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* Sols alguns arGLP-1 han aconseguit reduccio risc CV

1. Trujillo JM et al. Ther Adv Endocrinol Metab 2021;12:2042018821997320; 2. Hu M et al. J Am Heart Assoc 2020;9:e015323; 3. Mosenzon O et al. Cardiovasc Diabetol
2022;21:172; 4. Rakipovski G et al. JACC Basic Transl Sci 2018;3:844-57; 5. Sattar N et al. Lancet Diabetes Endocrinol 2021;9:653-62.

www.camfic.cat




T Generalitat /S | -t w2 vp :
Al de Catalunya a U b N CAMFIC

INDICACIONS
(ESTUDIS)

Us adequat dels GLP1



Us adequat dels GLP1

arGLP-1,

ESTUDIS DE SEGURETAT CV

T Generalitat
A de Catalunya

/Salut

(d .
3% CAMFIC

familiar i comunitaria

ELIXA LEADER SUSTAIN-6 EXSCEL HARMONY REWIND PIONEER-6 ’f overall | \
Lixisenatida Liraglutida Semaglutida Exenatide Albiglutide Dulaglutide Semaglutide o
1.02 0.91 0.79
MACE 0.89-1.17 0.83-1.00 0.57-1.11
0.98 0.98 0.88 0.93 0.91
Saiceaty 0.78-1.22 0.65-1.48 0.76-1.02 0.73-1.19 0.78-1.06
1.03 0.81 0.97 0.96
fatal or no fatal MI 0.87-1.22 0.57-1.16 0.85-1.10 0.79-1.15
1412 0.86 0.65
Etaeueltaistors 0.79-1.58 0.71-1.06 0.41-1.03
All cause mortalit 0.94 1.05 0.95 0.90
Yy 0.78-1.13 0.74-1.50 0.79-1.16 0.80-1.01
Hospital for 0.96 0.87 1.1 0.94 0.93 0.86
Heart failure 0.75-1.23 0.73-1.05 0.77-1.61 0.78-1.13 0.77-1.12 0.48-1.44
composite 0.84 0.88
kidney outcome 0.68-1.02 0.76-1.01
worsening 1.16 0.89 1.28 0.88
of Kidney function 0.74-1.83 0.67-1.19 0.64-2.58 0.74-1.05

www.camfic.cat

Kristensen. Lancet Diab Endoc 2019
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All-cause mortality GLP-1 receptor Placebo Hazard ratio NNT P-value
agonist n/N (%) n/N (o) (95% CI) (95%CI)
3-component GLP-1 receptor Placebo Hazard ratio NNT P-value
MACE agonist n/N (%) n/N (%) (95% CI) (95% CI)
ELIXA 211/3034 (7%) 223/3034 (7%) 0.94 (0.78-1.13) 0.50
ELIXA 400/3034 (13%) 392/3034 (13%) 1.02 (0.89-1.17) 0.78 EXSCEL 507/7356 (7%) 584/7396 (8%) 0.86 (0.77-0.97) 0.016%
EXSCEL 839/7356 (11%) 005/7396 (129%) 0.91 (0.83-1.00) 0.061 LEADER 381/4668 (8%) 447/4672 (10%) 0.85 (0.74-0.97) 0.02
LEADER 608/4668 (13%) 694/4672 (15%) 0.87 (0.78-0.97) 0.015 SUSTAIN-6 62/1648 (4%) 60/1649 (4%) 1.05 (0.74-1.50) 0.79
SUSTAIN-6 108/1648 (7%) 146/1649 (9%) 0.74 (0.58-0.95) 0.016 Harmony 196/4731 (4%) 295/4732 (4%) 0.95 (0.79-1.16) 0.64
Harmony 338/4731 (7%) 428/4732 (9%) g»;: Eg-gg-g»gg; :‘3221 REWIND 536/4949 (11%)  592/4952 (12%) - 0.90 (0.80-1.01) 0.067
REWIND 594/4949 (12%) 663/4952 (13%) e § .79-0. X PIONEER 6 2371591 (1% 45/1592 (3% !
PIONEER 6 61/1591 (4%) 76/1592 (5%) 0.79 (0.57-1.11) 0.17 O] (1%6) C ;)m_ Guarea = 10.5%.p 0208 | 0.51 (0.31-0.84) 0.008
Overall (-squared = 40.9%, p = 0.118) A
Overall 2948/27977 (11%) 3304/28027 (12%) 0.88 (0.82-0.94) 75 (50-151) <0.001 Overall 1916/27977 (7%) 2246/28027 (8%a) ] & ‘ 0.88 (0.83-0.95) 108 (77-260) 0.001
T = H 1 s
= v Heart failure GLP-1 receptor Placebo Hazard ratio NNT P-value
Cardiovascular death zl;:i :nrne;:'(':}:; 'l:,%:c(enl;:; Ha?;;c:/:gi;; o5 n}:g;l; P-value Toapitalizntion szondst w0 A/ (oh) pryipund (95T
ELIXA 156/3034 (5%) 158/3034 (5%) ie 0.98 (0.78-1.22) 0.85 ELIXA 122/3034 (4%) 127/3034 (4%) — 0.96 (0.75-1.23) 0.75
EXSCEL 340/7356 (5%)  383/7396 (5%) — 0.88 (0.76-1.02) 0.096 EXSCEL 219/7356 (3%) 231/7396 (3%) —E— 0.94 (0.78-1.13) 0.51
LEADER 2Io/ace8 () 278ACT2 (670 = 078 (0.66-0.93) 0007 LEADER 218/4668 (5%)  248/4672 (5%) R 0.87 (0.73-1.05) 0.14
- SUSTAIN-6 44/1648 (3%) 46/1649 (3%) 0.98 (0.65-1.48) 0.92 o, o, H
by Harmony 122/4731 (3%) 13074732 (3%) 0,93 (0731 10y 058 SUSTAIN-6 59/1648 (4%) 54/1649 (3%) —————=——— 1.11 (0.77-1.61) 0.57
G REWIND 317/4949 (6%)  346/4952 (7%) 0.91 (0.78-1.06) 0.18 Harmony 79/4731 (2%) 111/4732 (2%) ——=— 0.71 (0.53-0.94) <0.001
s PIONEER 6 15/1591 (1%) 30/1592 (2%) 0.49 (0.27-0.92) 0.021 REWIND 213/4949 (4%) 226/4952 (5%) = 0.93 (0.77-1.12) 0.46
o Overall (-squared = 13.5%, p = 0.327) PIONEER 6 21/1591 (1% 24/1592 (2%, 0.86 (0.48-1.44 0.59
% Overall 1277/27977 (5%) 1471/28027 (5%) 0.88 (0.81-0.96) 163 (103-489) 0.003 ¢ ) oi._u 0_) 005, 0505 ¢ )
® g o Overall 936/27977 (3%) 1016/28027 (4%) 0.91 (0.83-0.99) 311 (164-2797) 0.028
=] i T
g Tatal — and non-fatal GLP-1 receptor Placebo Hazard ratio NNT P-value - : =
- ™MT agonist n/N (%) n/N (%) (95% CI) (95%CT) Renal outcomes GLP-1 receptor Placebo Hazard ratio NNT P-value
© agonist n/N (%) n/N (%) (95% CI) (95%CT)
)
fen)
ELIXA 270/3034 (9%) 261/3034 (9%) B 1.03 (0.87-1.22) 071 Composite renal outcome including macroalbuminuria
EXSCEL 483/7356 (7%) 493/7396 (7%) — 0.97 (0.85-1.10) 0.62 P e
LEADER 292/4668 (6%) 339/4672 (7%) = 0.86 (0.73-1.00) 0.046 ELIXA 172/2639 (6%) 203/2647 (6%) L 0.84 (0.68-1.02) 0.083
SUSTAIN-6 54/1648 (3%) 67/1649 (4%) e 0.81 (0.57-1.16) 0.26 ]
Harmony 181/4731 (4%)  240/4732 (5%) — 0.75 (0.61-0.90) 0.003 EXSCEL 366/6256 (6%) 407/6222 (7%) = 0.88 (0.76-1.01) 0.065
REWIND 223/4949 (5%) 231/4952 (5%) — il 0.96 (0.79-1.15) 0.63 LEADER 268/4668 (6%) 337/4672 (7%) —— 0.78 (0.67-0.92) 0.003
PIONEER 6 37/1591 (2%) 31/1592 (2%) e 1.18(0.73-1.90) 0.49 SUSTAIN-6 62/1648 (4%) 100/1649 (6%) EEE—— 0.64 (0.46-0.88) 0.006
versi (-ocasmred = 27 456, p = 0219 | N . i
Overall 1540/27977 (6%) 1662/28027 (6%) 0.01 (0.84-1.00) 193 (109-na) 0.043 REWIND 84874949 (17%) 970/4952 (20%) = 0.85 (0.77-0.93) <0.001
s gt = ath gm0kt |
° e Overall 1716/20160 (9%) 2017/20142 (10%) <> 0.83 (0.78-0.89) 62 (48-96)  <0.001
Fatal and non-fatal GLP-1 receptor Placebo Hazard ratio NNT 5 =
stroke agonist n/N (%) n/N (%) (95% CT) (95%CT)

Renal outcomes GLP-1 receptor Placechbo Hazard ratio NNT P-value
agonist n/N (%) n/N (%) (95% CT) (95%CD
ELIXA 67/3034 (2%)  60/3034 (2%) e 1.12 (0.79-1.58) 0.54
EXSCEL 187/7356 (3%) 218/7396 (3%) —a=— 0.85 (0.70-1.03) 0.095 - -
LEADER 173/4668 (4%)  199/4672 (4%) - 0.86 (0.71-1.06) 0.16 Worsening of renal function
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) 4H— 0.65 (0.41-1.03) 0.066 ELIXA 35/3032 (1%) 41/3031 (1%) 1.16 (0.74-1.83) 0.51
Harmony 9474731 (2%)  108/4732 (2%) — e o oo EXSCEL 246/6456 (4%) 273/6458 (4%) 0.88 (0.74-1.05) 0.16
REWIND 158/4949 (3%)  205/4952 (4%,) —=— -76 (0.62-0.94) - LEADER 87/4668 (2%) 97/4672 (2%) 0.89 (0.67-1.19) 0.43
PIONEER 6 12/1591 (1%) 16/1592 (1%) 0.74 (0.35-1.57) 0.43 . "
Overall (I-squared = 0.0%, p — 0.667) SUSTAIN-6 18/1648 (1%) 14/1649 (1%) 1.28 (0.64-2.58) 0.48
Overall 721/27977 (3%)  852/28027 (3%) 0.84 (0.76-0.93) 200 (139-477) <0.001 REWIND 169/4949 (3%) 237/4952 (5%) m 0.70 (0.57-0.85) ~0.001
N Overall (lsquased = 42 7%, p = 0.137)
Owverall 555/20753(3%) 662/20762 (3%) < 0.87 (0.73-1.03) 245 (118-1064%) 0.098

www.camfic.cat

Kristensen, S. L. Lancet Diabetes and Endocrinology, 7(10), pp. 776-785.




CANVIS HbA1c EN ELS TRAILS aGLP-1 [l et /Salut st AMFiC

4 )
DURATION 61 AWARD 62 SUSTAIN 33 SUSTAIN 74 SUSTAIN 105 HARMONY 7¢ LIRA-LIXI7
Baseline
HbA . (%):

00 85 8.4 8.1 8.1 8.3 84 8.2 83 82 82 8.3 8.2 8.2 8.2 84 84

I=
o)
a
©
v‘c_> -1,0 1,20
< p=0.0846 :
L 15
£ A7 1,80
=0.02 p<0.0001 "

o p p<0.0001 | p<0.0001 £<0.0001
s 20 p<0.0001
i -
O p<0.0001

25

\_ J

Lixisenatide 20 pg
M Tirzepatide 15 mg*

M Liraglutide 1.2 mg [l Semaglutide 0.5 mg [l Dulaglutide 0.75 mg [l Albiglutide 50 mg Exenatide ER 2.0 mg
M Liraglutide 1.8 mg M Semaglutide 1.0 mg [l Dulaglutide 1.5 mg M Tirzepatide 5 mg* M Tirzepatide 10 mg*

1. Buse JB et al. Lancet 2013;381:117—-24; 2. Dungan KM et al. Lancet 2014;384:1349-57; 3. Ahmann AJ et al. Diabetes Care 2018;41:258-66; 4. Pratley RE et al. Lancet Diabetes

Endocrinol 2018;6:275-86; 5. Capehorn MS et al. Diabetes Metab 2020;46:100-9; 6. Pratley RE et al. Lancet Diabetes Endocrinol 2014;2:289-97; 7. Nauck M et al. Diabetes Care
2016;39:1501-9; 8. Frias JP et al. N Engl J Med 2021;385:503—15.



MODIFICACIONS DEL PES EN ELS TRIALS aGLP-1 (s, /Salut e cvrc

DURATION 61

Baseline
BW (kg):

90.9 91.1
0,0 -

4,0 A

—_—
(@)]
X
S’
< p-value
5 o NA
© £ 6.0 1
3 o)
® (@)]
g c 8,0
L ©
-10,0 -
12,0 -

M Liraglutide 1.2 mg [l Semaglutide 0.5 mg
M Liraglutide 1.8 mg [l Semaglutide 1.0 mg

1. Buse JB et al. Lancet 2013;381:117-24; 2. Dungan KM et al. Lancet 2014;384:1349-57; 3. Ahmann AJ et al. Diabetes Care 2018;41:258-66; 4. Pratley RE et al. Lancet Diabetes
Endocrinol 2018;6:275-86; 5. Capehorn MS et al. Diabetes Metab 2020;46:100-9; 6. Pratley RE et al. Lancet Diabetes Endocrinol 2014;2:289-97; 7. Nauck M et al. Diabetes Care

AWARD 62

93.8 94.4

p=0.011

SUSTAIN 33 SUSTAIN 74

95.4 96.2 95.6 96.4 93.495.5

p<0.0001 | P<0.0001

2016;39:1501-9; 8. Frias JP et al. N Engl J Med 2021;385:503-15.

p<0.0001

SUSTAIN 105 HARMONY 7¢ LIRA-LIXI’

97.2 96.6

p<0.0001

91.7 92.8 100.6 100.6

p<0.0001

M Dulaglutide 0.75 mg [l Albiglutide 50 mg Exenatide ER 2.0 mg
Il Dulaglutide 1.5 mg

M Tirzepatide 5 mg* M Tirzepatide 10 mg*

\_

-

~

J

Lixisenatide 20 g

M Tirzepatide 15 mg*



CANVIS EN PAS EN ELS TRAILS aGLP-1 [l S, /Salut st CAMFC

Baseline DURATION 61 AWARD 62 SUSTAIN 33 SUSTAIN 74 SUSTAIN 105 ' HARMONY 76 ' LIRA-LIXI?

|

SBP (mmHg): 132 134 132 131 134 134 133 134 132 133 136 136 - - - -
0,0 -

p-value NA

4,0 {p-value NA p=0.60

Us adequat dels GLP1

p=0.3445

Change in SBP (mmHg)
=

5,0 - p=0.0158 p=0.37

p=0.0607

6,0 -

M Liraglutide 1.2 mg M Semaglutide 0.5 mg M Dulaglutide 0.75 mg M Albiglutide 50 mg Exenatide ER 2.0 mg
M Liraglutide 1.8 mg M Semaglutide 1.0 mg M Dulaglutide 1.5 mg Lixisenatide 20 ug

1. Buse JB et al. Lancet 2013;381:117-24; 2. Dungan KM et al. Lancet 2014;384:1349-57; 3. Ahmann AJ et al. Diabetes Care 2018;41:258-66; 4. Pratley RE et al. Lancet Diabetes
Endocrinol 2018;6:275-86; 5. Capehorn MS et al. Diabetes Metab 2020;46:100-9; 6. Pratley RE et al. Lancet Diabetes Endocrinol 2014;2:289-97; 7. Nauck M et al. Diabetes Care
2016;39:1501-9; 8. Frias JP et al. N Engl J Med 2021;385:503-15.

www.camfic.cat
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HOLISTIC PERSON-CENTRED APPROACH TO T2D MANAGEMENT [ enerattt /S 9]t 'E‘k‘l' CAMFIC

+HF

SGLT2i with proven HF
benefit in this population

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

PREFERABLY
SGLTZi with primary evidence of reducing CKD progression

Use SGLTZi in people with an eGFR 220 mL/min per 1.73 m% once
initiated should be continued until dialysis or transplantation

jcation

GLP-1RA with proven CVD benefit if SGLTZ2i not tolerated or
contraindicated

lycemic Management: Choose
approaches that provide the

to achieve goals:
If additional cardiorenal risk reduction or glycemic control efficacy 9

needed, consider combination SGLT2i/GLP-1RA Con?;(::earl Compilation in OR Agent(s) including COMBINATION

surveillance that provide adequate EFFICACY to
sr:ei:ailr:';?r:: and and maintain treatment goals
. n . screening .
+ASCVD/Indicators of High Risk deci resources Health behavior avoidance of hypoglycemia a priority
o modification in high-risk individuals

GLP-1RA with proven
CVD benefit

SGLT2i with proven
CVD benefit

Language Monitoring and
If additional cardiorenal risk reduction or glycemic matters ongoing review
control needed, consider combination SGLT2i/GLP-1RA

<> PRINCIPLES OF CARE

Diabetes structured Reducing risk of

education and GOALS OF CARE hypoglycemia B 4

support

« Prevent complications =
+ Optimize quality of life nt and Maintenance of

t Management Goals:

Ensure strategies arein pl
and optimize management
factors* including

Effective
Psychosocial practice and Set individualized weight management goals I
factors organ cn:g on of

General lifestyle

CV risk factor screening and su Social Consider advice: medical

Intensive evidence-

determinants p underlying e based st‘ructured
otheaith the?::;dutic physiclogy ther::;;}:alzlng G t
BP lowering inertia patterns/physical managemen
activity program
https://diabetesjournals.org/care/arti P
| | Lipid | i ;
cle/47/SUDp|ement 1/552/153956/4- - Rmaing mefl?:astli?:\rfor Consider metabolic
i i i 4. weight loss surgery
Comprehensive-Medical-Evaluation- 0 . . .
©y Antithrombotic agents
an d 'ASSESS ment /-: When choosing glucose-lowering

therapies:
Consider regimen with high-to-very-high

Smoking cessation
dual glucose and weight efficacy

www.camfic.cat



https://diabetesjournals.org/care/article/47/Supplement_1/S52/153956/4-Comprehensive-Medical-Evaluation-and-Assessment
https://diabetesjournals.org/care/article/47/Supplement_1/S52/153956/4-Comprehensive-Medical-Evaluation-and-Assessment
https://diabetesjournals.org/care/article/47/Supplement_1/S52/153956/4-Comprehensive-Medical-Evaluation-and-Assessment
https://diabetesjournals.org/care/article/47/Supplement_1/S52/153956/4-Comprehensive-Medical-Evaluation-and-Assessment

RECOMANACIO. PAUTES HARMONITZACIO g, /Salut s ovc

0 Els pacients candidats a rebre tractament amb arGLP1 d’eleccié (DULA
i LIRA), conjuntament amb dieta i exercici, son aquells pacients adults
amb DM2 que compleixen els criteris seguents: 2020

Agonistes del receptor del peptid

[0 En terapia triple en pacients tractats amb dos hipoglucemiants i control ol f RESUM AVALUACIO
glucémic inadequat quan la insulinitzacio no es considera apropiada. En similar al glucago-1 (ARGLP1) A —
aquesta situacio, els arGLP1 sén una alternativa conjuntament amb altres farmacoterapéutca (PHF)

hipoglucemiants (pioglitazona, IDPP4 o ISGLT2) i la seleccid s’ha de Ll
realitzar en funcio del perfil del pacient i les seves comorbiditats.

En termes generals, s’ha de discontinuar el tractament amb un ARGLP1 en cas de:

Us adequat dels GLP1

« Manca d'adheréncia al tractament.

« Manca de resposta definida com una reduccié de 'HbA1c <1% en 6 mesos.

« Increment ponderal o no pérdua del pes esperat (reduccié >3% respecte al pes basal).
« Malaltia renal terminal.

« Colelitiasi, pancreatitis o0 cancer de pancrees.

» Cancer medul-lar de tiroide.

* Aparicio o empitjorament de la retinopatia diabética.

 Embaras o desig d’aquest.

www.camfic.cat
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educacion terapey i, CONDICIONANTE
& CLINICO
PREDOMINANTE

Fundacién i 0\'\3'\(,3'

redGDPS

Conprovctidos com s DIABETES

ALGORITMO DE TRATAMIENTO
DE LADM2 | redGDPS 2023

1. L2 eleccidn del farmaco segin el condicionante cllrimsxcr_eduv-m' te
prevaiece sobre 13 eleccion respecto a los valores de En color

verde opciones con evidencias en reduccion de eventos.

2 Si antecedentes de ictus, preferiblemente piogiitazona o arGLP1.
3. Se considera elevadoRO/siz:!R(.V:(b&mad'rG ,wHTA,
ipercolesterolemia, tabaquismo, abuminuria, FG < 60 mmin
ggnteceowtesfwiaesdemlprecoz_

4. ISGIT?2 y/o arGLP1 con evidencias en reduccion de eventos.
5. Actuaimente en los arGLP1 solamente estan
fnanciados si IMC = 30 kg/m2 al inicio del tratameento.

6. Titular 13 dosis de ina jorar I3 tolerancia

o | Metformina para mejora

gnfermedad
renal crbnica’

7. SiFG <15 mymin preferie 0PP4, repagiica o Afiadir

(RSP S Insulina basal

9. Reducir dosis ina a la mitad si FG <45 mymin )

Yy suspender si mi/mn.

Lo Dy S e

1. Se recomienda desintensificar o smplificar los regimenes
- S i

Ko mwmo :?ocﬂ?ygmwg

nASilMC>.35k$revdeeleoc.ionizG:P1 y considerar Ci O ]o

bariatrica. Si esteatosss hepatica piogiitazona, arGLP1 y/o ,5/5’ PiOoSU‘G

13. No asociar iDPP4 con arGLP1 ni SU con repaginida. Considerar el Z \

perfil del paciente y su funcion renal a la hora de 13 eleccion del tercer y

cuarto farmaco.

M. Considerar un objetivo de HbAlc<6,5% en pacientes jovenes, de /'.

reciente Giagnostico, en monoterapia o tratameento no farmacolégico. Met6.15

15. Reevaluar HbAIC 3 los 3 meses tras nicio 0 después de cambio

terapéutico. Intensificar tratamiento en caso de no conseguir el

objetivo personalizado. Cuando se ha conseguido el , control
meses.

6. Gliclazida o glimepirida son 1as de eleccibn.
1. Qlinica cardinal: poliuria, polidipsia y pérdida de peso. GRADO DE
ABREVIATURAS

ADMmudvabetnco no mnsulinico; arGP: analogo de los receptores del polipéptido nsulinotropico; arGLP1: anlogo de los CO NTRO L

L o b e g iy i i DY GLUCEMICO

e R CE R e s s T e M Objetivo personalizado. Reevaluar cada 3 a 6 meses®
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GLUCAGONS-LIKE PEPTIDE-1 RECEPTOR AGONISTS IN () Generaitat /S|t
PATIENTS WITH TYPE 2 DIABETES:REAL-WORLD EVIDENCE
FROM A MEDITERRANEAN AREA

de Catalunya

DM2 que inicien arGLP-1 entre 2007-2014 AP

N 4.242 (47,9% H, 58,6 afios (52-65), 7,3 afios de DM (4-10,5), HbA1c 8,82 (SD 1,8), IMC 37,5 Kg/m?

10 =

—i0 =

Change at 6-12 months:weight (kg)

17.0% Ll 763%

Reduction

Both

- HbA1c
* None
- Weight

57.6% _ ' . 17.7%

HbA1c decreix 8,8% a 7,7% (-1%; SD 1,6).
47% reduccion HbA1c 1%.
; Pérdida de pes medio 3,6kg (SD 6,2).
] i 57%% rreucen HbA1c y peso.
-5 0 5 Un 17% solo reduce 1 objetivo.

Deter. independientes : HbA1c, edad, duracion DM
Change at 6-12 months:HbA1c (%) y tratamiento INS.

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

www.camfic.cat




DETERMINANTS OF RESPONSE TO THE GLUCAGON-LIKE [ S /Syt «sdges camrc
PEPTIDE-1 RECEPTOR AGONISTS IN A TYPE 2 DIABETES
POPULATION IN THE REAL-WORLD

Men Women
o 55.5% 56.7%
52.7%
S0%
44.0% 42.4%
38.5%

g 40%
P 318%
()]
2 27.4%
S 30%
]
B
3

£ 16.0%

10%

0% HbA1c > 1%

Optﬂ'h-i HbAl.c Optimal Weight Great response Opti rnaIHhM.r. Op'urr\llw nghl Great response Pes > 3%
resporée resporse

Great: HbA1c o pes
Poor adherence m Good adherenoe

Nadal F, et al. Prim Care Diabetes. 2022 Dec;16(6):810-817.



DETERMINANTS OF RESPONSE TO THE GLUCAGON-LIKE  [[Jj et /S5t
PEPTIDE-1 RECEPTOR AGONISTS IN A TYPE 2 DIABETES
POPULATION IN THE REAL-WORLD

Multivariate analysis of the predictors of effectiveness after six months from treatment initiation with GLP-1RAs.

Men Women
Optimal HbAlc Optimal weight Great response OR ~ Optimal HbAlc Optimal weight Great response OR
response OR (95% CI) response OR (95% CI) (95% CI) response OR (95% CI)  response OR (95% CI) (95% CI)
Age, years 1.02 (0.99-1.05) 1.01(0.99-1.04) 1.02 (0.99-1.06) 1.04 (1.01-1.06) 1.02 (1.00-1.05) 1.04 (1.01-1.07)
Diabetes duration, years 1.00 (0.96-1.04) 1.02 (0.98-1.06) 1.03 (0.98-1.08) 0.96 (0.93-0.99) 1.00 (0.97-1.02) 0.99 (0.96-1.03)
HbAlc, % 2.30(1.96-2.71) 0.98 (0.87-1.09) 1.43 (1.22-1.67) 2.03 (1.76-2.33) 0.99 (0.90-1.09) 1.37 (1.20-1.56)
Weight, Kg 1.00 (0.99-1.01) 1.02 (1.01-1.03) 1.01 (0.99-1.02) 1.01 (0.99-1.02) 1.01 (1.00-1.02) 1.02 (1.00-1.03)
eGFR, mL/min/1.73 m’ 1.01 (0.99-1.02) 1.00 (0.99-1.01) 1.01 (0.99-1.02) 1.01 (1.00-1.02) 1.00 (0.99-1.01) 1.02 (1.00-1.03)
Antidiabetic treatment”
Other oral agents” 1.85 (0.98-3.49) 2.50 (1.41-4.44) 2.67 (1.24-5.77) 1.41 (0.81-2.44) 1.31 (0.81-2.12) 2.24 (1.16-4.31)
Oral agents with basal 0.77 (0.45-1.31) 1.28 (0.76-2.15) 1.21 (0.61-2.40) 1.14 (0.69-1.85) 1.49 (0.98-2.28) 1.48 (0.82-2.67)
insulin
Prandial insulin 0.86 (0.48-1.54) 1.03 (0.58-1.82) 0.98 (0.46-2.10) 1.03 (0.60-1.79) 1.36 (0.85-2.19) 1.20 (0.62-2.31)
Patients correctly 72.4% 64.9% 78.6% 54.3% 56.2% 76.6%
classified with this
model

www.camfic.cat

Nadal F, et al. Prim Care Diabetes. 2022 Dec;16(6):810-817.
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PERSPECTIVES FUTURES (arGLP-1) Meme, /Salut = ovc

arGLP-1 oral .

Dosis més altes i efectives
(després d’inducir la tolerancia als
efectes adversos Gl).

Us adequat dels GLP1

Activacié del GLP-1 amb

altres receptors hormonals

(agonistes duales o triples) ’a.rGLP-1s:'. orals .
GLP-1, GIP, glucagon, oxyntomodulin, PYY No basado en péptidos (moléculas

receptor agonism, amylin pequenas), mayor biodisponibilidad.

www.camfic.cat




MEDICACIO PER L’OBESITAT EN DESENVOLUPAMENT [} S, /Salut e cmric

2022 2023 l 2024 2025
arGLP-1

GIP / arGLP-1

[ TIRZEPATIDE-FDA :

AMYLIN / arGLP-1

' CAGRI-SEMA-PHASE 2 ? ' CAGRI-SEMA-SYNCHRONIZE-PHAE 3 :

Glucagon / arGLP-1

SURVODL

Us adequat dels GLP1

PEMVIDU1

GIP / GLUCAGON / arGLP-1_

arGLP-1 oral | SEMAGLUTIDE ORAL-OASIS-PHASE 3 >
1
| ORFORGLIPRON-PHASE 2 > | ORFORGLIPRON-ATTAIN-PHASE 3 >
| DANUGLIPRON-PHASE 2 >
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CONCLUSIONS M St /Salut

\

& Objectius CV (HR;IC95%) A Efectes en factors de risc:
« MACE 0,86 (0,80-0,93
« |AM 0,90 (0,83-0,98
« ACV 0,83 (0,76-0,92
x Mort CV 0,87 (0,80-0,94

« HbA1c 1-1,5%
 Pes aprox. 4%
- PA 3-4 mmg

I J

/ Aspectes del tractament: \

N S N’

p

J

/ Efectes adversos: \

e (Gastrointestinals . _
* Reac. Local injeccio 4 Perfil de pacient: )

» Cura: antec. pancreatitis

Dosi inicial baixa
Increment dosi gradual
Agulles < 32

T

\_ /| + Esdeveniment Cardiovascular Ajust de dosi INS/SU
e Obesitat Recomanar dinar escas. /
* Altrisc ACV

\» Renal )

Circulation. 2022;146:1882-1894.

www.camfic.cat
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