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lumber of adults (20-79 years) with diabetes worldwide

lorth America &

aribbean

1 63 million T 73%
[ S6milion | nciease
™ 48 million

1in 6 adults in this Region is at risk of
lype 2 diabetes

3% of global diabetes-related health
expenditure occurs in this Region

¥

outh & Central America
I3 49 million A 515/
3 40 million

m 32million

2in § people with diabetes were undiagnosed

Only 9% of global diabetes-related health
expenditure for diabetes is spent in this Region

ifrica
pias | 47milionT 143%
3 29 million ! increase

3 19 million
3in 5 people with diabetes are undiagnosed

3in 4 deaths due to diabetes were in people
under the age of 60

4;;. ‘l’
AN

3

Middle East & North Africa
e 108 milion 4+ 0%
ET 76million  nres
M S5million

*+1in 8 people have diabetes

*1in 2 deaths due to diabetes were
in people under the age of 60
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South-East Asia

0 115 million

£ 88 million

*1in 5 adults with diabetes lives in
this Region

*1in 4 live births are affected by
hyperglycaemia in pregnancy

(200 153 million 1\ 74%

WORLD

€23 700 million 1’ 51%

increase

EED 578 million
EI0) 463 million

Europe

(203 68 million 15%

E10 66 million H increase

EZ0 59 million

*1in 6 live births are affected by
hyperglycaemia in pregnancy

* The Region has the highest
number of children and

adolescents (0-19 years) with
‘f, type 1 diabetes - 297000 in total

Western Pacific
0 212 million T 1%
B2 197 million | increase
F21 163 million :
*1in 3 adults with diabetes

lives in this Region

* 1in 3 deaths due to diabetes
occur in this Region

ﬂﬁ
1 de cada 11 adultos (20

79 anos) tiene diabetes (463

millones de personas)

El 10% del gasto sanitario

mundial se dedica a la

diabetes (760.000 millones de

UsD)

4iP0 g

Mas de 1 million
(1.110.100) de nifios y
adolescents de menos de
20 anos tienen diabetes tipo 1

afectado por hiperglic

eler

1 de cada 2 adultos con
diabetes no esta
diagnosticado (232 millones
de personas)

1 de cada 6 nacimientos
vivos (20 millones) esta

2mia en

azo, El 84% de estos

casos son de diabetes

gestacional

1 de cada 13 adulios (20-
79 anos) tiene tolerancia
alterada a |a glucosa (374
millones de personas)

1 de cada 5 personas con
diabetes tiene mas de 65
anos (136 millones de
personas)

3decada 4 pPersonas cor

diabetes (79

de ingresos bajos y medios

&

2 de cada 3 personas con
diabetes vive en zonas

urbanas (3103 millones)

80% de pacientes con DM mueren de ECV

Diabetes Atlas. International Diabetes Federation. 9th edition (2019).
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https://diabetesjournals.org/care/article/45/Supplement_1/S1/138921/Introduction-Standards-of-Medical-Care-in-Diabetes

1- Clasificacion y Diagnostico Diabetes
2.- Prevencion o Retraso de la DM 2

3- Abordaje de comorbilidades

4- Resultados de Salud

Summary of Revisions: Standards 5- Objetivos Glucémicos

) ) ) 6- Tecnologia

Of Medlca] Care in DlabeteS—ZOZZ 7- Sobrepeso/Obesidad

8- Tratamiento Farmacologico

9- Enfermedad Cardiovascular

10- Enfermedad Renal Cronica

11- Retinopatia, Neuropatia y Pie Diabético
12- Ancianos

13- Hospital

Diabetes Care 2022;45(Suppl. 1):54-S7 | https://doi.org/10.2337/dc22-SREV
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2. Classification and Diagnosis of
Diabetes: Standards of Medical

Care in Diabetes—2022 * Repetidas en dos ocasiones (no
Diabetes Care 2022:45(Suppl. 1):517-S38 | https://doi.org/10.2337/dc22-S002 en el cribado), salvo cuando
existan signos inequivocos de
Table 2.2—Criteria for the diagnosis of diabetes DM2 en cuyo caso una glucemia
FPG =126 mg/dL (7.0 mmol/L). Fasting is defined as no caloric intake for at least 8 h.* al azar 2 200 mg/dl, es suficiente
OR
2-h PG =200 mg/dL (11.1 mmol/L) during OGTT. The test should be performed as described * Si los resultados son discordantes
By WHO, using a g|ucose load containing the equivalent of 75 g anhydrous glucose en dos pruebas distintas aquel
dissolved in water.* .’
que se encuentre por encima del
OR umbral debe ser repetido

Al1C =6.5% 148 mmol‘mol). The test should be performed in a laboratory using a method
that is NGSP certified and standardized to the DCCT assay.*

OR

In a patient with classic gymptoms of hvperglycemia or hyperglycemic crisis, a random
plasma glucose =200 mg‘dL 511.1 mmol‘L).

DCCT, Diabetes Control and Complications Trial; FPG, fasting plasma glucose; OGTT, oral glu-
cose tolerance test; WHO, World Health Organization; 2-h PG, 2-h plasma glucose. *In the
absence of unequivocal hyperglycemia, diagnosis requires two abnormal test results from
the same sample or in two separate test samples.
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2.4 Adequate carbohydrate intake
(at least 150 g/day) should be

Table 2.5—Criteria defining prediabetes* assured for 3 days prior to

EPG 100 me/dl (5.6 mmol/l) 10 125 me/dl (6.9 mmol/l) (IFG) oral glucose tolerance testing

R as a screen for diabetes. A

2-h PG during 75-g OGTT 140 mg/dL (7.8 mmol/L) to 199 mg/dL (11.0 mmol/L) (IGT)
2.8 Testing for prediabetes and/

OR or type 2 diabetes in asymp-
tomatic people should be

A1C 5.7-6.4% (39-47 mmol/mol
considered in adults of any

FPG, fasting plasma glucose; IFG, impaired fasting glucose; IGT, impaired glucose tolerance; age with OVGI’WEightz or obe-
OGTT, oral glucose tolerance test; 2-h PG, 2-h plasma glucose. *For all three tests, risk is sity (BMI =25 kg/m~ or =23

2 . . .
continuous, extending below the lower limit of the range and becoming disproportionately kg/m® in Asian Amer'ca'_’S)
who have one or more risk

greater at the higher end of the range. factors (Table 2.3). B

2.9 For all people, screening should
begin at age 35 years. B

* Ingesta de 150 gr/dia de hidratos de carbono 3 dias antes de la sobrecarga
» Screening para la poblacion general a partir de los 35 anos
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Recommendations
3. Prevention or Delay of Type 2 3.2 Refer adults with overweight/

Diabetes and Associated obesity at high risk of type 2

e diabetes, as typified by the Dia-
Comorbidities: Standards of betes Prevention Program (OPP),

Medical Care in Diabetes—2022 to an intensive lifestyle behavior
Diabetes Care 2022;45(Suppl. 1):539-545 | https://doi.org/10.2337/dc22-5003 change program consistent with
the DPP to achieve and maintain
7% loss of initial body weight,
and increase moderate-intensity
physical activity (such as brisk
walking) to at least 150 min/
week. A

Recommendation

3.1 Monitor for the development of type 2 diabetes in those with prediabe-
tes at least annually, modified based on individual risk/benefit assess-
ment. E

* Monitorizar la glucosa anualmente en los pacientes con prediabetes

 Programa intensivo en cambios en estilo de vida pacientes con en sobrepeso/Obesidad

(lograr y mantener una pérdida de 7% del peso y realizar actividad fisica de moderada 150 min

/semana (A)

 Matizaciones en las recomendaciones de Metformina en Prediabetes (Edad 29-59 anos, IMC
= 35, FGP = 110, HbA1c = 6% y antecedentes de DG (A)
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Table 4.1 (cont.)- Components of the comprehensive diabetes EVERY

medical evaluation at initial, follow-up, and annual visits INITIAL ~ FOLLOW-  ANNUAL
VISIT UPVISIT VISIT
= Height, weight, and BMI; growth/pubertal development in children and -4 v v
adolescents
= Blood pressure determination v v v
» Orthostatic blood pressure measures (when indicated) ve
= Fundoscopic examination (refer to eye specialist) v v
= Thyroid palpation v v
= Skin examination (e.g., acanthosis nigricans, insulin injection or v v v
insertion sites, lipodystrophy)
PHYSICAL
EXAMINATION = Comprehensive foot examination
» Visual inspection (e.g., skin integrity, callous formation, foot 7 7
deformity or ulcer, toenails)**
» Screen for PAD (pedal pulses—refer for ABI if diminished) v
* Determination of temperature, vibration or pinprick sensation, o o
and 10-g monofilament exam
» Screen for depression, anxiety, and disordered eating v v
= Consider assessment for functional performance* N v
= Consider assessment for functional performance*® v v
= A1C, if the results are not available within the past 3 months v v v
= If not performed/available within the past year v Vs
* Lipid profile, including total, LDL, and HDL cholesterol and v A
triglycerides*®
« Liver function tests* Ve 7
LABORATORY : - : - .
« Spot urinary albumin-to-creatinine ratio v v
EVALUATION ; i : _—
. Serum creatinine and estimated glomerular filiration rate™ v v
« Thyroid-stimulating hormone in patients with type 1 diabetes® v v
» Vitamin B12 if on metformin v i
» Serum potassium levels in patients on ACE inhibitors, ARBs, or
diuretics* v v

R é;?;?,; f, Leon -- Sacyl "" complejo As:stencgal
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4. Comprehensive Medical

Evaluation and Assessment of

Comorbidities: Standards of

Maedical Care in. Diabetes—2022 * Booster anual (recordatorio de 32 dosis)
Diabetes Care 2022;45(Suppl. 1):546-559 | https.//doi.org/10.2337/dc22-5004 B NASH eStadio 2-3 se recomienda Pioglitazona y aGLP1
Recommendation

4.6 Provide routinely recommended
vaccinations for children and
adults with diabetes as indi-
cated by age (see Table 4.5
for highly recommended vac-
cinations for adults with dia-

* Inmunizacion COVID (Pfizer, Moderna, Janssen)

Table 4.6—Management of patients with nonalcoholic fatty liver disease and nonalcoholic steatohepatitis

betes). A ‘

Junta de
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Liver-directed Diabetes care (in Cardiovascular risk

Variable Lifestyle intervention® pharmacotherapy individuals with diabetes) reduction
NAFLD Yes No Standard of care Yes
NASH with fibrosis stage Yes No Standard of care Yes

0 or 1 (FO, F1)
NASH with fibrosis stage Yes Yes Pioglitazone, GLP-1 Yes

20r3(F2, F3) receptor agonists®
NASH cirrhosis (F4) Yes Yes Individualize® Yes

NAFLD, nonalcoholic fatty liver disease; NASH, nonalcoholic steatohepatitis. °All patients require regular physical activity and healthy diet and
to avoid excess alcohol intake; weight loss recommended. bAmong glucagon-like peptide 1 (GLP-1) receptor agonists, semaglutide has the
best evidence of benefit in patients with NASH and fibrosis. “Evidence for efficacy of pharmacotherapy in patients with NASH cirrhosis is very
limited and should be individualized and used with caution. Adapted from “Preparing for the NASH Epidemic: A Call to Action” (62).
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5. Facilitating Behavior Change
and Well-being to Improve
Health Outcomes: Standards of
Medical Care in Diabetes—2022

Diabetes Care 2022;45(Suppl. 1):560-S82 | https://doi.org/10.2337/dc22-5005

DECISION CYCLE FOR PATIENT-CENTERED GLYCEMIC MANAGEMENT IN TYPE 2 DIABETES

REVIEW AND AGREE ON MANAGEMENT PLAN

« Review management plan

» Mutual agreement on changes

« Ensure agreed modification of therapy is implemented
in a timely fashion to avoid dlinical inertia

« Decision cycle undertaken reqularly
(at least once/twice a year)

ONGOING MONITORING AND
SUPPORT INCLUDING

« Emational well-being
o (Check tolerability of medication
« Monitor glycemic status
« Biofeedback including BGM,
weight, step count HbA,,
blood pressure, lipids

IMPLEMENT MANAGEMENT PLAN

« Patients not meeting goals generally
should be seen at least every 3
months as long as progress is being
made; more frequent contact initially
is often desirable for DSMES

ASCVD = Atherosclerotic Cardiovascular Disease

(KD = Chronic Kidney Disease

HF = Heart Failure

DSMES = Diabetes Self-Management Education and Support
BGM = Blood Glucose Monitoring

T e eI LEEETE Yy s

Consejeria de Sanidad

ASSESS KEY PATIENT CHARACTERISTICS

L’\// GOALS

OF CARE

« Prevent complications
» Optimize quality of life

« (urrent lifestyle

« (Comorbidities, i.e., ASCVD, CKD, HF

« (Clinical characteristics, i.e., age, HbA,. weight
 Issues such as motivation and depression

» (ultural and socioeconomic context

AGREE ON MANAGEMENT PLAN

. Speqf)r SMART goals:
Specific
- Measurable
- Achievable
- Realistic
- Timelimited

CONSIDER SPECIFIC FACTORS THAT IMPACT
CHOICE OF TREATMENT

o Individualized HbA, target

« |mpact on weight and hypoglycemia

o Side effect profile of medication

« (omplexity of regimen, i.e., frequency, mode of administration
« (hoose regimen to optimize adherence and persistence

o Access, cost, and availability of medication

Ciclo de decision centrado en
el paciente. Necesidad de una
evaluacion continua con
decisiones compartidas que
permita alcanzar los objetivos
y evitando la inercia clinica

Evaluacion meédica completa
en la visita inicial al confirmar
el diagnostico (A), clasificacion
de la DM (A), complicaciones
derivadas de la misma (A) y
comorbilidades (A).

SHARED DECISION-MAKING TO CREATE A
MANAGEMENT PLAN

« Involves an educated and informed patient (and their
family/caregiver)

« Seeks patient preferences

« Effective consultation indudes motivational interviewing,
goal setting, and shared dedision-making

« Empowers the patient

« Ensures access to DSMES

“'!i" Complejo Asistencial
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5. Facilitating Behavior Change
and Well-being to Improve
Health Outcomes: Standards of
Medical Care in Diabetes—2022

Diabetes Care 2022;45(Suppl. 1):560-582 | https.//doi.org/10.2337/dc22-5005

5.4 Diabetes self-management edu-
cation and support should be
patient-centered, may be offered
in group or individual settings,
and should be communicated
with the entire diabetes care
team. A

 Acepta y recomienda métodos digitales de auto-control como

beneficiosos

« Da mas peso a valoracion cognitiva: evaluacion e integracion en
la toma de decisiones

Junta de
WD Castillay Leon

Consejeria de Sanidad

Cognitive Capacity/Impairment

Recommendations

991

5.52

Cognitive capacity should be
monitored throughout the life
span for all individuals with
diabetes, particularly in those
who have documented cogni-
tive disabilities, those who
experience severe hypoglyce-
mia, very young children, and
older adults. B

If cognitive capacity changes or
appears to be suboptimal for
provider-patient decision-mak-
ing and/or behavioral self-man-
agement, referral for a formal
assessment should be consid-
ered. E
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6. Glycemic Targets: Standards of

Medical Care in Diabetes—2022

Diabetes Care 2022:45(Suppl. 1):583-596 | https://doi.org/10.2337/dc22-5006

e Se mantiene la tabla clasica de
individualizacion de objetivos

ALC

Preprandial capillary plasma glucose

Peak postprandial capillary plasma glucoset

<7.0% (53 mmol/mol)*#
80-130 mg/dL* (4.4-7.2 mmol/L)

<180 mg/dL* (10.0 mmol/L)

1% Junta de
K Castillay Leon
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Patient / Disease Features

Risks potentially associated
with hypoglycemia and
other drug adverse effects

Disease duration

Life expectancy

Important comorbidities

Established vascular
complications

Patient preference

Resources and support
system

Approach to Individualization of Glycemic Targets

More stringent &= AIC 7% ==$ Less stringent

low high

a|qelyIpow Jou Ajjensn

newly diagnosed long-standing
long short
absent few / mild severe

absent few / mild severe |
highly motivated, excellent preference for less
self-care capabilities burdensome therapy

readily available limited

a|qelipow Ajjenueiod

Figure 6.2—Patient and disease factors used to determine optimal glycemic targets. Character-
istics and predicaments toward the left justify more stringent efforts to lower A1C; those
toward the right suggest less stringent efforts. A1C 7% = 53 mmol/mol. Adapted with permis-

sion from Inzucchi et al. (68).
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7. Diabetes Technology:

Standards of Medical Care in 1- Autocontrol de la glucemia
Diabetes—2022

Diabetes Care 2022;45(Suppl. 1):597-5112 | https.//doi.org/10.2337/dc22-5007

2- MCG

- Multiples inyecciones diarias o una infusion subcutanea continua de INS

- DM con INSB
- DM2 jovenes inyecciones diarias multiples o INS subcutanea continua
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IAGP Report: Continuous Glucose Monitoring

Time in Ranges Goals for Type 1 and Type 2 Diabetes

Goal: <5%
(" VeryHigh  20%

44% Goal: <25%

Test Patient DOB:Jan 1, 1970
14 Days: August 8-August 21, 2021
Time CGM Active: 100%

 En la MCG resaltan:

— TER: porcentaje de tiempo de la
glucemia dentro del rango objetivo

— |GG (indicador de gestion de la
glucemia): nivel medio de HbA1c que

cabria esperar basandose en la
glucosa media medida

* Objetivo TER — dentro de rango
superior a 70% y menor al 4%

* Los datos publicados sugieren una

fuerte correlacion entre TER (70%)
y HbA1c (~7 %)

* Relacion estrecha entre la
variabilidad glucémica y la
hipoglucémica

250
High 24% Glucose Metrics
180 Average (el (10 Y- I /-1 mg/dL
Goal: <154 mg/fdL
9 ¢ 5700
o ot 46/? DU m"_ o Glucose Management Indicator (GMI) e 1a8%
Each 5% increase is clinically beneficial Goal: <7%
70 — Low 5%
5 o 10% coat <4 Glucose Variability ... 35.5%
| Very Low 5% geﬁ:edBaastpercent coefficient of variation
Goal: <1% Each 1% time in range = ~15 minutes PN
Daily Glucose Profiles
Each daily profile represents a midnight-to-midnight period.
Sunday Monday Tuesday Wednesday Thursday Friday Saturday
8 9 10 31 12 n13 14
-
T 180 7 <
ST I YU N2 TN S ~Ad[ YT AT Y
12pm 12pm 12pm 12pm 12pm 12pm 12pm
15 16 17 18 19 20 21

T 180 —
F AL il IR 2. A VO [l I ki
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8. Obesity and Weight

Management for the Prevention

8.12 There is no clear evidence

and Treatment of Type 2 that dietary supplements are
Diabetes: Standards of Medical effective for weight loss. A
Care in Diabetes—2022

Dieta, actividad fisica y terapia conductual para lograr y mantener una pérdida de peso del 7%
Relacion entre obesidad y Covid 19
No evidencia que los suplementos dietéticos sirvan para perder peso

La FDA aprueba semagiutide 2.4mg semanal para el tratamiento obesidad (Phentermine, Orlistat,
Phentermine/topiramate, Naltrexone/bupropion, Liraglutide 3 mg)

Cirugia bariatrica: DM2 e IMC de 40 kg/m2 y a considerar en IMC de 30,0-34,9 kg/m2 si no logran sus objetivos
con métodos no quirdrgicos.
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9. Pharmacologic Approaches to
Glycemic Treatment: Standards of
Medical Care in Diabetes—2022

Renal effects
Efficacy (60) Hypoglycamia Cral'SQ
Progression of DKD Dosing/use considerations™
High Mo Meutral Loy Oral Mautral = Contraindicated with eGFR = Gastrointestinal side efects commaon
(potentisl far <30 FLimind 73 m” (diarmea, nausea)
modest kess) = Potential for B12 deficiency
SGLT2 inhibitors Irsprmesiate Mo Loss Bonafi: Bianafit: High Oral Banolit: L e fi BN UL Cher et Db c o
empagldezin®, empaghfozin® canagliffozing, considerations of individual scheduled surgary to avaid potential
agants risk for DKA
canaglflozint canagllozin, emgagliffazin, <
dapagliffozint, dapaglfozind = Glcosedowaring effect is = Oihrisk (oll mgents, rase in T20)
arughlezin lower for SGLTR inhicitors = [fiisk of bone fraciures (caneghifozin)
at lower eGFR »  Genfloutnary infections
= sk of volums depletion,
hypatension
= TLDL cholastarcl
= Fizk of Fournler's gangrane
High Mo Loss Banefit: dul tidat, [ Mautral Hi 50; oral Bensfit on ranal end = DA Black Box: Risk of thyrold C-cell
® Iﬂagll.ﬂlﬂa.‘,m e (samaghstide) | poirs in GVOTs, e !ahdi.'“ ':‘“?lu‘;‘!“.?w tsmoes in rodens; huma::yﬂcvanm
semaglutide (SQ)1 drivien by afruminuria W‘?ﬂmm idbl o Reclrid not determined {lireglutide,
outcormes: kraglutide, agans dulaglutide, exenatide
sernaghilide (S0, = Mo dose sdjustmant for T
mautral: exenatide duaghutida dulaglutide. liraghitida, = Gl side eflects common
anca 3 semaglida (nausea, vomiting, diarrhea)
bxsenatas = Caution whan inlllating or = Injection site reactions
incraasing dosa dus to = Pancreatilis has besn reported in clinica]
potantial nek of nausea, trials but casrsality has not been
wormiling, diarrhea, or established. Discontinue il pancreatitis
dahydration. Moniter renal is suspacied,
funclion in patianis
reporting severe advarse Gl
raactions when inftlating or
inereasing dose of therapy,
Intermediate Na Hestral Neutral Pratential risk: High Oral Neutral = Fenal dose adjustment = Pancreafiiis has boan reported in clinical
saxagliptin raquirad (sitaglipsin, triaks but ceusality has not baen
s aloghipting; esinblished, Discontinue # pancroatitis
can bo wsed in ranal is suspacied.
lrwarrmam. = Joint pain
" Mo dose adjustment
raquirad for linagliptn
High No Gain Patential benafit; Inareased risk Law Oral Mautral m Mo dose adjusiment n FDA Black Box: Congaalve haat
ploglitazone required faillure (ploglitazone, rosiglitazone)
= Ganerally not m  Fuid retention (edema; heart
racammendad in ranal taillura)
mgalrmeant dus to = Banelil in MASH
patential for = Risk of bone fractures
fed redention = Bladder cancer (piogktazona)
" TLDL cholesterd (rosigliltazone}
High Yes Galn Mautral Mautral Low Oral Mautbral n  Glburide: genesally not m  FOA Special Warning on increased
recammendad in cheanic risk of cardiovascular mortality
kidnay disease basad on studles of an older
= Ghlpizide and ghmepiride: sulforyurea (folbutarmda)
mnitiate conservalively ta
avold hypoglycemia
T Ensulln Human High Yas Gain Neutral *eutral Low (30 | S0Q; Mautral m Lower insulin doses = Imjaclion site reactions
== @ Junt_a de Ll c inhalad required with & ®  Highar risk of hypoglycemla with
@ ) Castilla y Le« ducraacs Ky sGFR; Hirwes human insulin (NPH o pramixed
- . Anslogs : sa par chnical raspansa formulations) ve. analogs
Consejeria de Sanid: High




PHARMACOLOGIC TREATMENT OF HYPERGLYCEMIA IN ADULTS WITH TYPE 2 DIABETES Y

FIRST-LINE THERAPY depends on comorbidities, patient-centered treatment factors, including cost and access considerations, and
management needs and generally includes metformin and comprehensive Iifestyle modification™
ASCVD/INDICATORS OF HIGH RISK, HF, CKD+t \__'INIGNE
 RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE}
s sy Incorporate agents that provide adequate EFFICACY to achieve and maintain glycemic goals
OF H:EH H‘.ISK? 3 Higher glycemic efficacy therapy: GLP-1 RA; insulin; combination approaches (Table 9.2)
CKD and CRD withouwt *  Consider additional comorbidities, patient-centered treatment factors, and management needs in choice
- alsuminuria alburninuiria of therapy, as below:
il e, =200 malg | (8.0, €GFR <80
ini mL/min/1.73
benuﬁpl iun :his creatining} )
pepulation’ :
MINIMIZE HYPOGLYCEMIA MINIMIZE WEIGHT GAIN/ CONSIDER COST AND ACCESS
SELTR wilh primary evidence PROMOTE WEIGHT LOSS :
of reducing CKD progression
Maodow inherent risk of hypoglycormia: PREFERABLY Asailable in generic form at lower cost:
SGELTE with evidence of e R B e £ GLP-1 RA with good efficacy for weight loss = Cartain insulins: consider insulin
reducing CKD progression in Far SU or sl insuin, consider agents with - avadable at the lowest acquisition cost
= For patients on a lower rlskc of hypoglycemia™t ; = S5
GLP-1 RA, considor J’ SELTE aTZD
Incorporating SGLT2I =
E R [V bt i baededt [ IF ATC ABOVE TARGET J : ¥ v -
z 5 4 !
:;r;'ﬁl and vice versa e \I’ I _FMGTM :| l IF A1C ABOVE TARGET
: J
F”W“‘?E;n mﬁecllh crmmmﬁs?g:nm: i ::_rt For petients on a GLP=1 AA, consider Incorporate additional agents basad an
;buwwnu i1 ) W :;:t tactcrs, and management nesds Incorporating SGLT2 and vice varsa comorbidities, patient-centered freatrment
P dm‘ i A AR = If GLP-1 RA nat tolerated or indicated, factors, and management neods
gk consider DPP=4i fweight neutral}
GLP-1 l-';;.:;r\ SGLTH Incomporate additional agents based on
RA with an with comarbidities. patient-centersd treatment
pronen i praven factors, and management neads
cvD cvD
benefit’ oenafit!
'
If ATC above target, for patierts on 3 “For adults with ovenseight or obesty, [festyle modification ta achieve and marsan =5% weight loss
SGLTS, consider inconporating a 1, Proven benefit reters to |telindication (see Table £.2) and =150 mindweak of rmodanste- 18 vigeraus-renaity physical actvy (s meemmentdod
GLP-1 B e vice versa 2. Low dese may be better tolerated though {Seo Section §: Facilfating Behavior Change and Wellbeing ta Improve Health Outcomesi
| loss well shudied far CVD effecls TACtiorsd whanesar hase becams rew clirical corsidemtiona ngardless
b i b L. Choose liber gerecation SU o lower rigk of hypoghcema ﬂmw"dmm;::;"ﬂﬂrs o ey -
K A1C ramains above tanget, consider freatrment intensification based on comarbiditios, L 4. Risk of hypoglycomia: deghudec  glargine Li=100 m;mu‘:m; :',a:m.:. mmﬁ:aawmﬂ . g
patientecarlered treatment factkons, and manssernent needs < Qleging L-100./ deternir < NPH Inaulin “Refer to Section 11: Chranic Kidney Disease and Rizk Management and specific medication ) I
:: i i .. 5. Cordkier eourtye ing regloneipeiiic eoat of trugs Baboed for IR gitaria, cra
>




La terapia inicial de primera linea depende de las comorbilidades, preferencias del paciente,
coste y acceso — MEV Y MET

La eleccion de la medicacion de segunda linea se basa en las caracteristicas clinicas y
preferencias del paciente. Pueden utilizarse seis familias farmacologicas

El tratamiento combinado al inicio puede considerarse si HbA1c% es superior a 1,5% del objetivo

Si glucemia basal > 300 mg/dL o HbA1c > 10% o sintomas de hiperglucemia (poliuria, polidipsia)
o de catabolismo (pérdida de peso) — iniciar INS.

El régimen terapéutico debe adaptarse a las comorbilidades (enfermedad cardiovascular
aterosclerética, enfermedad renal cronicay enfermedad cardiovascular) y centrado en el paciente

IS Junta de ‘
2P castilla y Leon - Sacyl

Consejeria de Sanidad
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Recommendations

9.4 Metformin is the preferred ini-
tial pharmacologic agent for the
treatment of type 2 diabetes. A

9.5 Onceinitiated, metformin should
be continued as long as it is tol-
erated and not contraindicated;
other agents, including insulin,
should be added to metformin. A

2021

Se acepta un enfoque terapéutico inicial
alternativo a la MET, dependiendo de las
comorbilidades

Y Junta de ‘
XD castilla y Leon - Sacyl

Consejeria de Sanidad

9.4a First-line therapy depends on

comorbidities, patient-centered
treatment factors, and manage-
ment needs and generally inc-
ludes metformin and compre-
hensive lifestyle modification. A

9.4b Other medications _(glucagon-

like peptide 1 receptor agonists,

sodium—glucose cotransporter

2 inhibitors), with or without

metformin based on glycemic
needs, are appropriate initial
therapy for individuals with
type 2 diabetes with or at high
risk for atherosclerotic cardio-
vascular disease, heart failure,
and/or chronic kidney disease
(Fig.9.3). A

9.5 Metformin should be continued
upon initiation of insulin therapy
(unless contraindicated or not tol-
erated) for ongoing glycemic and
metabolic benefits. A

2022
Nuevo
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Recommendations

9.11 If insulin is used, combination
therapy with a glucagon-like

peptide 1 receptor agonist is rec- -
ommended for greater efficacy ¢

and durability of
effect. A
2022
Nuevo

TOAVOID
THERAPEUTIC

Use Principles in Figure 9.3, including reinforcement of behavioral A

interventions (weight management and physical activity) and provision MODIFY TREATMENT
of DSMES to meet individualized treatment goals REGULARLY

treatment

INITIATION: Initiate appropriate starting dose for agent selected (varies within class)
TITRATION: Titrate to maintenance dose (varies within class)

Add basal insulin®

Choice of basal insulin should be based on patient=specific considerations, including cost.
Refer to Table 9.4 for insulin cost information,

Si se plantea terapia inyectable consideran antes aGLP1 que INS
Se recomienda terapia combinada de INS + aGLP-1 para una mayor
eficacia y la durabilidad del efecto del tratamiento

% Junta de
W castilla y Leon

Consejeria de Sanidad

(36 MONTHS)
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DPP-4i GLP-1 RA SGLT2i 12D
> 2 L 2 2 W
HAIC HAIC HAIC HAIC
above above above above

SGLT2i SGLT2i 24 p
OR OR DPP-4i DPP-4i
2D 20 OR OR

L 120 GLP-1RA
¥ W <& W
i A1C above target

b 4

Continue with addition of other agents as outlined above

¥

if A1C above target

v

Consider the addition of SU* OR basal insulin:

* Choose later generation SU with
lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia®

2021

1% Junta de
K Castillay Leon

Consejeria de Sanidad

Incorporate agents that provide adequate EFFICACY to achieve and maintain glycemic goals

Higher glycemic efficacy therapy: GLP-1 RA; insulin; combination approaches (Table 9.2)

. Consider additional comorbidities, patient-centered treatment factors, and management needs in choice

of therapy, as below:

i

MINIMIZE HYPOGLYCEMIA

Noylow inherent risk of hypoglycemia:
DPP=4i, GLP-1 RA, SGLT2i, TZD

For SU or basal insulin, consider agents with
lower risk of hypoglycemia®*

J

IF A1C ABOVE TARGET ]

N

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

2022
Nuevo

—_—

L I

(MIBELEE W1 S CONSIDER COST AND ACCESS
PROMOTE WEIGHT LOSS
PREFERABLY Awailable in generic form at lower cost:
GLP-1 RA with good efficacy for weight loss ® Certain insulins: consider insulin
- available at the lowest acquisition cost
SGLT2 " sU
: « TZD
[ IF A1C ABOVE TARGET ] [ IF A1C ABOVE TARGET J
For patients on a GLP-1 RA, consider Incorporate additional agents based on
incorporating SGLT2i and vice versa comorbidities, patient-centered treatment
» If GLP-1 RA not tolerated or indicated, IBtons S MRgarIsnEeece
consider DPP-4i (weight neutral)

) 2

Incorporate additional agents based on
comoerbidities, patient-centered treatment
factors, and management needs

* Semagllutide semanal

1. Proven benefit refers to label indication (see Table 9.2)

2. Low dose may be better tolerated though
less well studied for CVD effects

3. Choose later generation SU to lower risk of hypoglycemia

4, Risk of hypoglycemia: degludec / glargine U-300
< glargine U-100 / detemir < NPH insulin

5, Consider country- and region-specific cost of drugs

(6.6 kg frente a otros

= |
* Semagtiutide oral

AFor adults with overweight or obesity, lifestyl loss
and =150 min/week of moderate- to vigorou (l’ 5 5 kg )
(See Section 5: Facilitating Behavior Change & Ve i FoveE Hel 5]
TActionad whenever these become naw clinical con5|derat|ons ragardlass
of background glucose-lowering medications.
FMost patients enrolled in the relevant trials were on metformin at baseline as glucosedowering therapy.
*Refer to Section 10: Cardiovascular Disease and Risk Management.
**Refer to Section 11: Chronic Kidney Disease and Risk Management and specific medication
label for eGFR criteria.
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FIRST-LUUNE THERAFY depands on comorbidities, patient-centered treatment factors, including cost and access considerations, and

management needs and generally inchides metformin and comprehensive IHestyle modification®

ASCVD/INDICATORS OF HIGH RISK, HF, CKDY

'RECOMMEND INDEPENDENTLY OF BASELINE A1C, +ASCVD/Indicators
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE+ of High Risk

+ASCVD/INDICATORS

OF HIGH RISK*
CKD and CHKD without
albuminuria albuminuria

SGLT2i
with proven

benefit in this
population’

(e.g., 2200 mavg || (e.g.. eGFR <60
creatinine) mLmMind1.73 m?)

PREFERABLY

SGLT2i with primary evidence
of reducing CKD progression

SGELT2i with evidence of
reducing CKD progression in
CWVOTs

= For patients on a
GLP-1 RA, consider
incorporating SGLT2i
with proven CWD

benefit and vice versa’

= TZD?

GLP-1 RA with proven CWD
benefit’ if SGLT2i not tolerated
' or contraindicated | §

For patients with CKD (e.g., eGFR
<60 mL/min1 73 m?) without
albuminuria, recommend the

following to decrease cardiovascular
risk

GLP-1 (erruery | SGLT2i

b

If A1C above target, for patients on
SGLTZ2i, consider incorporating a
GLP=-1 RA and vice versa

e 8 7

If A1C remains abowve target, consider treatment intensification based on comorbidities,
patient-centerad treatment factors, and management needs

= SL*

RA with oR with
proven proven

Vo Vo 2021
benefit’ benefit®
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ASCVD/INDICATORS OF HIGH RISK, HF, CKD

The NEW ENGLAND
JOURNAL of MEDICINE

R N Cardiovascular and Renal Outcomes with Empagliflozin in Heart Failure
OF HIGH RISK*

CKD and CHKD without

Milton Packer, M.D., Stefan D. Anker, M.D., Ph.D., Javed Butler, M.D., Gerasimos Filippatos, M.D., Stuart |. Pacock, Ph.D., Peter Carson, M.D., |ames

. albuminuria albuminuria
EITEERY _SGLTZ' (8.0, =200 magig {e.g.. eGFR <60 Januzzi, M.D., Subodh Verma, M.D., Ph.D., Hiroyuki Tsutsui, M.D., Martina Brueckmann, M.D., Waheed Jamal, M.D., Karen Kimura, Ph.D., et al, for the
with pirosen creatinine) mL/mind .73 m?) EMPERORReduced Trial Investigators”

benefit in this
population’

PREFERABLY

SGELT2iI with primary evidence

of reckicing CHII progression Dapagliflozin in Patients with Heart Failure and Reduced Ejection Fraction

———————————————— John |V McMurray, M.D., Scott D. Solomaon, M.D., Silvio E. Inzucchi, M.D., Lars Keber, M.D., D.M.Sc., Mikhail N. Kosibarod, M.D., Felipe A, Martinez,
- Cu P M.D., Piatr Ponikowski, M.D., Ph.D., Marc S. Sabatine, M.D., M.P.H., Inder 5. Anand, M.D., |an Bélohldvek, M.D., Ph.D., Michael Bshm, M.D., Ph.D.,
SGLT2i with evidence of J '

5 N = Chern-En Chiang, M.D., Ph.D., gt al,, for the DAPA-HF Trial Committees and Investigators™
reducing CKD progression in 5 "

= For patients on a CvOTs

GLP-1 RA,consider | 8 B _ @O —————————

Incorporating SGLTZ2i GLP-1 BA with p n CVD

with proven GWD et ;
: benefit” if SGLT2i not tolerated
[+] fit and 1. ST
enefit a vice versa’ ot i

= TZD?

Empagliflozin in Heart Failure with a Preserved Ejection Fraction

stefan D. Anker, M.D., Ph.D,, |aved Butler, M.D., Gerasimos Filippatos, M.D., Ph.D., |odo P. Ferreira, M.D., Edimar Bocchi, M.D., Michael Bshm, M.D,,
h.D., Hans-Peter Brunner-La Rocca, M.D., Dong-Ju Choi, M.D., Vijay Chopra, M.D,, Eduardo Chugquiure-Valenzuela, M.D., Nadia Giannetti, M.D,, Juan
Esteban Gomez-Mesa, M.D., et al., for the EMPEROR-Preserved Trial Investigators™

For patients with CKD (e.g.. eGFR
<60 mLmmire 73 rm®) without
albuminuria, recommend the
following to decreass cardiovascular
risk

R, with oR with
proven proven
CcvD cvD
benefit? benefit®

Jy

L
. 4
If A1C abowe target, for patients on

SGLT2i, consider incorporating a
GLP-1 RA and vice versa

. S *lf

2021

If A1C remains above target, consider treatment intensification based on comorbidities,
patient—centerad treatment factors, and managament neads

—
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ARTICLES

nature,,
medicine

https://doi.org/101038/541591-021-01659-

The SGLT2 inhibitor empagliflozin in patients
hospitalized for acute heart failure: a
multinational randomized trial

566 patients screened ‘
36 were not randomized

Eficacia y seguridad de empagliflozina
hospitalizados con ICC, independiente de
FEVI (66,6% FEVI < 40%, 33,3% FEVI >
40%), de DM2 (46% de pacientes con
DM2 basall y de si era una
descompensacion de una IC previa 66,6%)
o de novo (33,3%).

Y

530 underwent randomization

Y

Y

* 30 did not meet
screening criteria

* 1 had an adverse event

+ 1 withdrew consent

+ 4 were not randomized
for other reasons

. - 265 were assigned to 265 were assigned to
Se randomizaban entre los dias 1 - 5 tras receive empagifiozin receive placebo
la hospitalizacion y eran seguidos durante
90 dias
5 did not receive empaglifiozin |« > 1did not receive placebo
Y Y
250 not prematurely 260 received empagliflozin 264 received placebo 246 not prematurely
discontinued from trial + 52 discontinued + 62 discontinued discontinued from trial
* 11 deaths - 23 had an adverse event — 34 had an adverse event * 20 deaths
15 prematurely discontinued - 17 withdrew consent — 12 withdrew consent 19 prematurely
from trial = 2ot to follow-up — Blost to follow-up discontinued from trial
* 31ost to follow-up - 10 discontinued for — 10discontinued for * 8 lost o follow-up
+ 11 withdrew consent other reasons other reasons * 6 withdrew consent
R Junta de ‘ * 1discontinued for other * 5 discontinued for
K Castillay Leon - reasons other reasons
Consejeria de Sanidad




ARTICLES

nature,,
medicine

https://doi.org/101038/541591-021-01659-

The SGLT2 inhibitor empagliflozin in patients
hospitalized for acute heart failure: a
multinational randomized trial

Endpoint primario: compuesto de
Mortalidad CV
Hospitalizaciones por IC

Subgroup Empaglifiozin Placebo Win ratio (95% Cl) Interaction =
Number of patients Pvalue . .
— - s T —_ - Calidad de vida
Heart failure status 0.7590
De novo 88 87 1.29 (0.89-1.89) r——
Decompensated chronic 177 178 1.39 (1.07-1.81) iy
Baseline diabetes status 0.5683
Diabetic 124 116 1.47 (1.07-2.02) —s—
Non-diabetic 141 149 1.30 (0.97-1.73) —a—] .
Age 08880 * Pacientes tratados con
<70 years 116 129 1.38 (1.01-1.90) —s— . .
>70 years 149 136 1,43 (1.06-1.92) —a— empagliflozina presentaron un
Sex 0.6923 Pa ] '] g -
Male o 172 155 (106-181) —a—i 36% mas de beneficio clinico
Female 86 93 1.27 (0.88-1.83) ——— .
oens e que los pacientes tratados con
Asia 31 25 0.66 (0.34-1.30) e
Europe 168 171 1.59 (1.20-2.09) —— p I ace b 0
North America R A9 12 (0 87200
Baseline NT-proBNP (pg ml™’) 5
A 1.36 (0.98-1.85) * No diferencias en seguridad y
>Median 1.44 (1.06-1.96) -
Baselne 6GFR (CKD-EP1) tolerabilidad en el grupo de
>60 ml min™ 1.73 m™ 1.48 (1.04-2.13) . .
<60 mimin .73 1,38 (1.04-1.89) empagliflozina frente a placebo
Atrial fibrillation or flutter at baseline
No 1.68 (1.22-2.32)
Yes 1.18 (0.88-1.59)
Baseline LVEF (%)
HFTEF (LVEF <40%) 1.35 (1.04-1.75)
HFpEF (LVEF >40%) 1.39 (0.95-2.03)
0.25 05 1 2 4
Win ratio
Placebo better Empaglifiozin better ”l Com P /e jo Asistencial
DM Universitario de Ledn

Fig. 3 | Primary efficacy outcome in all prespecified subgroups. Win ratios were calculated using a non-parametric generalized pairwise comparison



FIRST-LUUNE THERAFY depands on comorbidities, patient-centered treatment factors, including cost and access considerations, and

management needs and generally inchides metformin and comprehensive IHestyle modification®

ASCVD/INDICATORS OF HIGH RISK, HF, CKD1

RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE+}+

N2

+ASCVD/ANDICATORS

OF HIGH RISK*
CKD and KD without

alburminuria albuminuria

(.., =200 ma/g (e.g.. eGFR <60
creatinine) mL i1 .73 )

SGLTZ2i

with prowen
benefit in this
population’

PREFERABLY

SGELT2i with primary evidence
of reducing CKD progression

SGLT2i with evidence of
reducing SHD progression in

= For patients on a
GLP-1 RA, consider
incorporating SGLT2i .
with prowven gcm GLP-1 BA with prowven CWD

s % benefit’ if SGLT2i not tolerated
beneaefit and wvice versa’ jailgdipina naf iy i

= TZD=

For patients with CKD {(e.g-, eGFR
<GB0 MmLAine™ 73 m®) witivout
albuminuria, recommend the

following to decreasse cardiovascular
risk

* i-SGLT2 y a-GLP1 reducen
la albuminuria

* i-SGLT2 enlentecen el
deterioro del FG y a-GLP1,
en general, no llegan a
hacerlo de forma
significativa

If A1C abowve target, for patients on
SGLTZ2i, consider incorporating a
GLP=1 RA and vice versa

If A1C remains abowve target, consider treatment intensification based on comorbidities,
patient-centered treatrment factors, and management needs

.
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Universitario de Leon



Table 10.3C—Cardiovascular and cardiorenal outcomes trials of available antihyperglycemic medications completed after the issuance of the FDA 2008 guidelines: SGLT2

inhibitors
EMPEROR-Reduced
EMPA-REG CANVAS Program DECLARE-TIMI DAPA-CKD (190,226) DAPA-HF (191) (217,219)
QUTCOME (8) (9) 58 (189) CREDEMNCE (187) (n = 4,304; 2906 VERTIS OV (192,227) (n = 4,744; 1,983 (n = 3,730; 1,856
(n = 7,020 (n = 10,142) (n = 17,160) (n = 4,401) with diabetes) (n = 8,246) with diabetes) with diabetes)
Intervention Empagliflozin/ Canagliflozin/ Dapagliflozin/placebo  Canagliflozin/placebo Dapagliflozing Ertuglifiozin/placebo  Dapaglificzin/placebo  Empagliflozin/place bo®
placebo placebo placebo

Main inclusion Type 2 diabetes Type 2 diabetes

Type 2 diabetes and

Type 2 diabetes and

Albuminuric kidney

Type 2 diabetes and

NYHA class I, Ill, or IV

NYHA class I, I, or IV

criteria and preexisting and preexisting established ASCVD albuminuric kidney disease, with or ASCVD heart failure and an heart failure and an
cvVD CVD at =30 or multiple risk disease without diabetes ejection fraction ejection fraction
years of age or factors for ASCVD =40%, with or =40%, with or
=2 CVW risk without diabetes without diabetes
factors at =50
vears of age
ALC inclusion 7.0-10.0 7.0-10.5 =6.5 6.5-12 — 7.0-10.5 e 5.0
criteria (%)
Age (years)t 63.1 63.3 &4.0 63 61.8 64.4 66 67.2, 66.5
Race (% White) 72.4 783 79.56 B6.6 53,2 87.8 70.3 711, 69.8
Sex (% male) 71.5 64.2 62.6 66.1 66.9 70 76.6 76.5, 75.6
Diabetes duration 5% =10 13.5 11.0 15.8 129
(years)t
Median follow-up 31 36 4.2 26 2.4 35 15 13
(years)
Statin use (%) 77 75 75 (statin or 69 B4.9 — — fenes
ezetimibe use)
Metformin 74 77 82 57.B 29 51.2% (of patients
use (%) with diabetes)
Prior 99/10 65.6/14.4 40/10 50.4/14.8 37.4/10.9 99.9/23.1 100% with CHF 100% with CHF
CVD/CHF (%)
Mean baseline A1C 8.1 8.2 8.3 8.3 7.1% 8.2 s feir
(%) (7.8% in those
with diabetes)
Mean difference in —=0.3n -0.58% —0.43% -0.31 M/ A -0.48 to —=0.5 M/A M/A
AlLC between
groups at end of
treatment (%)
Year started/ 201042015 2009/2017 2013/2018 2017 /2019 2017 /2020 2013/2020 2017/2019 201772020
reported
Continued an p. 5163 ﬂC!a/
I —_— N - o ) ¢
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Table 10.3C—Continued

EMPA-REG
OUTCOME (8)
(n = 7,020)

CANWVAS Program
(9
(n = 10,142)

DECLARE-TIMI
58 (189)
(n = 17,160

CREDENCE (187)

(n = 4,401)

DAPA-CED (190,226)
(n = 4,304; 2,906 VERTIS CV (192,227)

with diabetes)

(n = 8,246)

EMPEROR-Reduced

DAPA-HF (191) (217.219)
(m = 4,744; 1,983 (n = 3,730; 1,856
with diabetes) with diabetes)

Primary outcomes 3-point MACE 0.86 3-point MACE 0.86 3-point MACE 0.93

(0.74-0.99)

Key secondary

outcomes (0.78-1.01)

Cardiovascular 0.62 (0.49-0.77)

death§
MIG 0.87 (0.70-1.09)
Stroke§ 1.18 (0.89-1.56)

HF hospitalization§ 0.65 (0.50-0.85)

Unstable angina 0.99 (0.74-1.34)

hospitalizations
All-cause mortalityg 0.68 (0.57-0.82)

Worsening 0.61 (0.53-0.70)

nephropathy§||

(0.75-0.97)

mortality (see
below)

0.87 (0.72-1.06)

0,89 (0,73-1.09)
0.87 (0.69-1.09)
0.67 (0.52—-0.87)

0.87 (0.74-1.01)
0.60 (0.47-0.77)

(0.84-1.03)
OV death or HF

hospitalization 0.83

(0.73—0.95)

0.98 (0.82-1.17)

0.89 (0,77-1.01)
1.01 (0.84-1.21)
0.73 (0,61—0.88)

0.93 (0.82-1.04)
0.53 (0.43-0.66)

ESRD, doubling of

creatinine, or death
from renal or O

cause 0,70
(0.59-0.82)

4-point MACE 0.88 All-cause and CV Death from any cause CV death or HF

0.93 (0.82-1.04) hospitalization 0.69

(0,.57-0.83)

3-point MACE 0.80

(0.67-0.95)

0.78 (0.61-1.00)

0.61 (0.47-0.80)

0.83 (0.68-1.02)

(See primary
outcome)

=50% decline in

eGFR, ESKD, or
death from renal
or CV cause 0.61
(0.51-0.72)

=50% decline in

eGFR, ESKD, or
death from renal
cause 0.56
(0.45-0.68)

Renal composite

(= 40% decrease
in eGFR rate to
<B0 mL minf1.73
m’, new ESRD, or
death from renal
or CV causes 0.76
[0.67-0.87)

0.81 (0.58-1.12)

0.69 (0.53-0.88)

(See primary

outcome)

3-point MACE 0.97

(0.85-1.11)

O death or HF

hospitalization 0.88 hospitalization 0.7 5

(0.75-1.03)

Cv death or HF

hospitalization 0.71

(0.55-0.92)
Death from any
cause 0.69
(0.53-0.88)

0.92 (0.77-1.11)

1.04 (0.86-1.26)
1.06 (0.82-1.37)
0.70 (0.54-0.90)

0.93 (0.80-1.08)

(See secondary
outcomes)

VW death or HF
hospitalization 0.75%

Worsening heart
faillure or death

from CV causes (0.65—0.86)
0.74 (0.65-0.85)
Results did not differ
by diabetes status
CV death or HF Total HF

hospitalizations

(0.65—0.85) 0.70 (0.58-0.85)
CV death 0.92 Mean slope of change in
(0.77-1.11) eGFR 1.73 (1.10-2.37)

Renal death, renal
replacement
therapy, or doubling
of creatinine 0.81
(0.63-1.04)

0.82 (D.69-0.98) 0.92 (0.75-1.12)

0.70 (0.59-0.83) 0.69 (0.59-0.81)

0.83 (0.71-0.97)
0.71 (0.44-1.18)

0.92 (0.77-1.10)

Composite renal
outcome 0.50
(0.32-0.77)

—, not assessedreported; CHF, congestive heart failure; OV, cardiovascular; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; ESRD, end-stage renal disease; HF, heart failure;
MACE, major adverse cardiovascular event; M|, myocardial infarction; SGLT2, sodium—glucose cotransporter 2; NYHA, New York Heart Association. Data from this table was adapted from Cefalu et al
(225) In the lanuary 2018 issue of Diobetes Core. *Baseline characteristics for EMPEROR-Reduced displayed as empaglifiozin, placebo. tAge was reported as means in all trials; diabetes duration was
reported as means in all trials except EMPA-REG OUTCOME, which reported as percentage of population with diabetes duration =10 years, and DECLARE-TIMI 58, which reported median. £5ignificant
difference in A1C between groups (P < 0.05). ~AL1C change of 0.30 in EMPA-REG OUTCOME is based on pooled results for both doses (i.e, 0.24% for 10 mg and 0.36% for 25 mg of empaglifiozin).

§0utcomes reported as hazard ratio (95% Cl). | |Definitions of worsening nephropathy differed between trials.
[ |
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VQ@ 3P-MACE

38%' 8%

v CV death
Kidney
‘" outcome

¢eeae
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p<0.05

p=20.05 or not reported
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KE

Castilla y Leon - Sacyl

Consejeria de Sanidad
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CREDENCE: DM + eGFR of 30 to <90 ml/min/1.73 m?2 and albuminuria (UACR >300 to 5000)
Perkovic V et al. N Engl J Med 2019;380:2995

ESKD, doubling of serum

@

£

S

'S creatinine, death from kidney @

; causes or CV death E CV death or HHF 3P-MACE" HHF
.a B

o . .. Thibh N
N | 2 |aw | ¥ S
8 .'E“ ] Sy
= 130% RRR g 131% RRR 120% RRR J39% RRR
= p=0.00001 » p<0.001 p=0.01 p<0.001
o

D

APA-CKD: noDM & DM + eGFR of 25 to <75 ml/min/1.73 m? and albuminuria (UACR >200 to 5000)

dialysis and/or renal transplantation

Q

&

8 . 250% sustained decline

E Decline in eGFR 250%; ESKD*; @ in eGFR or reaching CV death or

@ renal or CV death €  ESRD or renal death HHF TOTAL death
- — G " -
w (%]

o el

Q9 5 FhilR @

g i elg > l e/fs l aV l <z

8 8 i T“'\,

e 139% RRR S |44% RRR 129% RRR J31% RRR
E p=0.000000028 & P=0.000000018 p=0.008 p 0.0035

Q. *Defined as eGFR <15 mi/min/1.73 m?, need for chronic

A% Junta de ‘
D Castillay Leon - Sacyl

Consejeria de Sanidad
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Renal Outcomes from Clinical Trials: aGLP-1

4P-MACE plus
HHF, UACR
AMACE , HHF,
OR coronary
revascularization

procedures.

2.1vyears

.—\,\. e o+
:

#EY

v

ey R

Junta de
Castilla y Leon

Consejeria de Sanidad

3P-MACE

Expanded
composite
outcome;
individual
components of
the composite
outcome; Ml;
fatal stroke;
transient
ischaemic attack;
microvascular
events
{retinopathy and
nephropathy);
allcause
mortality

~3.8 years

4P-MACE 3P-MACE

Expanded
composite CV
outcome;
individual
components of
the expanded
composite CV
outcome; all-
cause mortality;

- retinopathy
complications;
new or
worsening
nephropathy.
Death from all

R
causes, nonfatal
myocardial
infarction, or
nonfatal stroke.

~2.0vyears ~2.1years

FREEDOM- INY

3P-MACE

3P-MACE for
superiority;
composite of 3P-
MACE or
revascularisation
for unstable
angina;
individual
components of
the primary
composite
outcome;
composite of CV
death or
hospitalisation
for heart failure;
all-cause
mortality)
Change in sﬁfﬁ
calculated using
MDRD formula

~3to 5years

-

REWIND® AWARD-77
3P-MACE Cambio en HbAIc
Composite
microvascular
outcome: diabetic
3 A HbAlc at 52 weeks,
retlnopam\mm’g participants
laser, anti-VEGF HbA1c<7% (53
\.itrecttr;?rr;!::,rcélrinical mmol/mol) or
s <89 (64 mmol/mol),
proteinuria; or a 30% SMPG prmwl o
decling - Skl or mean daily insulin
chronic renal lisoro
replacement therapy; ;
hospitalisation for :g:;’ ca::::gel inl
unstable angina; CKD-EPI
individual components
: equation), UACR,
o thle it : bodyweight, rate of
composite outcome; hetiastirea e id
all-cause mortality. P ga[le ic !
heart failure requiring s ct;.agns

hospitalization or an
urgent heart failure
visit

~ 6.5 years -

.

3P-MACE

All-cause
mortality;
individual
components
of the
primary
composite
outcome;
hospitalisatio
n for ACS;
and
hospitalisatio
n for heart
failure)

~3.2 year

PIONEER-6°

3P-MACE

Expanded
composite CV
outcome (3P-

MACE,
hospitalisation
for unstable
angina or heart
failure);
individual
components of
the expanded
compaosite CV
outcome;
composite of all-
cause mortality,
non-fatal Ml or
non-fatal stroke

~ 1.7 years

[
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Renal Outcomes from Clinical Trials: aGLP-1

LEADER - liraglutide

Compuesto renal:

Macroalbuminuria persistente de nueva aparicion
* Duplicacion persistente de la creatinina sérica
 ERT

*  Muerte por causas renales

SUSTAIN-6 - semaglutide
* Nefropatia nueva o que empeora

REWIND - dulaglutide
Compuesto renal:

. Proteinuria

« 30 % de disminucion en TFGe
* ERT

AWARD-7 - dulaglutide
. Cambio desde la linea base en eGFR
. Cambio desde la linea base en ACR

Semaglutide 1 mg, Liraglutide
1.8 mg y dulaglutide —
Enlentecen el deterioro del FG
sobre todo en ERD

SN Junta de ‘
W castilla y Leon - Sacyl

Consejeria de Sanidad

Semaglutide y dulaglutide —
disminuyen el ictus no mortal
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10. Cardiovascular Disease and N
Risk Management: Standards of
Medical Care in Diabetes—2022

REDUCTION IN DIABETES COMPLICATIONS

Diabetes Care 2022;45(Suppl. 1):5144-5174 | https://doi.org/10.2337/dc22-5010 ﬁ(@ﬂ) ﬂ (é?) g@ i) ﬂ (é ;2? ﬁ(é i) ﬂ (( %) ﬁ(é )J ﬂ {( ;QP}
nlinl Inflnl Inlial Inllnl
Glycemic Blood Pressure Lipid Agents with
Management Management Management Cardiovascular
and Kidney
Benefit*
\ s N N P S N P

U JUUU] JUUT[ JUUT

L ] L ]

Q [IH LIFESTYLE MODIFICATION AND DIABETES EDUCA'HONLHq Q
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HTA:

10.1 Blood pressure should be mea-
sured at every routine clinical

Recommendations o i )
visit.. When possible, patients

10.1 Blood pressure should be mea-

sured at every routine clinical
visit. Patients found to have el-
evated blood pressure (=140/
90 mmHg) should have blood
pressure confirmed using multi-
ple readings, including measure-
ments on a separate day, to
diagnose hypertension. B

found to have elevated blood
pressure (=140/90 mmHg)
should have blood pressure
confirmed using multiple read-
ings, including measurements
on a separate day, to diagnose
hypertension. A Patients with
blood pressure =180/110 mmH

and cardiovascular disease could

e d | with | ,
2021 at a single visit. E
2022

Y Junta de ‘
XD castilla y Leon - Sacyl

Consejeria de Sanidad
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| Junta de

) Castilla y Leon

Consejeria de Sanidad

Recommendations for the Treatment of
Confirmed Hypertension in People With Diabetes

Initial BP >140/90 and
<160/100 mmHg

[ Initial BP =160/100 mmHg ]

( Start one agent J [ Lifestyle management J ( Start two agents J

¥

[ Albuminuria or CAD* ] [ Albuminuria or CAD* ]
No Yes No Yes
Start one drug: Start: Start drug from Start:
= ACEi or ARB = ACEi or ARB 2 of 3 options: = ACEi or ARB
= CCB*** = ACEi or ARB and
= Diuretic** = CCB*** » CCB*** or Diuretic**
= Diuretic**

Assess BP Control and Adverse Effects

Treatment tolerated Not meeting target Adverse effects
and target achieved ;
Add agent from Consider change to
( Continue therapy ] complementary drug class: alternative medication:
= ACEi or ARB = ACEi or ARB
. CCB*** ™ CCBQ**
= Diuretic** = Diuretic**
Not meeting target
on two agents § L paverse }

Assess BP Control and Adverse Effects

Not meeting target or

Treatment tolerated adverse effects using a drug
and targeiachleved from each of three classes
( Continue therapy ] Consider Addition of Mineralocorticoid Receptor Antagonist;

Refer to Specialist With Expertise in BP Management

Complejo Asistencial
! Universitario de Ledn



Lipidos:

10.19 For patients with diabetes
aged 40-75 years without

atherosclerotic cardiovascular
disease, use moderate-inten-
siH statin theraex in addition
to lifestyle therapy. A

10.21 In patients with diabetes at
higher risk, especially those
with multiple atherosclerotic
cardiovascular disease risk
factors or aged 50-70 years,
it is reasonable to use_high-
. . in :

10.24 For patients with diabetes and
atherosclerotic  cardiovascular
disease considered very high
risk using specific criteria, if LDL
cholesterol is =70 mg/dL on
maximally toferated Stati dose,
consider adding additional LDL-
lowering therapy (such as ezeti-
mibe or PCSK9 inhibitor). A

1% Junta de
WY castillay Leon

Consejeria de Sanidad

2021

Statins and Bempedoic Acid
Bempedoic acid i1s a novel LDL
cholesterol-lowering agent that is indi-
cated as an adjunct to diet and maxi-
mally tolerated statin therapy for the
treatment of adults with heterozygous
familial hypercholesterolemia or estab-
lished atherosclerotic cardiovascular
disease who require additional lower-
ing of LDL cholesterol. A pooled analy-
sis suggests that bempedoic acid
therapy lowers LDL cholesterol levels
by about 23% compared with placebo
(114). At this time, there are nol com-
pleted trials demonstrating a cardiovas-
cular outcomes benefit to use of this
medication; however, this agent may
be considered for patients who cannot
use or tolerate other evidence-based
LDL cholesterol-lowering approaches,
or for whom those other therapies are
inadequately effective (115).

.

Recommendations

10.42 Among patients with type 2
diabetes who have estab-
lished atherosclerotic car-
diovascular disease or esta-
blished kidney disease, a
sodium—glucose  cotrans-
porter 2 _inhibitor or_gluca-
gon-like peptide 1 receptor
agonist with demonstrated
cardiovascular disease ben-
efit (Table 10.3B and Table
10.3C) is recommended as
part of the comprehensive
cardiovascular risk reduc-
tion and/or glucose-lower-
ing regimens. A

2022
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Enfoque clinico:

Patient is =18 years old with T2D and has 21 of the following:
ASCVD* HF, DKD, at high risk for ASCVD.#5

« En pacientes asintomaticos no se
recomienda el cribado de rutina de la
enfermedad coronaria

 En los pacientes con ECV o multiples

h 4 h 4

Optimize guideline-directed Recommend starting SGLT2 inhibitor or FRCV de ECV, Comblnar un |SG LT2 y un
medical therapy for prevention GLP-1RA with proven CV benefit
(lifestyle, blood pressure, lipids, depending on patient-specific factors aGLP-1 con beneficio demostrado de
glucose, antiplatelet). and comorbidities.! .
I reduccion de ECV y eventos renales
Discuss patient-clinician preferences
e and priorities. )

| ‘.

SGLT2 inhibitor
selected.

y

Reassess and consider
the addition of the

No additional action
taken at this time.

GLP-1RA selected. ‘

alternative class, if
benefits outweigh risks.

% Junta de ‘
K Castillay Leon - Sacyl

Consejeria de Sanidad
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11. Chronic Kidney Disease and
Risk Management: Standards of
Medical Care in Diabetes—2022

Diabetes Care 2022;45(Suppl. 1):5175-5184 | https://doi.org/10.2337/dc22-5011

11. Microvascular Complications
and Foot Care: Standards of
Medical Care in Diabetes—2021

Diabetes Care 2021;44(Suppl. 1):5151-5167 | https.//doi.org/10.2337/dc21-5011

12. Retinopathy, Neuropathy, and
Foot Care: Standards of Medical
Care in Diabetes—2022

2021 Diabetes Care 2022;45(Suppl. 1):5185-5194 | https://doi.org/10.2337/dc22-5012

2022
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D MW universitario de Leén

1% Junta de ‘
I castilla y Leon - Sacyl

Consejeria de Sanidad




11. Chronic Kidney Disease and
Risk Management: Standards of
Medical Care in Diabetes—2022

Diabetes Care 2022;45(Suppl. 1):5175-5184 | https://doi.org/10.2337/dc22-5011

Recommendations

11.3c In patients with chronic kidney
disease who are at increased
risk for cardiovascular events
or chronic kidney disease pro-
gression or are unable to
use a sodium—glucose cotrans-
porter 2 inhibitor, a nonsteroi-
dal_mineralocorticoid_receptor
antagonist (finerenone) is rec-
ommended to reduce chronic
kidney disease progression and
cardiovascular events (Table
9.2). A

2022

1% Junta de
K Castillay Leon

Consejeria de Sanidad

CKD is classified based on:
» Cause (C)
*GFR (G)
¢ Albuminuria (A)

Albuminuria categories
Description and range

G1 Normal to high

Al A2 A3
Normal to mildly Moderately "
increased increased Seversty incr
<30 mg/g 30-299 mg/g 2300 mg/g
<3 mg/mmol 3-29 mg/mmol 230 mg/mmol

1 if CKD

Treat

G2 Mildly decreased 60-89 1 if CKD
Mildly to moderat
GFR categories G3a :iecreased y 45-59
(mLU/min/1.73 m?)
Description and
range G3b Moderately to 30-44

severely decreased

G4 Severely decreased

15-29

G5 Kidney failure

<15

.

Complejo Asistencial
Universitario de Leon




Finerenona

Table 1 Characteristics of first-, second-, and
third-generation mineralocorticoid receptor

antagonists

Eurcpean Journal of Heart Failure (2016) 18, 28—37 REVIEW
doi: 10,1002 ejhf 444

EURLFEAN
SOCIETY OF
ALV

Spironolactone Eplerenone Finerenone

Trade name(s) Aldactone Inspra
Class Steroidal Steroidal
MR IC;, (nM) 24 990
AR ICyy (nM) 77 >21 240
GR ICg, (nM) 2410 >21 980
PR ECgq (M) 740 >31210
Half-life (h) 1.4 (active 4-6
metabolites
12-35)

Dihydropyridine
17.8

=10 000

=10 000

=10 000

=10 000

European Journal of Heart Failure (2016) 18, 28
European Heart Journal (2016) 37, 2105

% Junta de
K Castillay Leon

Consejeria de Sanidad

Non-steroidal mineralocorticoid receptor
antagonism for the treatment of
cardiovascular and renal disease

Peter Bramlage'2*, Stephanie L. Swift1!, Martin Thoenes?, Joan Minguet!,
Carmen Ferrero?, and Roland E. Schmieder?

@ Eurspean Heart |ournal (2016) 37, 2105-2114 FASTTRACK CLINICAL RESEARCH
........... dois 10108 Heurheareishw 132 Heart failure/cardiomyopathy

ccccccccc
e

A randomized controlled study of finerenone

vs. eplerenone in patients with worsening chronic
heart failure and diabetes mellitus and/or chronic
kidney disease

Gerasimos Filippatos'*, Stefan D. Anker?, Michael Béhm3, Mihai Gheorghiade?,
Lars Keber®, Henry Krum®!, Aldo P. Maggioni?, Piotr Ponikowski®, Adriaan A. Voors?,
Faiez Zannad'®, So-Young Kim'!, Christina Nowack'!, Giovanni Palombo?,

Peter Kolkhof!?, Nina Kimmeskamp-Kirschbaum'4, Alexander Pieper'®, and
Bertram Pitt'®

”l Complejo Asistencial
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“ ORIGINAL ARTICLE ”

FIDELIO-CKD Effect of Finerenone on Chronic Kidney

Disease Outcomes in Type 2 Diabetes

George L. Bakris, M.D., Rajiv Agarwal, M.D., Stefan D. Anker, M.D., Ph.D.,
Bertram Pitt, M.D., Luis M. Ruilope, M.D., Peter Rossing, M.D., Peter Kolkhof, Ph.D.,
Christina Nowack, M.D., Patrick Schloemer, Ph.D., Amer Joseph, M.B., B.S.,
and Gerasimos Filippatos, M.D., for the FIDELIO-DKD Investigators®

5734 pctes, DM2, > 18 anos
Alb/Cr 30 - 300 + FG 25-60 6 Alb/Cr 300 - 5000 + FG
25-75

Circulation

ORIGINAL RESEARCHARTICLE |

Finerenone and Cardiovascular Outcomes
in Patients With Chronic Kidney Disease
and Type 2 Diabetes

K<48

No: ICC FEVIr, nefropatia no diabética, dialisis, HTA no
controlada

Tto IECAS /ARA llI: dosis max, > 4 semanas estable

Seguimiento 2,6 anos

Con o sin Enfermedad CV

= Junta de
2 Castilla y Leon
Consejeria de Sanidad

Eventos CV: Muerte cardiovascular, IAM no fatal,
ACVA no fatal, Hospitalizacion por ICC

Eventos renal:
Descenso en la albuminuria
Inicio de dialisis durante > 90 dias, trasplante,
descenso > 40% del FG o muerte renal.
Deterioro de la funcion renal en > 57% o Muerte
renal

”, Complejo Asistencial
O MW universitario de Leén




FIDELIO-CKD

A Primary Composite Outcome

100~ 40— Hazard ratio, 0.82 (5% CI, 0.73-0.93)
ap- P=0.001
— on-
E_ 80+
E 70+ 204
._3 60 Finerenane
£ s5gd 104
£ a0
E o T T T T T T T 1
] 0+ 0 & 12 18 24 30 3 4?__9._;
5 20
10+
I} L T T T T T T 1
0 6 12 18 24 30 36 42 45
Months to First Event
Mo. at Risk

Placebo 2841 2724 3586 2379 1758 1248 791 453 82
Finerenone 2833 2705 2607 2397 1808 1274 787 441 B3

B Sustained Decrease of =40% in the ¢GFR from Baseline

100 40 Hazard ratio, 0.81 (35% CI, 0.72-0.92)
%0 30
£ w04
E 70+ 204
% G - Finerenone
£ 504 197
'1% w04
T ] T T L T T 1
T 0 0 6 1218 24 30 36 4 g~
| e
d 20
10 _r“J_J_
1] T T T T T T 1

T
0 ] 12 18 24 30 36 43 45
Months to First Event

Mo. at Risk
Placebo 2841 2722 25B8 1379 1758 1249 793 451 . ¥
Finerenone 2833 2703 2606 2396 1BOB 1275 788 442 83

C Kidney Failure

100~ 40— Hazard ratio, 0.87 (95% CI, 0.72-1.05)
90+
g - 30
E 704 204
_ 60 Placeba =
¥ ] 104 S
E 50
¥ = Finerenane
.:E i D 1 T T L] T T T 1
E 104 0 6 12 18 24 30 36 42 43
a 204
] _—Fﬂ_‘::(:pd
D 1 T T T T T T 1
0 6 12 18 24 n £ 1 43 4%
Months to First Event
Mo. at Risk

Placebo 2841 2741 2645 2508 1911 13%0 @92 513 103
Finerenone 2833 2733 2658 2506 1932 1393 B9F 510 104

D secondary Composite Outcome
100 40 Hazard ratio, 0.76 (95% Cl, 0.65-0.50)

304

704 204

Finerenone

Cumulative Incidence (%)
wa
(=]
1
=
1

T
0 ] 12 18 24 10 1 43 45
Months to First Event

Mo. at Risk
Placebo 2841 2740 2636 2490 1B8T 1384 873 499 98
Finerenone 2833 2732 2655 2492 1915 1377 883 500 101

| del riesgo de evento compuesto
primario (| 2 40% en el FGe desde
basal, muerte por causa renal o
fallo renal terminal)

| riesgo de eventos
cardiovasculares (tanto con ECV
previa como en su ausencia)

No relacion con descenso de la
tension arterial

A% Junta de
S castillay Leon

Consejeria de Sanidad
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FIDELIO-CKD con o sin ECV

1004 40+ Hazard ratio, 086 (95% C1, 0.75-0.89) e Platube Firerencne
4 P=0.034
29 o — Pleste A cvdewn B antatal myocarsial intaretion
E ﬁ“ Fingrences 100q 10+ Hazand rabe, 0.9 {85% CI, 0.68-1.08) 1007 107 Hazard ratie, 0,80 (35% CI, 0.56-1.09)
1 204 - 804 - il
B
% 60+ '_,--’"f £ 804 2 04
E 504 104 ,-f""'- 8 704 F E 704
5 /-I E By 4 % 1
8 g O | .
39 perEMPBL = % & 50
E 20- . § a0 f g 404 g
S 1 e Pl Ui namoe 39 ot emwa o
0 _-I-.d-'-'__'_l'_'_ T U L 1 1 E EU- i zu-
0 6 12 18 4 30 % 48 o 1 a 1
Time to first event (in months) 0 . " T T T ] 0 T ' T T T T 1
PR 06 12 B ¥ X ¥ & 0 6 12 B 24 N ® &
73 Time to first event (month Tim 1o first avent (manths
Finerenone 2833 2760 2688 2582 2017 1488 084 537 e p—"
Plasbo 2841 2751 D651 D549 1969 75 951 538 No.at risk No. at isk
Frenone 2833 2811 27T 277 2152 1624 1089 Fretencne 2833 2792 2755 2675 2110 1578 1067 600
Placsbs 2841 2810 2772 2714 2148 1637 107B 67 Placsho 2841 2795 2740 OBB4 2082 1587 1087 560
C nontatal stroks D rospitalization for heart tallure
e Pl < Fatroid 1009 10+ Hazard rabio, 1.03 (5% CI, 0.76-1.34) 1004 10+ Mazard ratio, 0.88 (5% CI, 0.68-1.08)
A Pationts with history of CVD B pationts withaut hstory ot CVD i 907 gl z 907 gl
1004 40+ Hazard ralo, 0.85 (85% C1, 071-1.08) 100+ 409 Hazard i, 0.86 (85% CL, 0.68-108) g i g L I
.00 - 0 n & n{ B
£ g ® £gf ¥ ol ! Lo
E ™ w j Em 2 E 501 o 3 509 o
g n P g a0 !
£ s L i T TT—T—— i I s s s e e
$ ¥ dod ; 1T 0 6 12 18 24 30 36 42 53"' 0 B 12 18 24 30 38 4
S Ew 0 £ 20 £ 29
O & 12 18 24 30 3% 42 D & 12 18 3 30 3% &
£ x E = & 1 a —_—
TR '3 10+ ] T ¥ T T T T 1 ] T T T T T T 1
o) o 0 6 12 1B M 0 ¥ 42 0 6 12 1B M 30 % 42
EERRLE EF TR Tt T
W, at sk e Moo gk o Gy b g
: : Frerenone 2633 2791 22 26T 2107 1677 1051 5@ Fieronone 2833 2701 2735 2653 2086 1553 1048 67O
Fineranona 1203 1260 1220 180 A9 &AT &0 2 Firgranone 1530 1452 1488 1432 128 BN 6 3u
Plaesss 102 147 ME1 M5 BT G0 MG 25 Piasbe 1530 606 W73 MM 132 B6E G602 Placeby 2841 2788 2726 263 086 1578 102 50 Pacsho 2041 2784 2710 263 2067 1650 1009 560

A% Junta de ‘
W castillay Leon - Sacyl

Consejeria de Sanidad
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A Urinary Albumin-to-Creatinine Ratio
1.4

1.2

Placebo

1.04

7| Geometric mean albumin-to-creatinine ratio at baseline:
Finerenone, 798.79 (geometric 5D, 2.65)
0.2 Placebo, 814.73 (geometric SD, 2.67)

Least-Squares Mean Ratio to Baseline

0.0 T T T T T T T T

Finerenone

0 4 8 12 16 20 24 28 32
Months since Randomization

No. of Patients
Finerenone 2831 2725 2582 1841
Placebo 2840 2726 2598 1825

Mean Change
from Baseline

(percent)
Finerenone Ref. -34.7 -41.3 -39.9
Placebo Ref. -4.7 -3.0 -2.0

36

856
834

-29.3
4.1

B Mean Serum Potassium
6.0

5.5+

Mean Serum Potassium (mmol liter)

“
0.0 T T T T

Mean serum potassium at baseline:
3.0+ Finerenone, 4.37+0.46
L, Placebo, 4.38+0.46

Finerenone

01 4 8 12

Months since Randomization

MNo. of Patients
Finerenone 2827 2708 2600
Placebo 2831 2709 2596

Mean Change

from Baseline

(mmol/liter)
Finerenone Ref. 0.25 0.24
Placebo Ref. 0.02 0.04

20 24 28 32 36 40 44

1872 832 344
1865 862 348
0.21 0.21 0.20
0.05 0.07 0.07

Sacyl

——— > 2

Consejeria de Sanidad

1° Eventos renales
-d 3,4% a 3 anos
-NNT =29

2° Eventos CV
-d 2,4% a 3 anos
-NNT =42

Reduccion 22% de eventos global

Hiperpotasemia F vs P

- 18,3% vs 9,8%

- >5521%

- >64,5%

- Suspension del farmaco: 2,3%

Descenso de la TAS 2-3mmHg

No efectos sobre HbAlc ni IMC

"pi" Complejo Asistencial
O MW universitario de Leén




The MNEW ENGLAND JOURMNAL of MEDICINE

ORIGINAL ARTICLE

FIGARO-CKD ] .
Cardiovascular Events with Finerenone
in Kidney Disease and Type 2 Diabetes

B. Pitt, G. Filippatos, R. Agarwal, 5.D. Anker, G.L. Bakris, P. Rossing

A. Joseph, P. Kolkhof, C. Nowack, P. Schloemer, and L.M. Ruilope,

L F L
far the FIGARO-DED Investigators

Albuminuria categories' FIDELIO-DKD? @

(mg albumin/g creatinine) Primary outcome: Kidney composite

i Finerenone significantly slowed CKD
progression by 18% vs placebo in
_ patients with advanced CKD in T2D,
| irrespective of baseline use of

increased

'CV morbidity and mortality, and
expands the evidence base to cover a

broader CKD in T2D population

G4 [15-29

0-29
. | SGLT-2is and GLP-1RAs
I G2 60-89 FIGARO-DKD? @
g G3a 45-59 Primary outcome: CV composite
3 % G3b|30-44 . Hypothesis: Finerenone reduces
w <
O

G5 | <15

[ FioELIO-DKD [ ]FIGARO-DKD ;‘:;;‘;::I_T:u

’.’ Complejo Asistencial
MW universitario de Leén
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FIGARO-CKD

19,381 patients + 7437 patients 3.4 years' median .
senrolled . randomised follow-up ;

Finerenone 10 or 20 mg od*

Rurin e S

> 18 anos .
> Alb/crea 30-300 con FG 30-90 ) K<48
> 0 Alb/crea 300-5000 con FG >60 Exclusion ICFEr NYHA 2-4

» Maxima dosis de inhibidores SRAA

62% of patients had albuminuric CKD with preserved kidney
function (eGFR 260 mi/min/1.73 m?)

eGFR at baseline (ml/min/1.73 m?)*

=

UACR is an important indicator for
kidney damage’

Median UACR = 308 mg/g

Patients with eGFR
260 ml/min/1.73 m? had
albuminuric CKD
with a UACR 230 mglg

Proportion of patients (%)
3

| Junta de 0-
2y Castillay Leon Mean eGFR:
Consejeria de Sanidad 68 mi/min/1.73 m?

LA R RN NN

Endpoint primario: compuesto de
- Muerte CV

- |AM no fatal

- lctus no fatal

- Hospitalizacion por IC

Endpoint secundario: compuesto de
- Descenso de >40% en FG
- Muerte por causa renal
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Primary Composite Qutcome
1004 204

Hospitalization for Heart Failure

of [ ORGSR 122: 2% Hazard ratio, 0.71 (95% C1, 0.56-0.90)
g - by . g g0 127
E Wl I g 70 10—
L < 60
% 10 _E 50 5. Placebo
g 1 -g 40+ 0—/%
= 0 & 1 B » o % & & wu L; 30+ 0 6 112 IIB 214 3I0 3l6 4I2 4r8 5I4
10 g 204
Y - ‘ Y 1o
E a { i unm:'mﬁur{mt ) ‘l i { 0 1 I "I'E T T T T T 1
* | morbiy mortalidad CV en un 13 % (reduccion de hospitalizaciones por IC)
» Tendencia favorable en la progresion de enfermedad renal. No objetivo combinado del 40%
* | enfrenal terminal y un descenso sostenido de FG de 257% (p=0.041)
* Similar incidencia de efectos adversos que placebo
T TVT (k] Teu sy v W T (UOUUav] voous
CV death 194 (53) 214 (5.8) -—+H 0.90 (0.74-1.09) 0.274
Non-fatal M1 103 (2.8) 102 (2.8) —O— 0.99 (0.76-1.31) 0.963
Non-fatal stroke 108 (2.9) 111 (3.0) '—Qr—* 0.97 (0.74-1.26) 0.793
0.5 1.0 20

Favours Favours
finerenone placebo
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FIDELITY

FIDELITY is a large individual patient data pooled analysis of
FIDELIO-DKD' and FIGARO-DKD?

+ 13,171 patients randomised 3 years’ median follow-up

#7348 countries Finerenone 10 or 20 mg od*

Key eligibility criteria

Key outcomes

< CKD Time to CV death, non-fatal MI, ~ @ 40% of patients had albuminuric CKD with preserved kidney
non-fatal stroke, or HHF & function (eGFR 260 mi/min/1.73 m?)

= i
e NHIY LOpOSe Baseline eGFR (mlimin/1.73 m?  Baseline eGFR and UACR (KDIGO categories)

¥ Setum 1546 il Time to kidney failure,* sustained ’

257% decrease in eGFR from
baseline, or renal death

Albuminuria categones
(mp alburmn'y creatinine

% ) Symptomatic HFrEF

Data
presented ]
as n (%) 3 —=5000

BB 13(<0) 198(15) 1108 (8.5)
EBIEED s104 100 280e)

82(06) 1389 (11) [1862(15)
206(17)

O—=<30

GFR categories
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FIDELITY: Enpoints CV y renales

Time to CV death, non-fatal Ml, non-fatal stroke, or hospitalisation for HF

257 HR=0.86; 95% Cl 0.78-0.95

g 0
E 20+ P00t Placebo: 939/6507 (14.4%)
H NNT after 3 years = 46
2 15+ (95% Cl20-109)
=
2 104
5
E 5
-]
O
0- - . ; : : .
0 6 12 18 24 30 36 42 48

Outcome Finerenone

Placebo |

HR (95% Cl)

Composite

e e 825(127) 939 (14.4) - 0.86 (0.76-0.95) 0.0018
HHF 256 (39) 325 (5.0) —— | 0.78 (0.66-0.92) 0.0030
CV death 322(49) 364 (5.6) o 0.88 (0.76-1.02) 0.092
Non-fatal Ml 173 (2.7) 189 (2.8) —0—-— 0.91(0.74-1.12) 0.36

* Buen perfil de seguridad (Hiperpotasemia leve)

En pacientes DM2 y ERC estadios | a IV o albuminuria = 30mg/g:

* Redujo el riesgo de morbi-y mortalidad CV en un 14 % (reduccion del 22% de hospitalizaciones por IC)

* Redujo el riesgo de progresion de enfermedad renal en un 23% (20% de ERT)

f Kidney failure 254 (3.9) 297 (4.6) —— © 7‘;':'699} 0.039
2 10 710,
= s 0.80
é . ESKD 151(23)  188(29) —— (064-0.90) 0.040°
E eGFR <15 0.81
= . . . , i i i i miimin/1.73 m? 195030 27G8) == (067-0.98) 0-0%'
0 6 12 18 24 30 36 42 48 257% decrease in 0.70
No. at risk Time to first event (months) eGFR from baseline® 257 (3.9) 361 (5.9) —— (0.60-0.83) <0.0001
ainsonsesins Renal death 2(<0.1) 4(<0.1) 0 1%_559”
267% d in €GFR is equivalentto doubling of serum creatini 0:5 10 20
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13. Older Adults: Standards of
Medical Care in Diabetes—2022

Diabetes Care 2022;45(Suppl. 1):5195-5207 | https.//doi.org/10.2337/dc22-5013

Recommendation

13.3 Screening for early detection
mognitive impairment
or dementia should be per-
formed for adults 65 years of
age or older at the initial
visit, annually, and as appro-
priate. B

Recommendations
13.6 Older adults who are other-

wise healthy with few coexist-
ing chronic illnesses and intact
cognitive function and func-
tional status should have lower

glycemic goals (such as Al1C
less than 7.0-7.5% [53-58
mmol/mol]), while those with
multiple coexisting chronic ill-
nesses, cognitive impairment,
or functional dependence
should have less stringent gly-
cemic goals (such as A1C less
than 8.0% [64 mmol/mol]). C

* Objetivo glucémico 8% (en vez de8.5%)

* Valoracion integral, especialmente la cognitiva

* Valorar el sobre-tratamiento de pacientes ancianos

* Monitorizar déficit de Vitamina B12 en uso prolongado de metformina
* Simplificar los regimenes insulinicos para evitar hipoglucemias
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* En los pacientes mayores con DM2 que usan multiples inyecciones diarias de INS y en
pacientes con deterioro cognitivo o con limitaciones fisicas. La MCG puede ser una opcion.

* Se propone el uso del programa de ejercicio estructurado LIFE (Lifestyle Interventions and
Independence for Elders Study) para paciente geriatrico donde el objetivo no sera la pérdida
de peso, sino la disminucion de la fragilidad y el sedentarismo y la mejora en la

funcionalidad.

» Se recomendan analogos de INS frente a NPH por menos hipoglucemias.

S, Compree st
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16. Diabetes Care in the Hospital: GLYCEMIC TARGETS IN

Standards of Medical Care in HOSPITALIZED| PATIENTS
Dia betes —2022 Recommendations
Diabetes Care 2022;45(Suppl. 1):5244-5253 | https://doi.org/10.2337/dc22-5016 1 6. 4 Insulin th era py ShOU I d be in | tl-

ated for treatment of persistent
hyperglycemia __starting_at__a

threshold =180 meg/dl (10.0

Recommendations mmol/L) (checked on two occa-

16.1 Perform an A1C test on all patients with diabetes or hyperglycemia sions). Once insulin therapy is

(blood glucose >140 mg/dL [7.8 mmol/L]) admitted to the hospital if started, a target glucose range

not performed in the prior 3 months. B of 140-180 mg/dL (7.8-10.0

16.2 Insulin should be administered using validated written or computerized mmol/L) is recommended for

protocols that allow for predefined adjustments in the insulin dosage the majority of critically ill and
based on glycemic fluctuations. B noncritically ill patients. A

TRANSITION FROM THE HOSPITAL
TO THE AMBULATORY SETTING

* Iniciar = 180 mg/dI
0onr Recommendation
Objetivo 140-180 mg/d| 16.11 There should be a structured
 Plan al alta adaptado e discharge plan tailored to the
individualizado individual patient with diabe-
tes. B
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Arriba

Abajo
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Actualizacién 2022 para el tratamiento de la DM2
del Grupo de Diabetes, Obesidad y Nutricion

g
Confirmar
diagnéstico

- l . a/ S e

33

FAALAALAALLLALLALLLASLALLL,

MODIFICACION DEL ESTILO DEVIDA + OBJETIVO 'I'ERAPEI.I'I‘IGO INDIVIDUALIZADO +/- METFORMINA"™

. Si HbA1c por del Tar segidn situacién clinica

HbAlc <1% HbA1c entre 1-2% HbA1c >10% con clinica tipica o glucemla HbA1c>10%
del objetivo del objetive basal >300 mg/di o elevado catabolismo asintomético
1%
b I e
Afiadir un firmaco Afiadir arGLP-1 de alta potencia
vs dos fiérmacos
A4
ISGLT2
intolerancia/contraindicacion de los arGLP-1 IDPP4: Inhibidores de DPP4;
Tres farmacos no insulinicos 1SBLT2: Inhibidores de SGLTZ;
Si a los 3 meses la por el orden establecido arGLP-1: Agonista del raceptor de GLP-1.
HbA1c > Objetivo 0 n
dos + insulina basal 5,;:_“'1": 3 Eﬁm:}a
S-alerula o iaala iniciar ia / biterapia con otra familia terapéutica.
* | tratamiento farmacolbgico combinado de inicio permite alcanzar los objetivos da control més ripido, ’ @Dlabetes SEMI
mejorando el legado metabdlico, en la mayoria de los pacientes, Si &l pacients tiens alto o muy alte RCV priorizaremas los arGLP-1/ASGLT2. g
* Si elevado cataboli dida de evitar los ISGLT2 para disminuir el de cetoacidosk 5i obesidad o macroalbuminuria se priorizarin los arGLP-1 (Condicion par. Recomendaciones del nimero
mm"mjﬂ"‘ﬂg:" v i Lol bl 2 ﬁlnanuar.lon IMC = 30 Kg/m?. Smenenmnuh'wseumminhsﬁwz di 1 orales y/o insulina
Mo ulllizar arGLP-1 & [DPP4 de forma concomitants. dependiendo del objetivo a alcanzar y
Instrucclones de lectura: Lactura en vertical y horizontal. Las entradas por situaciones clinicas no tienen prioridad unas sotre otras. shuacidn metabdlica.
L  Un paclene nude estar inclisda en mas de una de 1as entradae | a8 letras gn maves tamafio v nearita = indican mas oripridad
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Si alto/muy alto RCV, IC y/o ERD se deben priorizar los
arGLP-1 y/o ISGLY2 Independientemente del objetivo de

HbA1lc y del uso de metformina.

Alto RCV /
muy alto RCV

Sobrepeso - Obesidad

t +
[F@ mi‘mind1, 73 m? {CKO-EPy

Minimizar la

DM2 con mds
hipoglucemia de 10 af

FG =30

Fragilidad
yio LET

Muy alto riesgo CV: ECV establecida, LOD severa (FG < 45 mi/-
min/1,73 m® independientemente del grado de albuminuria; FG
45-58 ml/min/1,73 m? y UACR 30-300 mg/g; macroalbuminuria
(UACR > 300 mg/g) y/o enfermedad microvascular (microalbumi-
nuria, retinopatia, neuropatia) y/o 3 o mas FRCV.

Alto RCV: DM2 = 10 anos sin LOD y/o 1 FRCV adicional.

a Pacientes con alto o muy alto riesgo CV priorizar hipoglucemian-
tes con beneficio demostrado en la reduccidn de eventos CV. Los
arGLP-1 subcutineos* (semaglutida, liraglutida, dulaglutida)
reducen eventos CV mayores (MAGE) fundamentalmente por la
prevencidn del ictus; semaglutida oral* demostrd no inferiori-
dad en MACE; liraglutida y semaglutida oral disminuyen la mor-
talidad total y CV. Los ISGLT2 (empagliflozina y canagliflozina)
reducen MACE; empagliflozina disminuye la mortalidad total y
CV; dapaglifiozina y ertugliflozina demastraron no inferioridad en
MACE. La ploglitazona reduce MACE, pero como objetivo secun-
dario. Los IDPP4 demuestran seguridad CV. Recomendamos
utilizar insulinas basales con seguridad CV demostrada (glargina
y degludec).

* Solo financiados para pacientes con IMC = 30 Kg/m®.
** Reducion de dosis segin FG, excepto linagliptina.

b Recomendamos priorizar un ISGLT2 en todos los pacientes con
DM2 e IC o riesgo de desarrollarla. Todos los ISGLT2 han demos-
trado reduccidn de hospitalizaciones por IC. En pacientes con IG
y FEVI = 40%, empaglifiozina y dapaglifiozina son los ISGLT2 de
eleccidn. En pacientes con IC y FEVI = 40 % empagliflozina es el
ISGLT2 de eleccidn. En pacientes sin IC establecida recomenda-
mos cualguier ISGLT2.

Los arGLP-1, los IDPPA4, excepto saxaglipting, y las Insullnas
basales (glargina y degludec) han demosirado seguridad res-
pecto a las hiC.

© ERD: Definida por deterioro del FG y/o la presencia de albuminuria.

Los ISGLT2 previenen el deterioro del FG y la progresidn de albu-
minuria. Ertugliflozina no ha demostrado beneficio renal.
Recomendamos liraglutida, semaglutida sc y dulaglutida si UACR
= 300 mg/g.

Los IDPP4 solo deberian utilizarse cuando los hipoglucemiantes
con beneficio renal estan contraindicados o existe intolerancia.
Metformina precisa reduccién de dosis (FG < 45 ml/min/1,73m?,
dosis maxima de 1000 mg/d).

d Los arGLP-1 (semaglutida, dulaglutida y liraglutida) estan indi-
cados hasta FG =15 ml/min/1,73m®>

Los ISGLT2 estin indicados segin FG: Dapaglifiozina >25ml/min/1,73
m¢, Empaglifiozina =30 mlU/minf1,73 m® Canaglifiozina 100 =30 ml/-
min/1,73 m* y continuar si FG <30 ml/min/1,73 m® si estaba previa-
mente en tratamiento.

Si G y ERD : Dapagliflozina >25 ml/min/1,73 m*, Empaglifiozina >20 ml/-
min/1,73 m*

La metformina estd contraindicada. Pioglitazona asocia riesgo de
retencidn hidrosalina.

@ Alcanzar dosis méaximas de arGLP-1, si es necesario en combinacion
con ISGLT2. Los IDPPA4 tienen efecto ponderal neutro. La Pioglitazo-
na, las SU y las insulinas inducen ganancia ponderal.

f No debe de haber limitacién en la estrategia terapéutica basada solo
en la edad. Los pacientes > 75 afos con IC-FEVI <40% tratados con
dapaglifiozina o empagliflozina tienen un beneficio adicional en la
hIC y en la proteccion renal.

@ Minimizar el riesgo de hipoglucemia. Ver (h).

hse priorizaran las insulinas con menor riesgo de hipoglucemia:
degludec y glargina U300 < glargina U100 y detemir < NPH y mezclas.

I Los IS6LT2 y los arGLP-1 han demostrado efectos beneficiosos en
pacientes con DM2 evolucionada. Valorar eficacia de los IDPP4 en
pacientes con baja reserva insulinica. Plantear Insulina prandial si
no se alcanza el objetivo en 3 meses.

' @Diabetes_SEMI

arGLP-1: Agonista del receptor de GLP-1; GV Cardiovascular; DM2: Diabetes mellitus tipo 2; ECW: Enfermedad cardiovascular; ERD: Enfermedad renal diabética; FEWE: Fraccidn de eyeccion del ventriculo izquierdo; FG: Filtrado glomerular;

FRCV: Factores de riesgo cardiovascular; hIG: Hospitalizacidn por insuficiencia cardiaca; G2 Insuficiencia cardiaca; iDPP4: Inhibidores de la DPP4; IMC: Indice de masa carporal; ISGLT2: Inhibidores del SGLT2; LET: Limitacion del esfuerzo terapéutico;
LOD: Lesidn de droano diana; MACE: Eventos cardiovasculares mayores; SU: Sulfonilurea; WACR: Ratio albimina/creatinina.

Reevaluacién periddica de objetivos, individualizar lﬂ'I-IlnIu, desprescribir las teraplas Ineficaces y evitar la Inercia terapéutica. En pacienies con tratamientos Instaurados previamente, reevaluar sl la combinacién es la mds adecuada.

Se recomlenda realizar un péptido C en {ents diabet lucionada yla do se sospeche Insullnopenia antes de prescribir arGLP1 6 ISGLT2.
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