Hierro Dr. M. Brito
7z Majadahonda Endocrinologia y Nutricion



http://intranet.madrid.org/cs/Satellite?cid=1191580219422&language=es&pageid=1191580219005&pagename=HospitalPuertaHierroMaja/HOSP_Contenido_FA/HPHM_generico

CASO 5. Carmen de 69 anos

 HTA

* Intervenida de bypass y sustitucion mitral en 2014

 Hipotiroidismo primario. Intervenida de rifidn izquierdo con eFG 38 ml/min

DM 2 en tratamiento con Insulina Glargina 0-0-22, I. Glulisina 4-8-6 y Linagliptina 5 mg/d
e Acude a revision aporta glucemias capilares en torno a 200 -250 pre y posprandiales

 EF: Talla 167 cm. peso 113 Kg Cintura 110 cm.

 Analitica: GB 204 mg/dl. HbAlc 10%. Orina abundante bacteriuria y leucocituria.
Glucosuria negativo. Cuerpos cetonicos negativos

¢ Cual seria el abordaje clinico?



Caso 5. Carmen

Mujer 69 anos

e HTAy DM2

* Cirugia: bypass vy sustitucion mitral en 2014. Rindn izquierdo (eFG 38 ml/min)
* Hipotiroidismo

Tratamiento:

- Insulina Glargina 0-0-22 | 40
0,35 U/kg

- Insulina Glulisina 4-8-6

- Linagliptina 1 c/d



Caso 5. Carmen

EF: Talla 167 Peso 113 kg IMC 40,5 Perimetro de cintura 110 cm

EC:
- Glucemia capilar pre y post: 200-250 mg/d|
- Analitica: glucosa 204 mg/dl HbAlc 10% eFG 38 ml/min

- Orina: bacteriuria y leucocituria abundante. Glucosuria y cuerpos
cetonicos negativos



Caso 5. Carmen

Mujer 69 anos
e HTA ¢Tiempo de evolucion? ¢Que grado de control tiene? ¢ Cuantos farmacos precisa?

* Cirugia: bypass y sustitucion mitral en 2014. Rifidn izquierdo (eFG 38 ml/min)

* Hipotiroidismo imotivo?
* DM2 éiseguro? éTiempo de evolucion? écomo se diagnostico? édesde cuando con
insulina?

Tratamiento:

- Insulina Glargina 0-0-22 [ 4o U--i( dcumplimiento? ¢educacidn diabetoldgica?
] i icing 4-8- 0,35 U . .
Insulina Glulisina 4-8-6 /ke ;ajusta dosis?

- Linagliptina 1 c/d

émetformina? ¢ mal tolerada o retirada por insuficiencia renal?
é Resto de medicacion? antihipertensivos, estatina, anticoagulacion, hormona
tiroidea...



Caso 5. Carmen

EF: Talla 167 Peso 113 kg IMC 40,5 Pcintura 110 cm ¢habitual?
éTA?

EC:

- Glucemia capilar pre y post: 200-250 mg/d| ¢desde cuando? Mal control

- Analitica: glucosa 204 mg/dl HbA1c 10% écontrol previo, fecha? Mal contro
prolongado

- Orina: bacteriuria y leucocituria abundante. Glucosuria y cuerpos
cetdnicos negativos ¢éproteinuria / albuminuria? raro



Caso 5. Carmen

ID:

* Diabetes Mellitus tipo con mal control metabdlico con pauta bolo/basal
+iDPP4

e HTA

* Obesidad grado 3
e Cardiopatia isquémica... prevencion secundaria

* Insuficiencia renal grado 3B ¢origen? Cirugia, hta, dm

* ¢Complicaciones microvasculares?: fondo de ojo,
albuminuria/proteinuria



Algoritmo DM2 en el anciano: objetivo de control

1%) Establecer objetivo terapéutico

Esperanza de vida =5 afnos Esperanza de vida limitada
Buena capacidad funcional Incapacidad funcional
Comorbilidad limitada Comorbilidad severa
\ HbA1c 7 - 7,5% ) HbA1c 7,6 - 8,5%

2°) Considerar las preferencias del paciente y/o cuidador

3°) Elegir la pauta terapéutica individualizada
(sin olvidar dieta y ejercicio)

4%) Abordar integralmente los factores de riesgo vascular

Gdmez Huelgas R Med Clin (Barc) 2013; 140:134



;Edad > 75 afios?

l

Valocion grticaniega
l Sulfonilureas
¢ Situacioén de fragilidad o dependencia? Glinidas
- ¢Demencia moderada o grave? gl Pioglitazona
NO ISGLT2
arGLP1
__________ l, Metformina
¢Insuficiencia renal avanzada? E"!"Pn"u; 9as
FG < 30 mL/mi N Glinidas
(FG < 30 mL/min) Pioglitazona®

NO ISGLT2

| Y | SR [ arGLP1____ 1
Metformina I

iISGLT2" Suton
arGLP1° i Enfermedad cardiovascular? 8 Sulfonilureas
Glinidas

iDPP4°
Pioglitazona®
'nsulina /

Gomez Huelgas R. Rev Esp Geriatr Gerontol. 2018; 53: 89




Diabetes y
obesidad

HbA1C 6,5-9% e IMC =30 HbA1C >9% e IMC =30

|Ashtm1'|£|ﬁm| |Hiperg|unemia sintomatica |

MEV + metformina Insulina h:a_ﬁal
HbA1c = objectivo individualizado + metformina
en 3 meses

Reevaluacion tras
insulinizacion transitoria

o | SGLT-2
?
n':"'f | DPP-4
HbA1c > objectivo individualizado
o pérdida de peso < 3% OTRO
en 3 meses
___________________________________________ Afadir o ________

Metformina Metformina N ey .

| SGLT-2 AR GLP-1 ﬁ,',rggfaga;léima St

| DPP-4 | SGLT-2 no contraindicaciones
™
% Considerar insulina basal si HbA1c =1% de objectivo
o

Considerar: DMBC, orlistat

Gomez Huelgas R. Rev Rev Clin Esp. 2015;215:505



Algoritmo red GDPS

 Mal control: Alc 10%

* Prevencion secundaria:

* bypass cardiaco
* |Insuficiencia renal: KDIGO 3b

e Obesidad: IMC 40,5
* Anciano? (“fragilidad”): 69 afos

-

redGDPS

GRADO DE
CONTROL
GLUCEMICO

CONDICIONANTE
CLINICO
PREDOMINANTE



Algoritmo

SEEN

Cambios estilo de vida ( t terapia pérdida ponderal médico- quirdrgica)

SEEN

Sociedad kspanol ce
Fracerine/egiay Mutricifin

ECV establecida
o nefropatia

Ver algoritmo
complicaciones

' Insuficiencia renal ‘

-FGlimite para empleoc
MET 4,

isGLT2*
45

Liraglutida

Semaglutida

Dulaglutida
15

Exenatida LAR
50

Lixisenatida
30

iDPP4*
su 30
GLIN#

\ PlO# )

ALGORITMO TERAPIA DM2 CENTRADO EN EL CONTROL GLUCEMICO

Farmacos indicados segun orden de prioridad

Grado de evidencia E salve para metformina

No LHbA,c inicio < 7.5%

J —_— L HbA, . inicio > 7.5%

— L Triple ierapiaJ S— HbA;. inicio > 9%

monoterapia doble terapia
Evaluar adherencia I Clinica cardinal + \
pérdida de peso
IMC META iDPP4 +
(ka/m2) iDPP4 / iSGLT2® iDPP4 / iSGLT2® iSGLT2 lNo 15.|
<25 Oftros MET~+ Otros META+  Otros
Insulina basal " .
Terapia || Insulina
> dual basal
META iSGLT2 iSGLT2 + +
iSGLT2 MET2+ iDPP4 META+ iDPP4 & MET £
25-30 iDPP4 Ofros Otros Triple ADOs+
Ofros Insulina basal terapia || arGLP1
% iDPP4 + MET: HbA,. 0.5-1% > objetivo n EI'(‘:;;'LEF?] % \/
+ .
META arGLP1 A /iSGLT2 A Asociar o
iSGLT2 / arGLP1 META + MET*+  ippps Ly in;:nnr:::,:iq
=30 iDPP4 iDPP4 Oftros :
Ofros Otros Insulina basal (ver algoritmo

_—

Intensificar cada 3 meses si no se alcanza objetivo HbA 1¢

insulinizacién)
Si HbAuc inicio > 10%.
considerar insulina bolo-basal

Oftros farmacos: SU, GLIN, PIO. tvitar si riesgo de hipoglucemias [3U, repaglinida) o de insuficiencia cardiaca o fracturas [P10).
AA favor arGLP1: dificulfad de control de la ingesta, IMC > 35 ka/m? distancia a objefivo de HoA1e> 1%, riesge 1 fracturas, infeccicnes

genitales repeticion

*Ajuste de dosis en IR salvo linaglpting; **dapaglifozina FG 60
#Mo requiere agjuste de dosis en IR

_ En IR avanzada, vigilar dosis de repaglnida por nesgo de hipoglucemia

ECV: enfermedad cardiovascular; MET: metforming; SU: sulfonilureas; GLIN: repaglinida; PIO:
pioglitazona;

°51 hipertension artenal o necesidad de evitar ganancia ponderal. 5GLTZ: dapaglhfozina,
empaglifozing, canaglifozinag, eruglifozing (aprobade por Eurcpean Medicines Agency)



Algoritmo

ADA/EAS

GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
IF HbA,  ABOVE TARGET PROCEED AS BELOW

9] ¥ mrrsmuml

N\

J

T0 AVDID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

+ DPP-4i if not on GLP-1 RA
+ Basalinsulin
- I

-« SUf

+ Basal insulin*
+ SU¢

1. Proven CVD benefit means it has label indication of reducing CVD events. For GLP-1 RA strongest

evidence for liraglutide >

> exenalide exl

ded release, For SELTZi evidence

bid,
d

151
vey

tly stronger for

in > canaglificzin.

2. Be aware that SGLTZi vary by region and individual agent with regard to indicated level of eGFR

for initiation and continued use

3. Both empagliflozin and canaglifiozin have shown reduction in HF and reduction in CKD

progression in CVOTs

& Degludec or U100 glargine have demonstrated CVD safety

o oo w3 oo

[

If HbA, above target

r.

L.

Consider the addition of SU* OR basal insulin:

+ Choose later generation SU with lower risk of hypoglycaemia
Consider basal insulin with lower risk of hypoglycaemia’

and/or GLP-1 RA not tolerated or
contraindicated use regimen with
lowest risk of weight gain
PREFERABLY
DPP-4i (if not on GLP-1 RA)
based on weight neutrality

¥

priority to avoid weight gain or no weight-related comorbidities)

expensive and DPP-4i relalively cheaper

. Low dose may be better tolerated though less well studied for CVD effects
. Choose later generation SU with lower risk of hypoglyczemia

. Degludec | glargine U300 < glargine U100 / detemir < NPH insulin
. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide
. If no specific comorbidities (i.e. no established CYD, low risk of hypoglycaemia and lower

10. Consider country- and region-specific cost of drugs. In some countries TZDs relatively more

I DPP-Ai not tolerated or
contraindicated or patient already on
GLP-1 RA, cautious addition of:

+ SU* « TZD® « Basalinsulin

lowest acquisition cost

+ Consider DPP-4i OR SGLTZi with
lowest acquisition cost™

ASCOPREDOMINATES oo e J J
o - ~ COMPELLING NEED TO MINIMISE WEIGHT
PREFERABLY COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE™"
SGLT2i with evidence of reducing EITHER
SGLT2i with HF and/or CKD progression in 2 R
6LP-1RA proven CVD CVOTs f eGFR adequate’ - 1 — n s
; 2 DPP-4i GLP-1RA LTz T good efficacy SGLTZ7 st D"
with proven benefit’, | fmm————— OR =====————o ;
2 > ; J for weight loss®
CVD benefit if eGFR If S6LT2i not tolerated or ,‘, ‘} \L \L
adequate’ contraindicated or if eGFR less I HbA 1 HbA TS 1 HbA 4 ‘l'
K 1c 1c
than adequate”add GLP-1 RA above target above target above target ’ above target [ If HbA, above target } [ If HbA, above target }
with proven CVD benefit .
k |\ ) N3 ¥y _ 3 3 T ¥ ¥ ¥
4 ¥ GLP-1RA | SGUT2%
[ If HbA, above target J L If HbA,_above target J SGLT2i SBLT2i OR OR GLP-1 RA with
* ’l' . OR OR DPP-4i DPP-4i SGLT2¢ good efficacy 2" SU¢
- TiD T OR OR for weight loss®
If further intensification is required or « Avoid TZD in the setting of HF 10 GLP-1RA
gzge;“klz ulmse ‘? fovaty Choose agents demonstrating CV safety: T ~L ‘lr ‘L ~b \lf ‘l’ sb
-1 RA and/or SGLTZi, choose
agents demonstrating CV safety: . (:o.nsider adding the oth‘er class [ If HbA, above target ] [ If HbA above target ] If HbA, above target ]
« Consider adding the other class : ;;g‘::?::tn :::) Ee:f‘;':n the settin 4 4& \L ‘1’_ = Y *
(GLP-1 RA or SGLTZ) with proven SR o Kl ——— : ] . : : : -
CVD benefit of HF {if not on GLP-1 RA) ‘\ Continue with addition of other agents as outlined above J If triple therapy required or SGLT2i « Insulin therapy basal insulin with




iQué hacemos?

* Mal control
* Prevencion 22... iSGLT2 / arGLP1
* Obesidad ... iISGLT2 / arGLP1
* Insuficiencia renal: limita uso de iSGLT2... arGLP1
... retirar iDPP4... posibilidad de retirar insulina rapida



Comparacion arGLP1 vs iSGLT?2

GLP-1RAs1-3* SGLT-2is1.45*

| HbA,. 0.7-1.8% 0.4-1.0%
| Body weight 2-6.5% 1-4%
Hypoglycaemia risk Low Low
CV safety Proven Proven
CV effects |Major adverse

U avents! |HHF or CV death
Renal effects |Progression of albuminuria |Progression of CKD
Adverse effects GI (nausea, vomiting) Genitourinary infections

*In the management of T2D. "Defined by CV death, non-fatal myocardial infarction, non-fatal stroke (and hospitalisation for unstable angina in the ELIXA trial).
CKD, chronic kidney disease; CV, cardiovascular; GI, gastrointestinal, GLP-1RA, glucagon-like peptide-1 receptor agonist; HHF, hospitalisation for heart failure;

SGLT-2i, sodium-glucose cotransporter-2 inhibitor.
1. Aroda VR et al. Diabetes Metab 2019 Jan 4. doi:10.1016/j.diabet.2018.12.001. [Epub ahead of print]; 2. Gentilella R et al. Diabetes Metab Res Rev.
2019;35:e3070; 3. Kristensen SL et al. The Lancet 2019. [In press]; 4. Kramer CK and Zinman B. Annu Rev Med 2018;70:323-34; 5. Perkovic V et al. N Eng/ J

Med 2019;380:2295-306.



EMPA-REG

* Principales criterios de inclusion
e Adultos con diabetes de tipo 2

e IMC <45 kg/m2

* HbAlc 7-10%*

e Sin tto. (Alc: 7-9%)
e Con tto. (Alc: 7-10%)

* Enfermedad cardiovascular establecida

* Antecedentes de infarto de miocardio, cardiopatia isquémica, angina inestable,

ACVA o enfermedad arterial periférica

* Principales criterios de exclusion

* TFGe <30 mL/min/1,73m2 (MDRD)



Primary Outcome:
ESKD, Doubling of Serum Creatinine, or Renal or CV Death

N
N

Hazard ratio, 0.70 (95% CI, 0.59-0.82) 340 participants
P = 0.00001

N
o

245 participants

-
N
1

-
o

Participants with an event (%)

5 - - Placebo

—— Canagliflozin

o 1 L} T T L] L] 1
0 6 12 18 24 30 36 42

Months since randomization
No. at risk

Placebo 2199 2178 2132 2047 1725 1129 621 170
Canagliflozin 2202 2181 2145 2081 1786 1211 646 196

Perkovic V, et al. N Engl J Med. 2019;380(24):2295-2306.

D “
CREDENCE



Primary Outcome by Screening eGFR and Albuminuria

Hazard ratio Interaction
(95% CI) P value

Screening eGFR 0.11

30 to <45 mL/min/1.73 m2 —.— 0.75 (0.59-0.95)

45 to <60 mL/min/1.73 m?2 —— 0.52 (0.38-0.72)

60 to <90 mL/min/1.73 m? ——i 0.82 (0.60-1.12)
Baseline UACR 0.49

<1000 ma/q —.— 0.76 (0.55-1.04)

~1000 mg/g —— 0.67 (0.55-0.81)

I | I I
0.25 0.5 1.0 2.0 4.0
Perkovic V, et al. N Engl J Med. 2019;380(24):2295-2306. Favors Canagliflozin Favors Placebo

. o
CREDENCE




DURATION-8: GLP-1RA, SGLT-2i vs combination

trial
CHANGE FROM BASELINE TO WEEK 28 - IN-TRIAL ANALYSIS

HbA, . Body weight
Baseline: 9.3% Baseline: 90.9 kg
S\i g -0.5 - ~m
@ -0.5- R \
= 2 4 -1.6 kg
— ol '
o A 235 -1.5 il ¥ Y SN W
2 -1.0- R -2.2.k
E n -1.4% >0 —2.0 1 -&Kg 4
S * 383
@ -1.5- \1 ~1.6% 1 =18~
% % ‘\\\’E? f:f ,’.:R/Q'J ; 0 -3.0 + -3.6 kg
= -2.0% =2
L'i -—2.0 - E —3.5 m
3 © -4.0-
x
_2.5 (] (] T (] T (] T ] "4,5 T T T L L T T T
0 4 8 12 16 20 24 28 012 4 8 12 16 20 24 28
Time since randomisation (weeks) Time since randomisation (weeks)
Exenatide plus dapagliflozin Exenatide Dapagliflozin

Values are observed means * standard error of the mean. End of treatment between group difference: *exenatide plus dapagliflozin vs dapagliflozin

(ETD -0.6 [95% CI: -0.8;-0.3]; p<0.001); "exenatide plus dapagliflozin vs exenatide (ETD -0.4 [95% CI: -0.6;-0.1]; p=0.003); *exenatide plus dapagliflozin
vs dapagliflozin (ETD -1.3 [95% CI: -2.1;-0.6]; p<0.001); %exenatide plus dapaglifiozin vs exenatide (ETD 2.0 [95% CI: -2.8;-1.2]; p<0.001).

ETD; estimated treatment difference; GLP-1RA, glucagon-like peptide-1 receptor agonist; SGLT-2i, sodium-glucose cotransporter-2 inhibitor.

Jabbour SA et al. Diabetes Care 2018;41:2136-46.




SUSTAIN 8:sema 1.0 mg vs cana 300 mg

d Efficacy ki Safety
P rti ith Il and
Semaglutide 1.0 mg OW superior to 0 s;?izislzgsw;imi?;/fra an
canagliflozin 300 mg OD in reducing
HbA,c and weight ‘=a_: Gastrointestinal events more
% common with semaglutide
@ ~1.5% vs - 5.3 kg vs
v —1.0% -4.2 kg é Infections/infestations more
common with canagliflozin
\_ 7 N
-

SUSTAIN 8 provides clinically relevant information regarding the
head-to-head comparison of a GLP-1RA and SGLT-2i as second-line therapy

in patients with T2D

OP-52 EASD 2019




iQué hacemos?

* Lo primero, estabilizar a |la paciente:
e Descartar incumplimiento terapéutico, factor descompensador
* Probable infrainsulinizacion...
 Aumentar insulina basal +2 U cada 3 dias hasta lograr glucemia antes
del desayuno 100-140 mg/dl (manteniendo iDPP4)
* En segundo tiempo, revisar controles:

e Ajustar insulina rapida, aumentar de 1-2 U si incremento postprandial
superior a 50 mg/dl (> riesgo de hipoglucemia en insuficiencia renal)

e Suspender iDPP4 e iniciar arGLP1
 Valorar suspender insulina rapida (...lenta?)



