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B Caso clinico

U Pedro, 67 anos. Funcionario. Vive con su mujer
y su hijo pequeno

U Diabetes diagnosticada en 2012:
Q GB 179mg/dl y 126 mg/dl.
0 HbA1c: 7,4%
O LDL 144mg/dil, TG 245 mg/dl y GPT 105 mg/dl.

0 En 2014 inicia tratamiento con metformina 1000mg 1-0-1. Posteriormente se intensifica tratamiento
con alogliptina/pioglitazona 25mg/30mg 1-0-0.

Q Evolucién HbA1c: 7,4% (2012) —» 8,3% (2016) —» desde 2017 HbA1c 5,6%-6%.

O Exploracidn fisica: Talla: 170cm; Peso: 92Kg; IMC 31; TA 138/84.

#escenariosclinicosredgdps
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4 N\ [ ™
ISDIABENES 9 anos de evolucion.
L VIECEINUSHIEOR2 ) Desde 2017 HbA1c 5,6%-6%.
a4 Y > <
2. OBESIDAD Peso: 92Kg; IMC 31 kg/m2
—— Y U Y,
4 )
3. DISLIPEMIA LDL 144 mg/dl;TG 245 mg/dl
4
4. SINDROME Obesidad abdominal?;TG>150mg/dl; TA>130/85mmHg;
METABOLICO Diabetes; HDL <40mg/dI?
J
4

4. ELEVACION
TRANSAMINASAS

GPT 105 mg/dl. ; EHGNA? ; Alcohol? ;Hepatitis virica?

#escenariosclinicosredgdps
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2.Qué objetivo nos
planteamos en Pedro?

Guia de diabetes tipo 2 para clinicos:

Recomendaciones de la redGDPS

Duracion de la DM, presencia de complicaciones HbA1c

o comorbilidades objetivo

1 HbA1c < 6% desde

hace 4 afos. Sin complicaciones o comorbilidades graves <7,0%

( i~ - - & . -
=65 anos > 15 anaos de evolucion o con complicaciones o

0
comorbilidades graves <8,0%

< 15 anos de evolucion sin complicaciones o

0
comorbilidades graves <70%

66-75 anos > 15 afios de evolucidon sin complicaciones o

I 4
éCual es su plan comorbilidades graves 7,0-8,0%
1A Con complicaciones o comorbilidades graves <8,5%"
de actuacion? v g -
e

> 75 anos < 8,5 %"

" Puede plantearse un objetivo de HbA1c < 6,5 % en los pacientes mas jovenes y de corta
evolucion de la diabetes en tratamiento no farmacologico o con monoterapia.

" No se debe renunciar al control de los sintomas de hiperglucemia, independientemente del
objetivo de HbATlc.

#escenariosclinicosredgdps
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Figure | | Antihyperglycemics Deprescribing Algorithm

Does your elderly (=65 years of age) patient with type 2 diabetes meet one or more of the following criteria

Yes « At risk of hypoglycemia (e.g. due to advancing age, tight glycemic « Experiencing, or at risk of, adverse effects from antihyperglycemic No
control, multiple comorbidities, drug interactions, hypoglycemia historyor - Uncertainty of clinical benefit (due to: frailty, dementia or limited
unawareness, impaired renal function, or on sulfonylurea or insulin) life-expectancy)
* # k.
- Continue
= Set individualized A1C and blood glucose (BG) targets (othenwlsa - Address potential contributors to hypoglycemia , ,
healthy with 10+ years life expectancy, A1C < 7% appropriate; (e.g. not eating, drug interactions such as Ant | h}"pe rg L}"CE‘m H:{S)
considering advancing age, frailty, comorbidities and time-to-benefit, trimethoprim/sulfamethoxazole and 3
A1C < 85% and BG < 12mmol/L may be acceptable; at end-of life, sulfonylurea, recent cessation of drugs causing
| BG < 15mmol/L may be acceptable) (good practice recommendation) hyperglycemia - see reverse) Still at rlsk’?)—b( No )
Recommend Deprescribing Yes
¥ ¥
- ™)
* Reduce dose(s) or stop agent(s)
«  most likely to contribute to hypoglycemia (e.g. sulfonylurea, insulin; strong recommendation from systematic review and GRADE approach)  or other adverse
effects (good practice recommendation)
- Switch to an agent
+ with lower risk of hypoglycemia (e.g. switch from glyburide to gliclazide or non-sulfonylurea; change NPH or mixed insulin to detemir or
glargine insulin to reduce nocturnal hypoglycemia; strong recommendation from systematic review and GRADE approach)
* Reduce doses
= of renally eliminated antihyperglycemics (e.g. metformin, sitagliptin; good practice recommendation) - See guideline for recommended dosing
) -

z = - _ If hypoglycemia continues and/or adverse effects do not resohve:
Monitor daily for 1-2 weeks after each change (TZD - up to 12 weeks) e )
= For signs of hyperglycemia (excessive thirst or urination, fatigue)
= For signs of hypoglycemia and/for resolution of adverse effects related to antihyperglycemic(s) ¥ symptomatic hyperglycemia or biood glucose exceeds individual target: >
Increase frequency of blood glucose monitoring if needed « Return to previous dose or consider alternate drug with lower risk of

| A1C changes may not be seen for several months hypoglycemia y
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B Tratamiento actual. g,a\

] METFORMINA: & Reduccion HbA1c 1,5%-2%. ] ALOGLIPTINA: " Reduccién HbA1c 0,6%-0,9%.
7 Bajo riesgo de hipoglucemias. 1 Bajo riesgo de hipoglucemias.
7 Mejora del perfil lipidico. 7 Seguridad CV.(Saxagliptina?)
3 Puede reducir el riesgo de eventos == Efecto neutro en peso.
cardiovasculares y muerte CV. == Coste.
7 Bajo coste econémico == AP pancreatitis.

= Efecto neutro en peso
== Efectos gastrointestinales ] PIOGLITAZONA: 7 Reduccion HbA1c 1.5%
== Acidosis lactica? i1 Bajo riesgo hipoglucemias.
7 Beneficio CV. Ictus.
i1 Mejora perfil lipidico.
7 Mejoria EHNA vy fibrosis hepatica.

¢REALIZAMOS ALGUNA & Wejoria EHNA y 1
MODIFICACION? :EgstTJ$;é>Sn hidrosalina. ICC.
== Ca. Vejigé

#escenariosclinicosredgdps
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. _ activigad fisice, autocontrol, edycag, Yap CONDICIONANTE
redGDPS T
PREDOMINANTE "

ALGORITMO DE TRATAMIENTO

DE LADM2 | redGDPS 2020

3. No asociar iDPA con 2rGLPY; ni SU con repagiinida

&\Q(CGT 0 CUa/[O

Anadir
Insulina basal

9. St IMC > 35kg/m? es preferble un JIGLPY.
Considerar tamden 13 Orugia baniatrica.

'em DO NO NSUliNCo; 31GLPY: ar“m de 10s receptores del pepbico smilar 3l glucagdn; CAC:
Co0e CQV: Carduvasc d As.'r“d‘a estemada
HOAXK:: he [~ 1303; DPP4: soycr ept eptdasa 4; : mhibidor de: = a= - n
CO-transportador de SOMmO y Gucosa tHo 2; Met: metiormng; Pio: pogitazons; Repa: repaginida Objetivo personalizado. Reevaluar cada 3 a 6 meses
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Body-mass index and cause-specific mortality in
900 000 adults: collaborative analyses of 57 prospective

studies

Prospective Studies Collaboration™

15-25 kg/m?® 25-50 kg/m?

Deaths HR (95% Cl) Deaths HR (952 Cl)
Ischaemic heart disease 7461 1-22 (1-13-1-32) 10783 1-39 (1-34-1-44)
Stroke 2964 0-92 (0-82-1-03) 3164 1.39 (1-31-1-48)
Other vascular disease 2648 0.84 (0-75-0-95) 3396 1-47(1-30-1.56)
Diabetes 171 0-96 (0-59-1-55) 393 2.16 (1-89-2-46)
Kidney disease (non-neoplastic) 197 1-14 (0-74-1-77) 217 1.59 (1-27-1-99)
Liver disease (non-neoplastic) 489 0-69 (0-52-0-91) 603 1.82 (1-59-2.09)
Lung cancer 2959 0-71 (0-63-0-79) 2040 0-98 (0-88-1-09)
Upper aerodigestive cancer 685 0-49 (0-39-0-61) 471 0-98 (0-79-1-20)
Other specified cancer 6134 0-94 (0-87-1-02) 6190 112 (1-06-1-18)
Respiratory disease* 2426 0-31 (0-28-0-35) 1344 1-20 (1-07-1-34)
Other specified disease 2049 0-62 (0-54-0-71) 1823 1.20(1-10-1-31)
External cause 2112 0-82 (0-71-0-95) 1720 119 (1-08-1-32)
Unknown causet 4961 0-72 (0-66-0-79) 5349 1.22 (1-16-1-28)
All causes 35256 0-79 (0-77-0-82) 37493 1-29 (1-27-1-32)

Hazard ratio per 5 kg/m? higher BMI (HR). HR less than 1 if BMI inversely associated with risk. Analyses exclude the first

5 years of follow-up, and adjust for study, sex, age at risk (in 5-year groups), and baseline smoking status. For analyses
restricted to those who had never smoked, see webappendix p 17. *"HR 0-37 (95% Cl 0-30-0-44) in the range

15-25 kg/m* after exclusion of the first 15 years of follow-up (leaving 956 deaths). TIncludes 4113 deaths from cancer of

unspecified site.

Table 2: Cause-specific mortality versus baseline BMI in the ranges 15-25 kg/m*® and 25-50 kg/m?

[J Cadaincremento en el IMC
de 5kg/m2 se asocio con:
« un aumento del riesgo de
mortalidad por cualquier
causa de un 30%
« Un aumento del riesgo de
mortalidad CV de un 40%

[ Laesperanza de vida se
reduce en 2-4 anos en
personas con IMC 30-
35Kg/m2 y de 8-10 ainos con
IMC >40Kg/m2.

Prospective Studies Collaboration, Whitlock G, Lewington S, Sherliker P, Clarke R,
Emberson J, Halsey J, Qizilbash N, Collins R, Peto R. Body-mass index and cause-

specific mortality in 900 000 adults: collaborative analyses of 57 prospective
studies. Lancet. 2009 Mar 28;373(9669):1083-96. doi: 10.1016/50140-
6736(09)60318-4. Epub 2009 Mar 18. PMID: 19299006; PMCID: PM(C2662372.
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4. ELEVACION _ | | o
TRANSAMINASAS [ GPT 105 mg/dl. ; EHGNA? ; Alcohol? ;Hepatitis virica? }

00 OO

[ O

] iSGLT2? arGLP1? y / y y '

Enfermedad del higado graso no alcoholico

Abarca desde la esteatosis simple (EHGNA) a la esteatohepatitis no alcohdlica (EHNA) y la fibrosis.

Estrechamente asociada a la obesidad y a la resistencia a la insulina. Predispone a la diabetes
mellitus tipo 2 (DM2) y a enfermedades cardiovasculares

Prevalencia alrededor del 75 % en pacientes con DM2.
Niveles altos de triglicéridos, niveles bajos de HDL colesterol y niveles altos de alanina transaminasa
(ALT) se asocian con un mayor riesgo de EHGNA

El tratamiento mas eficaz es la modificacion de los estilos de vida y la pérdida de peso

Esteatosis Es l atohepatitis Cirrosls r hepatico

Pioglitazona mejora la EHNA y la fibrosis. nepatica aicanolia

15-25%

#escenariosclinicosredgdps
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1. » Asegurar adherencia a tratamiento no farmacolégico. Suspender alogiptina
y mantener metformina/pioglitazona. Estatina? Control en 3 meses.

2. mp Asegurar adherencia a tratamiento no farmacolégico. Suspender
alogliptina. Anadir iISGLT2 y mantener metformina/pioglitazona. Estatina? Control

en 3 meses HbA1c, perfil lipidico , hepatico y peso.

3. »Asegurar adherencia a tratamiento no farmacologico. Suspender alogiptina
y pioglitazona. Anadir arGLP1 y mantener metformina. Estatina? Control en 3

meses HbA1c, perfil lipidico , hepatico y peso.

#escenariosclinicosredgdps
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B .Qué nos dice la evidencia cientifica?

ORIGINAL ARTICLE

Comparative efficacy of glucose-lowering medications on body
weight and blood pressure in patients with type 2 diabetes:

A systematic review and network meta-analysis

WILEY

FIGURE 2 MNetwork meta-analysis
results for change in body weight

(kg) compared with placebo.
Treatments are presented according to
their effect estimate compared with
placebo. Effect sizes are presented as
weighted mean differences (WMDs)
with 95% confidence intervals (Cls).
Colours indicate the confidence in the
effect estimates according to the
CINeMA (Confidence In Network
Meta-Analysis) framework:

green = high, blue moderate,
orange = low. DPP-4, dipeptidyl
peptidase-4; ER, extended release;
PO, per os; SC, subcutaneous

WMD (95% CI)

(Semaglutide SC - -3.80 (—4.46 to —3.14))
Semaglutide PO —— —-2.41 (-3.13 to —1.69)
Exenatide —-— -2.37 (-2.87 to -1.87)

>Lirag|utide - —2.37 (-2.75 to —1.98)
Empagliflozin —-— -1.92 (-2.41 to —1.43))
Canagliflozin = -1.83 (-2.42 to —1.23)
Dapagliflozin - —-1.82 (—2.23 to —1.41)

\Ertugliflozin —— —-1.80 (-2.57 to —1.02)
Lixisenatide = —-1.04 (-1.56 to —0.52)
Exenatide ER —-1.03 (-1.68 to —0.38)
Dulaglutide = —0.80 (—-1.41 to —0.19)
Metformin ;- —-0.62 (—1.00 to —0.25)
a-glucosidase inhibitors —-— -0.39 (-0.81 to 0.03)
DPP-4 inhibitors = 0.26 ( 0.05 to 0.47)
Meglitinides —a 1.72 ( 0.97 to 2.47)
Basal insulin —-— 2.24 (1.80to 2.68)
Prandial insulin 2.27 (1.55 to0 2.98)
Sulphonylureas 2.36 ( 2.04 to 2.67)
Basal-bolus insulin 2.59 ( 1.58 to 3.60)
Premixed insulin —-— 2.91 (2.26 to_3.57)

| Pioglitazone 2.97 (2.64 to 3.31)|

—4 -2 0 2 4

Favours treatment

Favours placebo

[} En analisis de
subgrupos de
ensayos con mas de
52 semanas de

duracion, semaglutida
y iISGLT-2 redujeron
tanto el peso corporal
como la presion
arterial sistolica.

Tsapas A, Karagiannis T, Kakotrichi P, Avgerinos I, Mantsiou C, Tousinas
G, Manolopoulos A, Liakos A, Malandris K, Matthews DR, Bekiari E.
Comparative efficacy of glucose-lowering medications on body weight
and blood pressure in patients with type 2 diabetes: A systematic review

#escenariosclinicosredgdps

and network meta-analysis. Diabetes Obes Metab. 2021 Sep;23(9):2116-
2124. doi: 10.1111/dom.14451. Epub 2021 Jun 15. PMID: 34047443.
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Effect of SGLT2 Inhibitors on Type 2
Diabetes Mellitus With Non-Alcoholic
Fatty Liver Disease: A Meta-Analysis
of Randomized Controlled Trials

Qiong Wei 2T, Xinyue Xu™37, Li Guo "2, Jia Li®™¥* and Ling Li""2™¥

" Department of Endocrinology, Zhongda Hospital, School of Medicine, Southeast University, Nanjing, China, < Institute of
Pancreas, Southeast University, Nanjing, China, 3 Department of Ultrasonography, Zhongda Hospital, Medical School,
Southeast University., Nanjing. China
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Experimental Control Mean Difference Mean Difference
Study or Subgroup @Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
13.1.1 control group basetgn metformin
Johansson L2020 -2.4 . 46 1.4 3.5 36 24.3% -3.80[-5.07, -2.53) -
Subtotal (95% CI) 46 36 24.3% -3.80[-5.07, -2.53] L 2
Heterogeneity: Not applicable
Test for overall effect: Z = 5.87 (P < 0.00001)
13.1.2 control group base
Ito D2017 =12. . 32 -116 3.2 34 24.0% =1.00 [-2.30, 0.30] =
Kinoshita T2020 -8.7 2.5 32 -7.1 3.2 i3 23.2% -1.60 [-2.99, -0.21] Ld
Subtotal (95% EI) 64 67 47.2% -1.28 [-2.23, -0.33] &
Heterogeneity: Tau® = 0.00; Chi* = 0.38, df = 1 (P = 0.54); I¥ = 0%
Test for overall effect: Z = 2.64 (P = 0.008)
13.1.3 control group based on GLP-1R agonists
Mittag-Roussou V2020 -1.4 12.77 21 -0.7 6.32 15 3.6% -0.70 [-7.03, 5.63] . I
Subtotal (95% CI) 21 15 3.6% =-0.70 [-7.03, 5.63] i
Heterageneity: Not applicable
Test for overall effect: Z = 0.22 (P = 0.83)
13.1.4 control group based on metformin and pioglitazone
Han E2020 2.3 1.1 29 5.7 3.2 15 20.7% -3.40 [-5.07, -1.73) -
Subtotal (95% CI) 29 15 20.7% -3.40[-5.07, -1.73] &
Heterogeneity: Not applicable
Test for overall effect: Z = 3.99 (P < 0.0001)
13.1.5 control group based on standard hypoglycemic treatment
Aso Y2019 =7.7 19.7 33 -2.4 115 24 2.3% -5.30 [-13.45, 2.85] I
Bando Y2017 -6 16.8 37 5 24.4 20 1.1% -11.00 [-22.99, 0.99]
Kuchay M52018 -8.4 20.5 22 =0.7 24.1 20 0.9% =7.70 [-21.30, 5.90]
Subtotal (95% CI) 92 64 4.2% -7.22[-13.26, -1.18] i
Heterageneity: Tau® = 0.00; Chi* = 0.60, df = 2 (P = 0.74); I = 0%
Test for overall effect: Z = 2.34 (P = 0.02)
Total (95% CI) 252 197 100.0% -2.57[-3.84, -1.30] L 2
Heterogeneity: Tau® = 1.31; Chi* = 15.11, df = 7 (P = 0.03); I = 54% —éo —‘.i.O S :0 2:0
Test for overall effect: Z = 3.96 (P < 0.0001) Favours [experimental] Favours [control]

Test for subgroup differences: Chi* = 14,12, df = 4 (P = 0.007), I’ = 71.7%

#escenariosclinicosredgdps

v Los lﬁlﬁihmqeﬁﬁld&mveles

p@@mnﬂmﬁa@fentpwpeteﬁr con
$obIrePioglitazona y metformina
v Los inhibidores de SGLT2
v temhujehobidigedidatiS&héRte la
oedsgevisterghéicaibrapaatidos
covetd sodef A Bb evspatiicidbs iors
NAFLD.

v Los inhibidores de SGLT2

v temhujehobidigedidatiS&heRdtpuaden
oedswissignuiitativamente la
fibngsésacion con otros farmacos
antidiabéticos

Wei Q, Xu X, Guo L, Li J, Li L. Effect of SGLT2 Inhibitors on Type 2 Diabetes Mellitus
With Non-Alcoholic Fatty Liver Disease: A Meta-Analysis of Randomized Controlled
Trials. Front Endocrinol (Lausanne). 2021 Jun 17;12:635556. doi:
10.3389/fendo.2021.635556. PMID: 34220701; PMCID: PMC8247927.
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AJf;cIL

Glucagon-Like Peptide-1 Receptor Agonists for Treatment of
Nonalcoholic Fatty Liver Disease and Nonalcoholic
Steatohepatitis: An Updated Meta-Analysis of Randomized

Controlled Trials
Alessandro Mantovani !, Graziana Petracca !, Giorgia Beatrice 1 Alessandro Csermely 1 Amedeo Lonardo 2
and Giovanni Targher '* e
- - L Reducciones
Treatment Control Odds Ratio ~ Weight e
Study Year ~ Molecules ~ Yes No Yes No with 95%Cl (%) estadisticamente
significativas de
Armstrong 2016 Liraglutide (18mg) 9 14 2 20 L 6.43[1.20, 3441] 8.12 enzimas hepaticas
Newsome 2020 Sema (0.1 mg) 23 35 10 48 B 315[133, 7.46] 3085 (ALT y GGT)
Newsome 2020 Sema(02mg) 21 37 10 48—l 272[115, 648 B4 |
Newsome 2020 Sema(04mg) 33 23 10 48 B 6.89[2.90, 1635 30.58 Disminugion de la
grasa hepatica
_Overall — 406[252 650]
Heterogeneity: 2 =0.00, 2 = 0.00%, H2=1.00 ] Mejoria de la EHNA
Testof 6, = 8- Q(3) = 2.87, p = 0.41 ls'r}_ﬁmp_eoram'e”to de
Testof 6 =0:2=574,p=0.00 1a TIbToss.
2 4 8 16 3 Guesgomhe et ReceptrAgonsts o st of ool

Analysis of Randomized Controlled Trials. Metabolites. 2021 Jan
Odds ratio for resolution of NASH 27;11(2):73. doi: 10.3390/metabo11020073. PMID: 33513761; PMCID:

Random-effects DerSimonian-Laird model PMC7911747.
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3. »Asegurar adherencia a tratamiento no farmacologico. Suspender alogiptina
y pioglitazona. Anadir arGLP1 y mantener metformina. Estatina? Control en 3
meses HbA1c, perfil lipidico , hepatico y peso.

#escenariosclinicosredgdps
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B Opciones Terapeuticas

3. »Asegurar adherencia a tratamiento no farmacologico. Suspender
alogiptina y pioglitazona. Ahadir arGLP1 y mantener metformina. Control en 3
meses HbA1c, perfil lipidico , hepatico y peso.

« FORTALEZAS: Importante reduccion de peso sin esperar un empeoramiento
en el objetivo de control glucémico. Simplificacion de tratamiento con
posibilidad de administraciéon semanal. Probable mejoria del perfil hepatico y
de la posible EHNA. Mejoria del RCV.

 DEBILIDADES: Administracion subcutanea, en espera de la formulacion oral.
Si rechazo por parte del paciente, valorar iISGLT2. Coste. Efectos adversos
(intolerancia digestiva)

#escenariosclinicosredgdps
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Caso 5. Pedro, 67 a. Funcionario, vive con su mujer e hijo

activas Pi [] Ordenar por ATC Fecha revision : | 06/04/2022 v Leyenda
IM C 3 1 TP MEDICAMENTO RE | FINICIO ~ | POSOLOGIA DURACION an;uos‘rn:o AMB H  FIN Auron.\ P IM C 3 1
DEBUT DM 65 a. HIDROFEROL 0,266 MG (16.000 UI) CAPSULAS | Cronico | DEFICIT DEVITAMINAD | AP | | 0610472022

. O OMEPRAZOL 20 MG 28 CAPSULAS @ 17702019 10cadas.. Cronico(®) DIABETESMELLTUSTI.. AP D 06004202 [+]
PA 12 0 / 80 Dic 2012 O INCRESYNC 25MG/30 MG COMPRIMIDOSRE... @  17/022017 10-0-0  Cronico  DIABETESMELLITUSTL. AP 4D 06/0412022 [+] PA 1 3 8 / 84
— O SIMVASTATINA 10 MG 28 COMPRIMIDOS @ 27112014 000  Cromico  DISLIPEMIA AP D) 060042022 [+]
C L D L 1 5 8 GB e METFORMINA 850 MG 50 COMPRIMIDOS @ 27112014 0-0-1-0 Cronico  DIABETESMELLITUSTI.. AP €D 06/0472022 [+] C L D L 70
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