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Algorisme del tractament farmacologic hipoglucemiant de la DM2
ir ESGLAO 2n ESGLAO 3r ESGLAO

MESURES DIETETIQUES | CANVIS D’ESTIL DE VIDA

4

ELECCIO

METFORMINA SULFONILUREA INSULINA
:'D' RE F’AGL“"“DAJ
& ppmiraindicacd o

SULFOMNILUREA, ° PIOGLITAZONA, *° PIOGLITAZONA, IDPP4, *
(O REPAGLINIDA) IDPP4, ISGLT2 ARGLP1, ISGLT2

Insulinitzacio dels pacients amb descompensacio
hiperglucemica aguda o simptomes d'insulinopénia
\DEP4 independentment de l'esglac

PIOGLITAZONA

ARGLP1: agonistes del receptor del péptid similar al glucagd-1; IDPP4: inhibidors de la dipeptidil peptidasa-4; ISGLT2:
inhibidors del cotransportador de sodi-glucosa tipus 2.




Pautes d’harmonitzacié DM2: Index Qualitat Farma

Hipoglucemiants no insulinics Metformina i Sulfonilurees (gliclazida,
recomanats 8 glimepirida, glipizida)

Hipoglucemiants no insulinics Pioglitazona, Repaglinida, Sitagliptina,
recomanats com a alternativa a les 4 Empagliflozina, Dapagliflozina i

, combinacions
sulfonilurees

Insulines basals d’eleccid 2 Insulina NPH i barreges bifasiques NPH

Utilitzacio d’hipoglucemiants no insulinics recomanats:

Trams Punt de tall (igual o superior a...) Puntuacio
= Percentil 75 68% 8 punis
= Percentil 60 64% 6 punts
= Percentil 45 61% 4 punts
= Percentil 30 57% 2 punts
= Percentil 15 54% 1 punt

Utilitzacio d’hipoglucemiants no insulinics recomanats com a alternatiyé.Aa les sulfonilurees prioritzades:

Trams Punt de tall (igual o superior a ‘! Puntuacio
= Percentil 75 75% 4 punts
= Percentil 50 71% 2 punts
= Percentil 25 67% 1 punt

Utilitzacio d’insulines basals d’'eleccio:

Trams Punt de tall (igual o superior a...) <« Puntuacio
= Percentil 50 12% 2 punts
= Percentil 25 8% 1 punt




Sempre metformina ?
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Metformina

{ Mecanisme d’accio }

(Hepato-Intest) Digestius

Hipovitamina B12

{ Potencia (1,5-2%)

} Acidosi lactica

[ No augment de pes

No hipoglucemia Cl si FG <30
UKPDS
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Com a primera intencio, que afegim a la metformina ?
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Gliclazida, glimepirida, glipizida
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Meta-Analysis
Epub 2019 Jan 13.

> Clin Pharmacol Ther. 2019 May;105(5):1213-1223. doi: 10.1002/cpt.13

HbA1c

A Model-Based Meta-Analysis of 24 > Befter
Antihyperglycemic Drugs for Type 2 Diabetes: 1.01

Comparison of Treatment Effects at Therapeutic 5 1.0

Doses .

Metformin 2000 mg
Metformin 2550 mg
Alogliptin 12.5 mg
Alogliptin 25 mg
Linagliptin 5 mg
Saxagliptin 5 mg

Alan Maloney 1, Julio Rosenstock 2, Vivian Fonseca 3

229 RCT

J HbAlc
0,72 %

Hypoglycemia

20
20

1 Hipos
RR 1,5

Saxagliptin 10 mi
Sitagliptin 100 m
Vildagliptin 50 mg

Vildagliptin 100 mg 08
Albiglutide 30 mg 075
Albigiutide 50 mg 0.96
Dulagiutide 0.75 mg
Dulaglutide 1.5 mg
Exenatide BID 20 ug
Exenatide QW 2 mg
Exenatide QWS 2 mg
Liragiutide 0.6 mg
Liraglutide 1.2 mg
Liraglutide 1.8 mg
Lixisenatide 10 ug

Large WE|ght |ncreases Lixisenatide 20 ug

Glycemic control was
typically greatest with
GLP-1RAs, and least
with DPP-4i.

125 J HbAlc

1,77 %

#®& |, Peso

3,8 k
-_-g

. Semaglutide 0.5 mg
were observed with

I Semaglutide 1 mg
anaginozin mg
sulfonylureas and

Canaglifiozin 300 mg
thiazolidinediones.

apagiifiozin 5 mg
Dapaglfiozin 10 mg
Empaglifiozin 10 mg
Empaglifiozin 25 mg
Entuglifiozin 5 mg

4 HbAlc
1,01 %

o7
069
o7
-0.73

‘T:’..g J, Peso
2,3 kg
18

-
-
© o © o

Gliclazide 80-320 mg
Glimepiride 1-8 mg
Glipizide 5-20 mg
Glyburide 1.25-20 mg

"I:Ii.vwl _
J» HbA1lc

Hypoglycemia risk was
ypody am 0,86-1,17 %

B
M Peso
2,3-2,8 kg

highest with SU,
although gliclazide was
notably lower.

mg
Piogitazone 30 mg
Pioglitazone 45 mg
Rosiglitazone 4 mg
Rosigltazone 8 mg

0.5 -1.0 -1.5 20 4

Malone A et al. Clin Pharmacol Ther. 2019;105(5):1213-23. HbA1c - Change versus Placebo (%)

| 0 -2 4
Weight - Change versus Placebo (kg)

16

8 4 2 1
Hypoglycemia - Relative Risk versus Placebo



JAMA | Original Investigation

Effect of Linagliptin vs Glimepiride on Major Adverse
Cardiovascular Outcomes in Patients With Type 2 Diabetes
The CAROLINA Randomized Clinical Trial

Ao Roseentock, MO; Steven £ Kahey, M8, Chi, Ocddd Erile Joburaes, MD, PO, Berraed Dinenun, MO, Mark A Expeland, PhD; Mas L Woerle. MD
Lgon Plarr, MSC. Annett Keller, Mic, PRD, Michasls Mattheus, MSc, Divid Bsanstra, Mc, MBA, Thomas Mecuche, MD. Jyottes T George. MIBES, PhD,
Maormdan von Eynatten, MD. Darren K. McGue, MO, MSc. Nbolaus Mary, MD, for the CAROLINA bwvestigatons

A

Riesgo de Hipoglucemia SU vs IDPP4 \

CAROLINA: Linagliptina vs Glimepirida
(6.033 DM2, 34% ECV, 8% ERC)

Number needed to treat (NNT) to prevent hypoglycemia over 6 years

3

37.7

4 6 45 99

FaN
o
J

30.9

W
o
1

m Linagliptin
B Glimepiride

Participants (%)
N
o

-
o
1

Any SMBG <70 mg/dl SMBG <54 mg/dI Severe* Hospitalization due
or severe* or severe* to hypoglycemia
Treated set without duplicate participants (events occurring between first study drug intake until 7 days after last permanent study drug stop)

*Hypoglycemic event requiring the assistance of another person to actively administer carbohydrate, glucagon or other resuscitative actions &
PY, participant-years NS CAROLINA

AMA. 2019 Sep 19. doi: 10.1001/iama.2019 AT




Las hipoglucemias se asocian a una mayor utilizacion de recursos y costes

Observational Study > J Diabetes Complications. 2017 Nov;31(11):1620-1623.
doi: 10.1016/j.jdiacomp.2017.07.012. Epub 2017 Jul 28.

Healthcare resource use and associated costs of
hypoglycemia in patients with type 2 diabetes
prescribed sulfonylureas

Berhanu Alemayehu T, Jinan Liu 2, Swapnil Rajpathak 2, Samuel S Engel 2

N

Abstract

Los pacientes que experimentaron
alguna hipoglucemia tuvieron

una mayor utilizacion de recursos
(OR 3,0 emergencias y 3,8 ingresos)
y un coste anual tres veces mayor
que los que no la tuvieron (6.884 S
vs 2.392 S, p<0,001) (EEUU, 2012)

hypoglycemla in patients with T2DM treated with an SU.

Keywords: Costs; Healthcare resource use; Hypoglycemia; Sulfonylurea; Type 2 diabetes.

Alonso-Moran ef al BMC Health Services Research (2015) 15:307

DOl 10.1186/512013-015-0876-2
BMC

Health Services Research

RESEARCH ARTICLE Open Access

Incidence of severe hypoglycaemic episodes in
patients with type 2 diabetes in the Basque
country: impact on healthcare costs

Edurne Alonso-Moran'”, Juan F. Orueta® and Roberto Mufio-Solinis®

Alemayehu B et al. J Diabetes Complications. 2017;31(11):1620-1623.

Abstract

Background Hypoglycaemla is an acute comphca‘non of diabetes mellitus which poses a serious threat This study

En los pauentes DM2 con alguna

y (period
1 hospitals
| hipoglucemia grave, se observé un [
Ay . f residence).
1 incremento de los costes directos s who did
1 anuales de 2.509 € (Pais Vasco 2011) [ omona
[ e e =% ffered

hypoglycaemla accounted for an additional €2509 in annual healthcare costs
Conclusions: Hypoglycaemia has high morbi-mortality and a major economic impact. As such, health services must
monitor its appearance and promote specific actions, especially in the higher risk sub-populations.

Keywords: Hypoglycaemia, Type 2 diabetes mellitus, Healthcare costs, Glycosylated haemoglobin, Socioeconomic
level

Alonso-Mordan E, et al. BMC Health Serv Res 2015;15:207




PharmacoEconomics
https://doi.org/10.1007/540273-019-00774-9

SYSTEMATIC REVIEW

Cost Effectiveness of Sodium-Glucose Cotransporter-2 (SGLT2)
Inhibitors, Glucagon-Like Peptide-1 (GLP-1) Receptor Agonists,
and Dipeptidyl Peptidase-4 (DPP-4) Inhibitors: A Systematic Review

Among 85 studies selected, 82 clearly stated the
types of diabetes model used (e.g. CORE model),
and 70 studied used validated diabetes models.

Newer antidiabetic medications were reported to

be cost-effective in 26 of 30 (87%) studies
compared with insulin, and 13 of 15 (87%) studies
compared with sulfonylureas.

Hong D et al. Pharmacoeconomics. 2019 Jun;37(6):777-818.

Key Points for Decision Makers

Sodium-glucose cotransporter-2 inhibitors, glucagon-like
peptide-1 receptor agonists, and dipeptidyl peptidase-4
inhibitors are newer classes of antidiabetic medications
used to treat type 2 diabetes mellitus, which is one of the
key risk factors for cardiovascular disease and mortality.

Decision makers require information on the cost effec-
tiveness of newer antidiabetic medications compared
with sulfonylureas, thiazolidinediones, and basal insulin.

The newer antidiabetic medications appear to be cost
effective, from both payer and societal perspectives.
Most cost-effectiveness studies have used validated dia-
betes models with good reporting quality.
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Beneficios cardiovasculares de los arGLP-1 e ISGLT?2

Eventos cardiovasculares mayores (MACE): Prevencion secundaria vs. Prevencion primaria

arGLP1 ISGLT2
PS 0,86 PP 0,94 (ns) PS 0,89 PP 0,94 (ns)

Random-effects empirical Bayes model

Knapp-Hartung standard errors Treatment Placebo
1: History of CVD MACE .
iEanea o 0.83[ 074, 093] 26.38 Rate/1000 Rate/1000 Hazard ratio
SUSTAIN-6 S — 0.72[ 055, 094] 4.61 patient-years patient-years (95% CI)
EXSCEL R B 0.90[ 0.81, 0.99] 32.87
REWIND — & 0.87[ 0.74, 1.02] 12.86 ASCVD EMPA-REG OUTCOME 374 43.9 9 0.86 (0.74-0.99)
S . , SOAL 28 T 2 CANVAS Program 341 #13 . 0.82 (0.72-0.95)
Heterogeneity: T° = 0.00, |I” = 0.00%, H = 1.00 - 0.86[ 0.80, 0.92]
Test of 8 = 8;: Q(4) = 2.90, p = 0.57 DECLARE-TIMI 58 36.8 41.0 = 2 0.90 (0.79-1.02)
CREDENCE 55.6 65.0 o 0.85(0.69-1.06)
2: No history of CVD VERTIS CV 40.0 40.3 5 2 0.99 (0.88-1.12)
LEADER 1.20( 086, 1671 3.01 Pooled estimate TS 0.89 (0.84-0.95)
SUSTAIN-6 HIEA S g o Q statistic P = 0.34; I = 11.8%
EXSCEL ., S 099 077, 1.28] 5.13 (Qstatistic P = 0.34; 1 = 11.8%)
REWIND . 0.87[ 0.74, 1.02] 12.86
PIONEER 6 0.51[ 0.15, 1.71] 0.23 No ASCVD CANVAS Program 15.8 155 0.98 (0.74-1.30)
Heterogeneity: 1° = 0.00, I° = 2.32%, H = 1.02 e 0.94[ 0.83, 1.07) DECLARE-TIMI 58 134 13.3 T 1.01(0.86-1.20)
Test of 6, = 8;: Q(4) = 4.13, p = 0.39 CREDENCE 22.0 327 —— 0.68 (0.49-0.94)
Pooled estimate - 0.94 (0.83-1.07)
) (Q statistic P = 0.10; I = 56.5%)
Test of group differences: Qu(1) = 1.47, p = 0.22 y y . . I I |
0.50 0.75 1.00 1.25 1.50 0.25 0.5 1.0 20

»

Favors Treatment Favors Placebo
P interaction = 0.63

Giugliano D, et al. Diabetes Obes Metab. 2019;21(11):2576-80. McGuire DK et al. JAMA Cardiol. Pub online October 7, 2020. doi:10.1001/jamacardio.2020.4511




Annals of Internal Medicine

Comparative EﬁECtiVEﬂESS Of GIUCOSQ'LOWEI’ing DrugS fOI' . Change in Hemoglgbin A1c Level in Patients Receiving

Type 2 Diabetes

A Systematic Review and Network Meta-analysis

453 trials assessing 21 antidiabetic
interventions from 9 drug classes were
included. Interventions included
monotherapies (134 trials), add-on to
metformin-based therapies (296 trials),
and monotherapies versus add-on to
metformin therapies (23 trials).

Insulin regimens and specific GLP-1 Ras
added to metformin-based background
therapy produced the greatest
reductions in HbAlc level.

Tsapas A et al. Ann Intern Med 2020 Aug 18;173(4):278-286

Metformin-Based Background Therapy

Subcutaneous semaglutide -—m—
Oral semaglutide

Premixed insulin
Dulaglutide

Basal-bolus insulin
Extended-release exenatide
Liraglutide

Basal insulin

Prandial insulin
Meglitinides

Canagliflozin

Pioglitazone

Exenatide

Ertugliflozin
Sulphonylureas
Empagliflozin

DPP-4 inhibitors
Dapagliflozin
a-Glucosidase inhibitors
Lixisenatide

; ¢.+l}+#+++*.+ H

[ | |
-1.5 -1 -05 0

Favors treatment

| | |
0.5 1 15

Favors placebo

N

MD (95% ClI)

-1.33 (-1.50 to -1.16)
-0.89 (-1.09 to -0.70)
-0.89 (-1.08 to -0.71)
-0.89 (-1.05 to -0.73)
-0.89 (-1.17 to -0.60)
-0.80 (-0.99 to -0.62)
-0.80 (-0.89 to -0.70)
-0.71 (-0.82 to -0.60)
-0.67 (-0.86 to -0.47)
-0.64 (-0.85 to -0.43)
-0.63 (-0.78 to -0.47)
-0.60 (-0.71 to -0.50)
-0.60 (-0.73 to -0.47)
-0.58 (-0.79 to -0.36)
-0.57 (-0.66 to -0.48)
-0.57 (-0.71 to -0.42)
-0.53 (-0.58 to -0.47)
-0.51 (-0.63 to -0.40)
-0.50 (-0.67 to -0.34)
-0.43 (-0.57 to -0.29)




Annals of Internal Medicine

Comparative Effectiveness of Glucose-Lowering Drugs for

Type 2 Diabetes

A Systematic Review and Network Meta-analysis

In patients at increased cardiovascular risk receiving metformin-based background therapy,
specific GLP-1RAs and SGLT-2i have a favorable effect on certain cardiovascular outcomes.

In patients at low cardiovascular risk, no treatment differs from placebo for vascular outcomes.

C. All-Cause Mortality in Patients at Increased Cardiovascular Risk

Receiving Metformin

Oral semaglutide
Empagliflozin

Liraglutide
Extended-release exenatide
Dapagliflozin

Dulaglutide

Lixisenatide

Canagliflozin

Pioglitazone

DPP-4 inhibitors
Subcutaneous semaglutide
Sulphonylureas

-Based Background Therapy

¢+¢+++

| |
0.5 2

Favors treatment Favors placebo

S r—

OR (95% Cl)

0.50 (0.31 to 0.83)
0.67 (0.55 to 0.81)
0.84 (0.73 to 0.97)
0.86 (0.76 to 0.98)
0.89 (0.80 to 0.99)
0.89(0.79 to 1.01)
0.94 (0.77 to 1.15)
0.98 (0.86 to 1.11)
1.00 (0.83 to 1.21)
1.01(0.94 to 1.09)
1.04 (0.72 to 1.49)
1.09 (0.92 to 1.29)

D. All-Cause Mortality in Patients at Low Cardiovascular Risk

Receiving Metformin-Based Background Therapy

Lixisenatide

Dulaglutide

Oral semaglutide
Subcutaneous semaglutide
Extended-release exenatide
Liraglutide

Basal insulin

Exenatide

DPP-4 inhibitors
Canagliflozin

Pioglitazone

Empagliflozin
Sulphonylureas
a-Glucosidase inhibitors
Ertugliflozin

Premixed insulin
Dapagliflozin

Prandial insulin
Meglitinides

Basal-bolus insulin

Favors treatment

|
0.2

|
0.5

1

2

5

Favors placebo

OR (95% Cl)

0.57 (0.28 to 1.13)
0.57 (0.24 to 1.36)
0.58 (0.23 to 1.48)
0.61 (0.25 to 1.45)
0.61 (0.25 to 1.48)
0.70 (0.41 to 1.22)
0.72 (0.39 to 1.33)
0.78 (0.38 to 1.63)
0.79 (0.57 to 1.08)
0.80 (0.32 to 2.02)
0.81 (0.43 to 1.55)
0.90 (0.40 to 2.02)
0.90 (0.59 to 1.39)
0.92 (0.32 to 2.60)
1.03 (0.37 to 2.90)
1.05 (0.45 to 2.43)
1.07 (0.53 to 2.14)
1.15 (0.47 to 2.86)
1.28 (0.37 to 4.39)
1.59 (0.36 to 6.89)

Tsapas A et al. Ann Intern Med 2020 Aug 18;173(4):278-286




% @ Risk of cardiovascular events and death associated with CVDREAL2 Catalu nya SGLT-2i vs DPP- 4N

initiation of SGLT2 inhibitors compared with DPP-4
inhibitors: an analysis from the CVD-REAL 2 multinational
cohort study

Shun Kohsaka, Carolyn 5 PLam, Doe jung Kim, Mat thew A Covender, Anna Norhamma; Marit E Jargensen, Kdrel Birkeland, Reinhard W Holl,

Josep Franch-N adal, Navdeep Tangr{ JonathanE Shaw, Jennilomiki Awahem Karasik, Su-Yen Goh, Chern-En Chiang Marcus Thuresson,
Hungta Chen, Eric Witt brodt, johan Bodegdrd Filip Surmant, Peter Fenici, Mikhail Kosiborod for the OVD-REAL 2 Investigators and Study Group®

SGLT-2i DPP-4i
(N=5.715) (N=5.715)

Events Events HR (IC 95%)
SGLT-2i DPP-4i
66 114

All cause mortality (ACM) 0.57 [0.42,0.78]*

Propensity Score Matching

]
]
Heart Failure Hospitalization (HFH) 72 138 —— % 0.53 [0.40,0.70]*
]
ACM or HFH 128 236 — - ! 0.55 [0.44,0.68]*
Myocardial Infarction (MI) 22 24 , - , 0.93 [0.52,1.66]*
]
Stroke 45 57 — - 0,80 [0.54,1.19]7
]
. ]
MACE modified (ACM, MI, Stroke) 124 188 —a— 0,68 [0.57,0.79]*
Favor SGLT-2i < ; » Favor DPP-4i
Hazard Ratio: 0.25 0.50 1.00 2.00

*p<0,0001; #p=0.804;"p=0,276

Resultados de riesgo CV por ITT no ajustados.

ModMACE: compuesto por ictus no fatal, infarto no fatal y mortalidad por todas las causas.

Se observaron resultados similares tras ajustar por edad, género, historia de insuficiencia cardiaca, infarto de miocardio, fibrilacion auricular, hipertension,
obesidad, duracion de la enfermedad, tratamiento con iECA o ARAII, betabloqueante o diurético.

a

5,
g f|D|ﬂp @Apcat g‘;’# CVDREALZ Kohsaka S et al. Lancet Diabetes Endocrinol 2020; 8; 606—15
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N

Hospitalizacion por Insuficiencia cardiaca con iSGLT2 y arGLP1
en los ensayos de seguridad cardiovascular

Hospitalizacion por IC

arGLP1 0,93 (ns) iSGLT2 0,69

Treatment Placebo
Trials Patients Events Events Events Weights HR [95% Cl]
per 100 ptyrs per 100 ptyrs
GLP1-RA
ELIXA 6068 240 18 19 197 _ 0.96 [0.75, 1.23]
LEADER 9340 468 12 14 6.4 -—-——- 0.87 [0.73, 1.05]
USTAIN-G 13 18 88 111077, 187)
EXSCEL 14752 5 350 >—-—. 0.94 [0.78, 1.13]
ined Effects for HHF | e=0.20) -.-... 0.93 [0.89, 1.04]
SGLT2i
EMPA-REG QUTCOME 7020 ] 14 240 0.85 [0.50, 0.85]
CANVAS Program 10142 243 (K] 09 256 0.67 [0.52, 0.87)
DECLARE-TIMI 68 17160 498 06 08 504 0.73[0.61, 0.88]

for HHF (P-value<0.001

0.69 [0.61, 0.79]

Zelniker TA et al. Circulation. 2019;139:2022-2031.

Hospitalizacion por IC con iSGLT2
segun presencia de ECV (PS) o no (PP)

Time to first HHF — subgroup analysis by ASCVLC

ISGLT2

HHE Treatment Placebo
Rate/1000 Rate/1000
patient-years patient-years
ASCVD EMPA-REG OUTCOME 9.4 14.5 e
CANVAS Program 7.3 11.3 .
DECLARE-TIMI 58 141 141 &
CREDENCE 206 33.2 e
VERTIS CV 7.3 10.5 .

Pooled estimate
(Q statistic P = 0.74; 12 = 0.0%)

No ASCVD CANWVAS Program 26
DECLARE-TIMI 58 3.0
CREDENCE 10.6

Pooled estimate
(Q statistic P = 0.99; I* = 0.0%)

4.2 °

4.6
17.5

* PS0,70

1

< PP 0,63

Favors ?reatment

Favors Placebo
P interaction = 0.26

McGuire DK et al. JAMA Cardiol. Pub online October 7, 2020. doi:10.1001/jamacardio.2020.4511




SGLT2 inhibitors in patients with heart failure with reduced ISGI—TZ en paCienteS con IC Conﬂ
ejection fraction: a meta-analysis of the EMPEROR-Reduced FEVI I’edUCida, con y Sin diabetes

and DAPA-HF trials

F AN firstand recurrent) hospitalisation for heart failure or cardiovascular death

Numberwith event/number of patients (%) BR (95% 1)
SGLT2 inhibitor Placabo
EMPEROR-Reducad 751863 (30-0%) 7531867 (40-3%) 076 (0-65-0-29)
DAPA-HF 5B 2373 (33-9%) FA42/231(313%) 075 (0-65-0-BE)
Total 075 (0-68-0-84)
Test for owerall treatment effect pa0-0001 |
Test for heterogensity of effect p=0-91 0-25

DAPA-HF and EMPEROR-Reduced trials meta-analysis (8,474 patients)

J 13% in all-cause death (HR 0-87, 95% Cl 0-77—-0-98; p=0-018)
J' 14% in cardiovascular death (0-86, 0-76—0-98; p=0-027).

J 26% of CV death or first hospitalisation for HF (0-74, 0-68—0-82; p<0-0001),

J 25% first and recurrent hospitalisations for HF or CV death (0-75, 0-68—0-84; p<0-0001).

J 38% composite renal endpoint (0-62, 0-43—0-90; p=0-013).

Zannad F et al. Lancet. 2020 Sep 19;396(10254):819-829
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2. 15GU2 y/o 31GLP1 con evidencias en reduccon
de eventos. En Espafia, los rGLP1 solamente estan
[INanCiacos si MC > 30kg/m2

3. No asociar iDPM con &:GLPY; ni SU con repaginida.

4, ReduOr dosis metforming a ks mitad st FG < 45 mmn
y suspender si FG < 30 mi/min.

5. Prescritir los ISGU'2 segin b (icha técnica: no iniciar - 4
§i FG<60 miimin, suspender si FG < 45 miimin Aﬁadlr

{3br 2020).
Insulina basal

6. Liragiutida, Duiaghutida y Semagiutida se pueden
pfesum sHFG > 15m/mn
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Comparison of the Effects of Glucagon-Like Peptide
Receptor Agonists and Sodium-Glucose Cotransporter 2
Inhibitors for Prevention of Major Adverse Cardiovascular
and Renal Outcomes in Type 2 Diabetes Mellitus

Systematic Review and Meta-Analysis of Cardiovascular Outcomes Trials

SGLT2i have a more marked effect ON
preventing hospitalization for heart failure and
progression of kidney disease.

METAANALISIS SOBRE LA VARIABLE
PRINCIPAL RENAL

METAANALISIS SOBRE LA VARIABLE

PRINCIPAL RENAL
excluyendo la albuminuria

040  0.50 1.00 1.50 ~00

Hazard Ratio

A B
2 2 Treatment Placebo Z
Trials Patients Events ~ Treatment  Placebo  yyeights HR [95% CI] Trials Patients Events o g Weights HR [95% CI]
GLP1-RA GLP1-RA
ELIXA 5286 a7s 20312639 17212647 200 —a— a rG l.u 02 ELIXA 6063 76 35/3032 41/3031 95 a1rﬁll P I
LEADER 9340 605 268/4668 337/4672 322 —. . 67, 0. LEADER 9340 184 87/4668 97/4672 234 —_— 099 (0.0 Tg)
SUSTAIN-68 3207 162 62/1648 100/1649 7.7 —_— 0.64 [0.46, 0.88] SUSTAIN-6 3297 32 18/1648 14/1649 40 1.28 [0.64, 2.58]

EXSCEL 14752 773 366/6256 407/6222 40.1 — O 8[2,01] EXSCEL 12914 519 246/6456 273/6458 63.1 ] 0 9.74.!51 ns
Fixed Effects for GLP1-RA (P-value<0.001) - ’ Y | 50) Fixed Effects for GLP1-RA (P-value=0.24) — ’ %0.80 %)

SGLT2i SGLT2i

EMPA-REG OUTCOME 6185 913 525/4124 388/2061 24.9 — 0.61[0.53, 0.70] EMPA-REG OUTCOME 6968 152 81/4645 71/2323 209 *-———8—— 0.54 [0.40, 0.75]

CANVAS Program 10142 847 NA NA 25.0 — i ° S G ET 2 CANVAS Program 10142 249 NA NA 34.0 —_— i S[GJLT 2
DECLARE-TIMI 58 17160 1675 678/8582 907/8578 50.1 —— I (@50, DECLARE-TIMI 58 17160 365 127/8582 238/8578 451 ——a— [0 ) -

Fixed Effects for SGLT2i (P-value<0.001) - 0.62 [0.58, 0.67] Fixed Effects for SGLT2i (P-value<0.001) e 0.55[0.48, 0.64)

— — 0,55

040 050 1.00 1.50 2,00

Hazard Ratio

*New-onset macroalbuminuria sustained doubling of serum creatinine or a 40% decline in estimated glomerular filtration

rate, end-stage kidney disease, or death of renal cause

Zelniker TA et al. Circulation. 2019;139:2022-2031.




DAPA CKD

To assess the efficacy and safety of an SGLT-2i in

patients with CKD with and without T2D

Key Inclusion Criteria
* 218 years of age
* eGFR 225 to <75 mL/min/1.73m?
* UACR 2200 to <5000 mg/g

* With and without T2D

- Stable max tolerated dose of ACEi/ARB for 24 weeks

Primary Composite Outcome:
Sustained 250% eGFR Decline, ESKD, Renal or CV Death?

244

HR (95% CI) p-value Placebo
312 events
0.61 (0.51-0.72) 0.000000028
20
£ 39%
g 167 RRR
[
h=}
2
© 12 NNT=19
=
Z DAPA 10 mg
E 197 events
]
4]
07 T T T T T T T 1
0 4 8 12 16 20 24 28 32
N at Risk Months from Randomization
DAPA10mg 2152 2001 1955 1898 1841 1701 1288 831 309
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

Statistical Significance Achieved for the Primary and All Secondary Outcomes

Placebo Hazard
(N=2152) Ratio 95% ClI p-value

DAPA 10 mg

HR (95% Cl) (N=2152)

Primary Composite Outcome

Composite of 250% eGFR Decline, 197

ESKD, and Renal or CV Death —

Secondary Outcomes

Composite of 250% eGFR Decline, 142

—.—

ESKD, or Renal Death

Composite of CV Death or

Hospitalization for HF = 100

All-cause mortality - 101
04 0,6 08 10 12

DAPA 10 mg Better  Placebo Better

312

243

138

146

0.61

0.56

0.71

0.69

(0.51,0.72)

(0.45, 0.68)

(0.55,0.92)

(0.53, 0.88)

39% RRR primary composite endpoint
(=50% decline in eGFR, ESKD, renal or CV death)

44% RRR renal composite

| (250% decline in eGFR, ESKD, or renal death)
29% RRR CV death or HHF

31% RRR all-cause mortality

Heerspink HJL et al. N Engl J Med 2020; 383:1436-1446




Executive summary of the 2020 KDIGO Diabetes - ﬂ

"\’\{w ::u
Management in CKD Guideline: evidence-based s
. . . Most
advances in monltorlng and treatment S8 OS2 patients
PhFhl inhibitors  blockade Al
¥ i tients
‘g Lifestyle therapy Nutrition /24* W pa
Welght loss O o management
l 5 i 7
Exercise Nutrition Smoking cessation
Diabetes with CKD
Metformin SGLT2 inhibitor
uﬁ@ Firstline eGFR eGFR eGFR #
e thera % Dialysi H Dialysi
& py Cas 20 5'% Dialysis 4 10 5" Dialysis
Reduce dose Discontinue Discontinue Do not initiate Discontinue

Guided by patient preferences,
comorbidities, eGFR, and cost
Insulin « Includes patients with eGFR

|
=) " Additional drug therapy as <30 ml/min per 1.73 m o
o needed for glycemic control Sulfonylurea - treated with dialysis

Mipha-glucosdase mbttor 151

De Boer H et al. Kidney International (2020) 98, 839-848; https.//doi.org/10.1016/}.kint.2020.06.024
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Anadir
6. Liraghutida, Duiaghitida y Semagiutida se pueden ‘ Insulina basal
p«:scnbc SHFG > 15 m/mn {

7. Reducir 13 dosis de acuerco con k3 ficha técrsca,
excepto knagipting que no requiere austes.
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@ 2014 Revista Nefrologia. Organo Oficial de la Sociedad Espafola de Nefrolo

articulos especiales h""’”"""”“"""’i"a"ef'°'°9‘m
Fa rrr.]acos, a, Utl I.l Za r en paCIenteS Docum_ento de Fonsenso sobr_e el tratamiento
con |nSUf|C|enC|a renal graVe :l:nl:| cci:'zl')‘?:aef tipo 2 en el paciente con enfermedad

Ricardo Gomez-Huelgas', Alberto Martinez-Castelao?, Sara Artola?, José L. Gorriz?,
Edelmiro Menéndez?, en nombre del Grupo de Tabajo para el Documento de Consenso sobre
el tratamiento de la diabetes tipo 2 en el paciente con enfermedad renal crénica**

Estadios 1-2 Estadio 3a Estadio 3b Estadios 4-5
FG > 60 ml/min FG 45-60 ml/min FG 30-45 ml/min FG < 30 mli/min

Pioglitazona

Lira, Dulay Sema FG >15

= Uso seguro Usar con precaucion M Uso no recomendado

Gbomez Huelgas R et al. Nefrologia (Madr.) 2014;34:34-45
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Anadir
Insulina basal

8. Serecomienda desintensificar 0 Simpificar 103
regimenes terapéuticos compieos para reducis el
niesgo de hipoghucemss, especiaimente en pacientes
ratados con nsulng o sulfonireas ccn HDAC < 6,5%,

J30I0 N0 NSUiiniCo; 3IGLPY: andiogo de 105 receptores del peptico smk ’,
ycreatnes; OV: Cardvasoular; FG: {itraco glomerular; GME: guc f es
0giobing Pucosiads; DPAY: m Myoo dpe c\dlowp\cs 1SGUT2: 1 'wo ce
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Riesgo de hipoglucemia en ancianos

Los ancianos y personas con discapacidad intelectual o cognitiva son particularmente vulnerables debido a su menor
capacidad para reconocer los sintomas y comunicar sus necesidades’

Se asocia a un aumento de mortalidad, enfermedad cardiovascular, riesgo de caidas/fracturas y demencia
The consequences of hypoglycaemia

Coma3  Hospitalisation costs?
Death?3 Cardiovascular
& } complications®
Increased risk Weiaht aain b
- Hypoglycaemia gnt gain by
of dementia’ Jpogy defensive eating®

Reduced ’ ,C ‘ l Loss of

) ) consciousnesss
quality of life’

Increased risk  Increased risk
of car accident®  of seizures?

"Whitmer RA, et al. JAMA. 2009; 301: 1565-72; 2Bonds DE, et al. BMJ. 2010; 340: b4909; 3Barnett AH. Curr Med Res Opin. 2010; 26: 1333-1342; “J6nsson L, et al. Value Health. 2006; 9: 193-198; SFoley JE,
Jordan J. Vasc Health Risk Manag. 2010; 6: 541-548; 5Begg IS, et al. Can J Diabetes. 2003; 27: 128—140; "McEwan P, et al. Diabetes Obes Metab. 2010; 12: 431-436.
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— Insulina, sulfonilureas,

+2 glinidas, glitazonas
+1 e g\\\e‘cer 0 Clarg, 5,
0 metformina, iDPP-4, .nsu’ﬁﬂidé'asa.
iaglucosidasas
-1
-2 ISGLT-2 9. Si IMC > 35 kg/m? es preferible un arGLP1.

Considerar también la cirugia bariatrica

3 arGLP-1 v

Modificado de Moghissi E, et al. Endocr Pract. 2013;Feb 20:1-33

Objetivo personalizado. Reevaluar cada 3 a 6 meses”

Disponible en https://www.redgdps.org/algoritmo-de-tratamiento-de-la-dm2-de-la-redgdps-2020/
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arGLP1: efecto en el peso en estudios comparativos
Change in body weight

SUSTAIN 1-5, 7, 9 AND 10

MONOTHERAPY ADD-ON TO OAD VS/ADD-ON TO BASAL INSULIN
Comparator: Placebo?! Sitagliptin2 Placebo? Exenatide ER3 Dulaglutide? Liraglutide® IGlar? Placebo?®
Background: N/A MET+TZD SGLT-2i 1-2 OADs MET 1-3 OADs MET+SU Basal
+MET+SU (MET/TZD/SU) MET+SU+SGLT-2 insulintMET
Treatment dur. (w): 30 56 30 56 40 30 30 30
Baseline BW (kg): 91.9 89.5 91.7 95.8 96.9 91.7

2,0

1,0

0,0
2
° -1,0
é 2 0
o=
P -3,0
&<
s -4,0
O

-5,0

-6,0 *

-7,0 -6,5 -6,4

% X
SUSTAIN 1 SUSTAIN 2 SUSTAIN 9 SUSTAIN 3 SUSTAIN 7 SUSTAIN 10 SUSTAIN 4 SUSTAIN 5
BSemaglutide 0.5 mg ESemaglutide 1.0 mg mPlacebo mSitagliptin 100 mg Exenatide ER 2.0 mg
mDulaglutide 0.75 mg mDulaglutide 1.5 mg MLiraglutide 1.2 mg mIGlar

*p<0.0001 vs comparator. BW, body weight; dur, duration; exenatide ER, exenatide extended release; IGlar, insulin glargine; MET, metformin; N/A, not applicable; OAD, oral antidiabetic drug; SGLT-2i, sodium-glucose co-transporter-2 inhibitor; SU, sulphonylurea; TZD, thiazolidinedione; w, week. 1. Sorli C et al.
Lancet Diabetes Endocrinol 2017;5:251-60; 2. Ahrén B et al. Lancet Diabetes Endocrinol 2017;5:341-54; 3. Zinman B et al. Lancet Diabetes Endocrinol 2019 Mar 1. doi: 10.1016/52213-8587(19)30066-X. [Epub ahead of print]; 4. Ahmann Al et al. Diabetes Care 2018;41:258—66; 5. Pratley RE et al. Lancet Diabetes
i N12-6. 20 O 2noharn N\ Drocontod N1l 1K N10 _£_2Q N2 o n1Q9 i [aYaYal K Do or Niymbo 420 Aroda R ot o ancet Nichoeto [a¥ala) ino ) O b Q Radbord LI/ ot o n [aYala) inal NMotah N1R2-102. Q1_20




Cambio a los 6-12meses en la HbAlc: -1% (£1.6) ﬂ

arGLP1 en el mundo real SIDIAP 2007-2014 e

previa (%) 8,8 8,6 8,8 9,0
Glucagon-like peptide-1 receptor agonists in 0,00 - -
patients with type 2 diabetes: real-world evidence g S S g
from a Mediterranean area R 5 E. g
-0,40 - - = 5
Manel Mata-Cases, Josep Franch-Nadal, Emilio Ortega, Jordi Real, Ménica
Gratacos, Bogdan Vlacho & Didac Mauricio 0,60 -
N=4.242 DM2
Edad: 58,6 afios -1,00 7 -0,97 0 106 |
Duracion DM2 7,3 afios 120
HbAlc: 8,8 +1,6% = A ' _
IMC: 37 % kg/n:Z arGLP-1 afnadidos Cambio a los 6-12 mesos en el peso (kg): -3,6 kg (£6,2)
Liraglutida 2504 (59.0%)
. Peso previo (kg) 101 100 102 98,3
Antidiabéticos previos: Exenatida 1348 (31.8%)
Metformina  83,2% Lixisenatida 390 (9.2%) 0,00 T . . .
Sulfonilureas 33,4% -0,50 - 8 % g %
iDPP4 26,2% 100 | 3 g :
Repaglinida  8,9% s | * = 2
Pioglitazona 7,2% I
iSGLT2 0,2% 2,00
Insulina: 40,6% -2,50 -
-3,00 -
-3,60 P=0,02
P Mata-Cases M et al. Curr Med Res Opin. 2019 Oct:35(10):1735-1744. > |

£ /piae T




Glucagon-like peptide-1 receptor agonists in ﬂ
patients with type 2 diabetes: real-world evidence

from a Mediterranean area ' - arGLPj. en E| mundO real. SlDlAP 2007‘2014

e B ek favilo Ortega. Jord] Real. Monica Reducciones de HbAlcy peso a los 6-12 mesos

N=4.242 17% 7,6%
Reduccién de HbA1lc No Reduccion
+10 . No reduccion de peso . S de peso ni de HbAlc

:.: : ::’.
P e e e et S e s D S L e e I S T R b B e S St e e et
eso N : ve n.u o!f.-ai‘O'.’g“ l d '
(] s o . See LR 12,38°° ]
= H I iee = l. ‘1t
= r foe b ot SRR -
6 i e e . b ) 3
Y . .
2 « o ¢ a® S Reduction
& . . . . o - ® :. . ey, S0, :o . . Z o
-10 W T e b e .
. . - ® o o 8 Ju2e ® ° * HOAlC
1 i o ®é e G . Se = . None
*  Weight

20 57,6% -
Reduccion de 17,7%
Reduccion peso
30 | pPesoy de HbAlc No reduccién de HbA1c

e at 6-12 months:HbA1c (%) () +5

-5
‘ J{hEE H bA C Mata-Cases M et al. Curr Med Res Opin. 2019 Oct;35(10):1735-1744.




Resultados de la adicién de sulfonilureas, iDPP4 0 iSGLT2 MET+ Study‘
como segundo antidiabético en pacientes con DM2 en 2010-2016
tratamiento con metformina y control glucémico insuficiente

Cambios en la HbA1c a los 3-24 meses*™ Cambios en el peso a los 3-24 meses™
HbAlc Peso
| iDPP4 | ISGLT previa (%) 8,78 8,75 8,77 Previo (kg) 89,2 89,5 91,4
2124 2124 2.062 |
3 W Y ¢
2016 2016 2016 P o 5-0,04 7
- 3
= — c n
60,8 60,2 60,5 = S
HbA1c 878 8,77 8,75 O E
Hoate e 121 B
NG 89,2 91,4 89,5 55)
Propensity Score Matching por: 128 126 -3.47
- - ’
) -
sexo, edad, HbAlc, CKD-EPI, £0 e -1,200

peso y duracion de la diabetes o
* Analisis de casos completos (con valores pre y post)

g SIDIAP Vlacho B et al. Diabetes Research and Clinical Practice 2020. doi: https://doi.org/10.1016/j.diabres.2020.108616 Published online 10 December 2020.
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Algorisme del tractament farmacologic hipoglucemiant de la DM2
1r ESGLAO 2n ESGLAO 3r ESGLAO
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arGLP1




Pioglitazona

Obesitat abdominal
Sindrome metabolica
Esteatohepatitis
Joves en actiu (maquines perilloses)
Insuficiencia renal
No tolera metformina







Algorisme del tractament farmacologic hipoglucemiant de la DM2
1r ESGLAO 2n ESGLAO 3r ESGLAO

MESURES DIETETIQUES | CANVIS D’ESTIL DE VIDA

0

ELECCIO

SULFONILUREA INSULINA

METFORMIMNA
(O REPAGLINIDA)

Pioglitazona

iDPP4 PIOGLITAZONA, IDPP4, *
ARGLP1, I1SGLT2

ISGLT?2

arGLP1




Sitagliptina
Vildagliptina
Saxagliptina
Alogliptina
Linagliptina

Gemigliptina
Evogliptina







Algorisme del tractament farmacologic hipoglucemiant de la DM2
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Gliflozines (iSGLT2)

Tubular lumen Blood

(

Na/K
Dapagliflozina ATPase
Canagliflozina Na* > Pump

Empagliflozina
Ertugliflozina
Ipragliflozina Glucose

Sotagliflozina / Glucose - >
X ! GLUT2

High capacity
Low affinity
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Algorisme del tractament farmacologic hipoglucemiant de la DM2
1r ESGLAO

0

ELECCIO

MESURES DIETETIQUES | CANVIS D’ESTIL DE VIDA

2n ESGLAO 3r ESGLAO

METFORMINA

SULFONILUREA INSULINA
(O REPAGLINIDA)

Pioglitazona

iDPP4 PIOGLITAZONA, IDPP4, *
ARGLP1, I1SGLT2

ISGLT?2

arGLP1




arGLP1

2 f Neuroprotection

i Appetite
= it v Stomach ]
1W0\a (8, § Gastric emptying - Exenatida d/s
b Cardioprotection\ L!r?gluud.a
A Cardiac output oo Lixisenatida
| P Dulaglutida
¥ Glucose production e Semaglutida

Insulin biosynthesis
B cell proliferation

A insulin sensitivity § Proot aponkosis

f&’ *Insulin secretion
?6 | - ‘,Glucagon secretion
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NPH
Detemir
Glargina
Degludec




GIR (mg/kg per min)

2] — NPH insulin (12-16h) — Insulin glargine U300 (~32h)

= Insulin glargine U100 (~24h) = Insulin degludec
. = Insulin detemir (~20-24h) U100 and U200 (~42h)

Time (h)

Nature Reviews | Endocrinology

* No bon control glucemic amb biterapia, es recomana NPH nocturna.

 Els analegs d’accio prolongada (glargina recomanada) es consideren
* davant d’episodis recurrents d’hipoglucemia simptomatica o
* quan cal simplificar la pauta (ja a la 1a prescripcid).




Taula 7. Nombre d'hipoglucémies en els ACA de control glucémic en ad

Hipoglucémia total confirmada Nipoglucémia nocturna confirmada
Estudi Tractament T isodi T i -
axa_emso is RR (IC95%: p) axa_epmoma RR (IC 95%; p)
pacient/any pacient/any
BASAL BOLUS IDeg 42,54 1,07 (0,89 a 1,28) 0,75 (0,59 a 0,96)
™ IGlar 40,18 NS p =0,021
BASAL BOLUS IDeg 458 0,98 (0,80 a 1,20); 0,66 (0,49 a 0,88)
LONG T1 IDet 45,7 NS p =0,021
IDeg FF 82,4 ]
FLEX T4 IDeg 88 3 1,03 (D,BSTa 1,26) 0,60 (2,340312,82)
IGlar 79,7 P="°
IDeg 11,09 0,82 (0,69 a 0,99% 0,75 (0,58 a 0,99)
BASAL BOLUS IGlar 13,63 p = 0,0359 p = 0,039
IDeg 1,52 0,82 (0,64 a 1,04); 0,64 (0,42 a0,98)
ONCE LONG IGlar 1,85 NS b = 0,038
IDeg 1,22 0,86 (0,58 a 1,28); 0,18 0,64 (0,30 a 1,37)
LOW VOLUME IGlar 1,42 NS 0,28 NS
IDeg FF 3,64 0,63
9 1,03 (0,75 a 1,40); 0,77 (0,44 a 1,35)
FLEX T2 IDeg 3,62 NST 0,56 NSt
IGlar 3,48 0,75
IDeg 0,9 0,69 (0,45 a 1,08 0,22 1,09 (0,6 a 2,0)
BRIGHT 1Glar300 0.6 0,24 NS

IC: interval de confianca; IDeg: insulina degludec; IGlar: flargina; 1Glar300: insulina glargina 300 UI/ML;
IDet: insulina detemir; IDeg FF: insulina degludec dosis flexibles; NS: sense diferéncies estadistiques; RR: rad de

taxes.

fu::eg FF vs. IGlar




Eficacia similar (HbA1c)
Sense diferéncies en MCV

Hipoglucémies confirmades i greus
similars a les d’altres analegs d’insulina.

En DM2: no diferencies en hipoglucéemies
totals ni en hipoglucemies greus

Pacients amb risc d’hipoglucemia, menys
hipoglucemies simptomatiques i
nocturnes: -11% en DM1/-30% en DM?2
(IDeg vs Iglar)

Pacients amb alt risc d’hipoglucemia En
DM1 i alt risc d’hipoglucemia: -35%

El cost d’'IDeg és superior

3,50 €
3,00 €
2,50 €

2,00 € -
1,50 € -
1,00 € -
0,50 € -
0,00 € -

€1.200

€1.000 -

€800 -

€600 -

€400 -

€200 +

€0 -

Cost dia (€)

293 €

1,54 €
1,01 €
Degludec 40 Ul/d Glargina 40 Ul/d NPH 40 Ul/d
Cost tractament anual
€1.071,25
€561,61
€370,11
Degludec 40 Ul/d Glargina 40 Ul/d NPH 40 Ul/d




12. Intensificacio de la insulinitzacio

Cal considerar una pauta intensificada d'insulina quan no s’assoleixen els valors d’'HbA1c objectiu
amb insulina basal + hipoglucemiants orals, quan les glucemies capil-lars en deju no estiguin dins del
rang establert com a adequat i, sobretot, si es constaten glucémies postprandials elevades. La pauta
intensificada d'insulina inclou tres estratégies:

= Basal-plus: administracié d'insulina basal associada a una dosi d'insulina d'accié rapida amb
I'apat que provoca una major hiperglucémia. Es una pauta flexible, amb especial utilitat quan hi
ha una excessiva hiperglucemia postprandial.

= Barreqges d’insulines bifasiques: son combinacions d’insulina NPH amb diferents proporcions
dinsulina humana regular, o combinacions d’insulina neutra protamina aspart o insulina
protamina lispro amb diferents proporcions d'analegs d'accio rapida. Son régims poc flexibles ja
gue no es pot augmentar o disminuir la dosi de cada insulina individualment. Tanmateix, poden
estalviar punxades al pacient i ser utils en pacients amb apats estables.

= Basal-bolus: administracié d’'insulina basal complementada amb una dosi d'una insulina d’accid
rapida abans de cada apat. Habitualment s'utilitza com una segona intensificacio quan
I'estratégia basal plus o les barreges d’insulines no son suficients, encara que en pacients amb
glucemies postprandials molt elevades o amb control molt deficient es pot utilitzar directament.
Normalment consta d'un 50% d’insulina basal més un 50% d’insulina rapida distribuida en tres
administracions associades als apats principals.

P s e — e — = e e e [ ts s e



Pautes d’harmonitzacié farmacoterapeutica PHFAPC ﬂ

| en el tercer esglao..... Insulina?

( 0, 3CHN1930 fisica, autocontrol, educacys,, - CONDICIONANTE
ronsacn CLINICO
redGDPS = ermedad renal cropjc, PREDOMINANTE '

g mi/min

ALGORITMO DE TRATAMIENTO
DE LA DM2 | redGDPS 2020

2 5472 yo @M
ge everias. EnEs

francados 9 INC > 3 &
3 No & ) P3; i SU con repaginida

4. Fe: ormea 3 lo mitad s G < 45 midmn

2 5egin |2 HCha Teonica no Imcar

2. Glchnds o ghmepirida

GRADO DE
CONTROL
GLUCEMICO

0. Onkca casdnal: poliria, posdpsia ¥ penads de peso

Disponible en https:


https://www.redgdps.org/algoritmo-de-tratamiento-de-la-dm2-de-la-redgdps-2020/

arGLP1 vs insulina basal

en pacientes tratados con Met + SU

Daily Liraglutide? Weekly Exenatide? Weekly Semaglutide? Weekly Dulaglutide®
LEAD 5 DURATION 3 SUSTAIN 4 AWARD 2
- Lira Glargine Exe Glargine Semal Glargine Dula 1.5 Glargine
S 0
Q
=
A 0.7
O
&
o
= -1.0
3
<
@)
T -13 -
s -1.2
> 1.6
4 -1.6
APeso (kg): -1.8 +1.6 2.1 +2.4 -5.2 +1.2 -1.9 +1.4
Hipos (%): 27 29 36 56 6 11 54 69

1. Russell-Jones D et al. Diabetologia 2009; 52:2046-55. 2. Diamant M et a. Diabetes Care. 2012; 35(4):683-9. 3 Aroda VR et al. Lancet Diabetes Endocrinol. 2017;5(5):355-366.
4. Georgino F et al. Diabetes Care. 2015;38(12):2241-9.




WILEY
ORIGINAL ARTICLE

s R Adjusted HbA1lc reduction by previou§
lycaemic corntrol after treatment intensification in pat[ents. . o .
with type 2 diabetes uncontrolled on two or more non-insulin H b A 1C aft er 6_ 1 2 m O n t h S Of I n te n S I fl C at I O n

antidiabetic drugs in a real-world setting

N=18,407* 18,407 8,240 7,045 1,318 616 674 514
Previous HbA1c (%) 9.0 9.4 8.7 8.7 9.1 9.0 8.7
% 0,00 -
0,10 I S c =
' o = S c
23,678 patients treated with >2 00| & G S N
NIADs (72.4% on Met+ SU) and 030 S I 2
HbAlc 27% in 2010, followed b a
until the end of 2014. 0,40 7
0,50
There were 21,241 intensifications 060
in 15,205 patients.
0,70 | 0.81 -0.69 -0.74
-0,80 - oY ‘0.76 |
I Bt 085 -0.84

* Number of cases with pre and post HbA1c values available

Canivell S, Mata-Cases M, Real J et al. Obes Metab. 2019;1-8. https://doi.org/10.1111/dom.13663 ’
JIDIAP




@ Fundacion

Pautes d’harmonitzacié farmacoterapeutica PHFAPC

, [ ]
| quan no n’hi ha prou N
amb insulina basal?..... _ — dCDPS
: \-“a basal +/' OtrOSAD re Coneromelites wom e DIABETES
0 _\\\chadamasha::aak730,,4% \ .

multiples dosis
d’insulina prandial?,

NICIOE
INTENSIFICACION
e yd . SITUACIONES
. ... M > & &2 F ESPECIALES
Un 40% de los pacientes que inician | -
un arGLP1 ya estan insulinizados * ' =3
- g8
Algoritmo de
Insulinizacion
2017

1> Valorar suspender SU Dieta’ ejefCi cio ye ducacion te(ap'e\]\'\Ca

2 > Suspender SU

* Mata-Cases M et al. Curr Med Res Opin. 2019 Oct;35(10):1735-1744.




arGLP1 vs insulina prandial

en pacientes tratados con insulina basal

Exenatida vs Albiglutida vs Liraglutida vs Lixisenatida vs
Lispro? Lispro? Aspart3 Glulisina*
EXE Lispro ALBI Lispro LIRA Aspart LIX] Glulisina
2/d 3/d 1/sem 3/d 1/d 1/d 1/d 3/d

|
o
(0]

I

A media HbAlc desde inicio (%)
S
N

12 - -1.1 -1.1
APeso (kg): -2.5 2.1 -0.7 0.8 -2.8 0.9 -0.6 1.4
Hipos graves: 2.1 5.2 1.0 2.1 1.0 8.2 0 0

1. Diamant M, et al, . Diabetes Care. 2014;37(10):2763-73
2. Rosenstock J et al. Diabetes Care 2014, 37(8):2317-25
3. Mathieu C et al. Diabetes Obes Metab. 2014;16(7):636-44
4. Rosenstock J et al. Diabetes Care. 2016;39(8):1318-28.




Més coses encara?



Missatges per emportar a casa

* Les Pautes per a ’lharmonitzacioé del tractament
farmacologic de la DMT2 tenen per objectiu:

PAUTES
DHARMONITZACIO

FARMACOTERAPEUTICA
PHFAPC”
*Ser un o_Iocument.comu, tra_ns_\_/ersal,_ mtegra_l | homogenl N. 172017 Pautes per a
que ajudi a garantir 'accessibilitat universal i I'equitat dels I'harmonitzaci6 del

tractament
farmacologic de la
diabetis mellitus
tipus 2

tractaments

*Basar-se en les dades d’eficacia, qualitat i seguretat dels
tractaments farmacologics.

*Millorar I'abordatge i maneig de la DM2 d’acord amb el
consens professional i els recursos sanitaris disponibles

*Posicionar els farmacs en situacions cliniques com la no
resposta, la insuficiencia renal, cardiaca, hepatica, la
malaltia cardiovascular i la fragilitat.

*Millorar els resultats en salut amb I’Us racional, eficac,

.ocmnuw-nn:au ..‘:C-.&M

segur i eficient dels medicaments a I'atencid primaria.




Missatges per emportar a casa

 El algoritmo RedGDPS 2020 prioriza:
* ISGLT-2 y arGLP-1 en pacientes con ECV o renal
* ISGLT2 en pacientes con IC
« iIDPP4 y arGLP1 en Insuficiencia renal grave
» IDPP4 en pacientes >75 afnos o con fragilidad
* ISGLT-2 y arGLP-1 en pacientes con obesidad
* Prescribir antidiabéticos con beneficios demostrados
* Iniciar tratamiento no farmacologico si HbAlc <7%
* Iniciar metformina directamente si HbAlc >7%
* Iniciar terapia combinada si HbAlc >9%

* Insulinizar si HbA1c>9% y sintomas cardinales

aon actividad fisica, autocontrol, ec’ucaf'bnya CONDICION ANTE
l’ed GD:ﬁé P\\\“\e / renal e < CLINICO
i e Ty - PREDOMINANTE'

ALGORITMO DE TRATAMIENTO o> 0mee S )-.f“a —

DE LA DM2 | redGDPS 2020

HbATC 7-9%

GME.
= M 154.212 mg/a

GRADO DE
CONTROL
GLUCEMICO

Objetivo personalizado. Reevaluar cada 3 a 6 meses"

Disponible en https://www.redgdps.org/algoritmo-de-tratamiento-de-la-dm?2-de-la-
redgdps-2020/



https://www.redgdps.org/algoritmo-de-tratamiento-de-la-dm2-de-la-redgdps-2020/

¢Tu verdad? No, la Verdad,
y ven conmigo a buscarla.

Proverbios y Cantares. LXXXV
Antonio Machado
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