Posicionamiento, monitorizacion

y uso racional de los

- nuevos antidiabéticos
para la Diabetes Mellitus tipo 2
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MANDATE AND TASK FORCE ASSIGNMENTS

QUESTION/PROBLEM ORIENTED
LITERATURE SEARCHING WITH EVIDENCE RATING

FORMULATION OF RECOMMENDATIONS

Table 1

2010 American Association of Clinical Endocrinologists Protocol for
Production of Clinical Practice Guidelines — Step I: Evidence Rating?

: EVIDENCE LEVELS : : RECOMMENDATION GRADES :
1 1 | I
1 EL1-5STRONG : I A=STRONG :
: EL 2 = INTERMEDIATE I : B =INTERMEDIATE I
1 EL 3 - WEAK 1 1 C—-WEAK I
: EL4 - NONE : AFFING : D - NOT EVIDENCE BASED :
1 1 | I
MULTI-LEVEL REVIEW

Numerical
descriptor
(evidence level)® Semantic descriptor (reference methodology)
1 Meta-analysis of randomized controlled trials (MRCT)
1 Randomized controlled trials (RCT)
2 Meta-analysis of nonrandomized prospective or case-controlled trials (MNRCT)
2 Nonrandomzed controlled trial (NRCT)
2 Prospective cohort study (PCS)
2 Retrospective case-control study (RCCS)
3 Cross-sectional study (CSS)
3 Surveillance study (registries, surveys, epidemiologic study, retrospective chart
review, mathematical modeling of database) (SS)

3 Consecutive case series (CCS)
3 Single case reports (SCR)
4 No evidence (theory, opinion, consensus, review, or preclinical study) (NE)

2 Adapted from (1): Endocr Pract. 2010;16:270-283.

b, strong evidence; 2, intermediate evidence: 3. weak evidence; and 4, no evidence.
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Approach to the management

of hyperglycemia
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Standard Approach to the Management
of T2DM: Treatment Intensification

¢ A patient-centered approach should

be used to guide the choice of
_ pharmacologic agents. Consider-
SL+Pr g ations include efficacy, hypoglyce-
—d mia risk, history of atherosclerotic
cardiovascular disease, impact on
weight, potential side effects, re-
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AACE/ACE Guidelines

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS AND
AMERICAN COLLEGE OF ENDOCRINOLOGY -
CLINICAL PRACTICE GUIDELINES FOR DEVELOPING
A DIABETES MELLITUS COMPREHENSIVE CARE PLAN-2015
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AACE TREATMENT GUIDELINES
INCLUDE ANTI OBESITY MEDICATIONS
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GLYCEMIC CONTROL ALGORITHM

LIFESTYLE THERAPY

(Including Medically Assisted Weight Loss)
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PROFILES OF ANTIDIABETIC MEDICATIONS
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| NICE | Canadian | | ADA/EASD | SED | ADA/EASD | | ACE/AACE
! MSyC NICE ‘ \ Canadian
| ACE/AACE |
RedGedaps |

Figura 1  Orden cronologico de publicacion de las principales GPC en DM2.
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Tabla 1 Niveles terapeuticos segun las diferentes GPC en DM2

ADA-EASD 2012 MNICE 2008 CDA 2013 MSC 2008 Red-GDPS 2010 AACESACE 2013
Primer escalon E de vida+ E de vida® E de wida® E de vida® E de vida® E de vida“
MET
Segundo E de vida+ E de vida+ E de vida+ E de vida+ E de vida+ E de vida+
escalon MET+ MET+ SU MET+= Otros MET=+ 5U MET =+ otros Otros AD (doble
Otros AD (SU, segun HbA1c MET+ INS NPH AD terapia)
GLI,DPP-4, MET+ INS basal ISM+otras AD
GLP-1), o
MET+ INS basal
Tercer escalon Metformina+ 2 MET+SU+ INS Metformin+otros MET+ SU +INS MET+ SU+ Otros AD (triple
terapeutico farmacos basal AD o MPH otro AD o ISN terapia)
(triple terapia MET+ SU+ GLI ISM basal INS+otros

con o sin INS)

AD: antidiabético no insulinico; MET: metformina; SU: sulfonilurea, GLI: glitazona; DPP4 inhib DPP-4; GLP-1 analogo; GLP-1, INS insulina.
a4 aAnfadir metformina a los 3 meses si fracasan los estilos de vida (HbA1C = 7).
B anadir metformina si HbA1c < 9%, v si = 9% anadir otros farmacos.
© Anadir otros farmacos si HbA1c = 6.5%.

Semergen. 2015;41(6):334---
342



Fuénbes:

Farmacos para el tratamiento en DM tipo 2 (200 st o1 Asmcslone Rssostotian of Kl o focrtaclogiot] (ARCE] Awicmn Dot Asscslstian WALW),

National knstitute for Health and Care Excellence [NICE), Canadian Diabetes Association [COu)

G, 1\"& Otras consideraciones
/’f // Efectos adversos (EA)
e
Inhibidor @ -glucosidasa & :/\ - > e o \ EA gastraintestinales (G} /\(\ % /
(acarbosa) : - # /'* + Mejora control pastprandrial
. y \ % dosis si FG<50, hasta N EA cutineos, i pancreatitis?, ;4 ingresos NN
Irn}tnbi_do_rje:- DPP-4 Y \\ - \\ FG 15 (salvo \ o "\ ICC? Evitar vildas s ANPFH -~ sss
(giptinas) / / linagliptina) / / + control postprandial, tolerancia / /
N N N 3
: 5 G, pancreatitis jrar) ",
i) /\} * //} Hasta FG 30 //} v /\ o Wigera LOL TG y T (afcio anmeriimart. €V /,a ssss P
J . \ . Sy ..\\..
Su!fonl!m‘ea.s_ - e N \\ ;ﬁ;;ﬁa 30-45, \ " \\ IE: Evitar en Insuﬁ;t:l&nh:da ::péticn grave "\ "
: LS Wriesgo microvascular (LIKPDS)
(gliclazida, glimepirida) / / Resto en FG>60 / / Glimepiridaygliclazida: menos hipoglucemias / /
; N N N\
Meglitinidas 'y Ny \\ _ S, .. EA Evitar en Insuficiencia hepatica grave o
(repaglinida) et - - // i St i 7 - ¥ control postprandial; flexibilidad de dosis / » //
Fd s 7
N ™ ™ . EA edema, ICC, fractur
: s g gz e » e . % , 1CC, as, cancer de vejiga g
AR o r TN v ppmmeamieiid e
\ L . s v $TG/4HDL; ¥higado graso ¢ Weventos CV?
: . - .
: EA gastrointestinales, W12, ddosis si ‘
v ;,\ N RIes v e >
’ eventos cardiovasculares si sobrepeso ‘ ’
. N ' Hasta estadio 5 I N L ) . ",
Aris il sy b \\ ﬁm‘;ﬂu \ (FG<15),puede precisar \‘ x . ¥ gran eficacia, régimen fiexible, ¥riesgo - wvariable
Inyecoidn sc / combinada) / ajuste / / milcrovascular (UKPDS) / /
y ", N M
iEi “, EA infeccién G-U, ¥uolumen, cetoacidosis,
Inhibidores SGLT2 \ e \‘ & \ ::nagﬁm‘m l \\ v " “emasa dsea (canagiifiazina) R
/ / / / / v FTA, Fmort/event CV si ECV previa (empax) / /

{*¥RI: reduce |a resistencia a inswlina)

MIPROPIOLIO

blog ordenacosas sobre salud



Type 2 diabetes in adults: management

NICE guideline
Published: 2 December 2015
nice.org.uk/guidance/ng28

» Offer standard-release metformin as the initial drug treatment for adults with type 2 diabetes.
[new 2015]

e |n adults with type 2 diabetes, if metformin is contraindicated or not tolerated, consider initial
drug treatment'” with:

- adipeptidyl peptidase-4 (DPP-4) inhibitor or
- pioglitazone™or

- asulfonylurea. [new 2015]



N lc National Institute for Algorithm for blood glucose lowering therapy in
Health and Care Excellence adults with type 2 diabetes

® Reinforce advice an dist, Ifestyle and Sdnerencs o orug restrment.

# sgrae an Individuallsed Hoa e (@rget basad on: the person’s needs and circumsiances Including preferencas, mmmmmmmmmmmum
langer-term risk-reduction benefts. VWnere appropriate, SUDPOM the pErson 1o Sim for the HoATC I2vels In the Sigorthm. K ‘HbA1e levels 3t 3/6 Monthly INtervals, 35 Sppropriste. If e pErson SCnieves
an Headc target lower than target with no hypoglycsemia, mmmmmnmmmmnmmmm;mmtm

* Ease cholee of drug reatment on: mmmmmmﬂn}hm_mm‘smtmummmpmmmmmmhmw
combinations, and cost {If 2 drugs In tha same CIA8E 2re appropriste, cNOoEE the Option with the |owest acquisiton cost).

'Em-ri-utmmmmumgmmmmmmmkman.mmmmmmmmmtuwmmmmmmmsm
wmﬂngmmwunmmnmemwmm

1 Wthe pereon Is symptomatically hyperglyesemic, consider insulln or an 3U. Review trestment when blood glucose control has been achleved -]

| I HbA1c rises to 48 mmol/mol (6.5%) on IHaatyle If standard-release
Intervamtions:  metformin |15 not
= Ofer standard—releass mamarmin — tolerated, consiasr a i
= Support the person o aim for an Hokdc level of 45 mmolf trial of modiflad-ralease |
mol {5.5%) metformin i

I HbA1c riees to 45 mmolimol (6.5%) on

nrastyls Interventiona:

» Conslder one of the following™:
- a DPP-4l, plogliiazone” or an SU
- a8n SGELT-2IF Instean of 8 DFP-41 T an

SU or plogiitazone® Is not sppropriate

= Suppeort the person to alm Tor an HoAde
level of 48 mmolimol (6.5%) for peopie on
a DRPP-41, SELT-2| or plogitarone or 53
mmalfmol (7.0%) for people on an SU

IT triple therapy i6 not
effective, not tolerated
Or contraindicated,
conslder combination
therapy with metformin,
an sS4 and a GLP-1
mimatic® for adults with
= Support the person o alm for an Howde level of 53 mamoalf Hﬁ_ﬂg‘bﬁf:::';wﬁ
mol (7.0%) ar higher (adpust

—_— scoordngty for peopie from
black, Aslan and oihwer
milnarity ethnlc growps )

FIRET INTENSIFICATION
If Hb&1e risss to 58 mmolmal {7.5%):
= Consider dual therapy with:

- metformin and a DPP-41

- metformin and ploglitazone®

= metformin and an S

- metformin and an SELT-2F

FIRST INTENSIFICATION

T HbA1c ress to 58 mmolimaol (7.5%):
= COnsider Qqusl merapy™ with:
- 8 DPP-4] and ploglitazona®
-8 DPR-4] and an SU
- ploglitazone” and an SU
= Support the person to 2im for an HbAate
lewel of 53 mmolmol (7.0%)

SECOND INTEHN SIFICATION
If HhA1c rises to 58 mmolmol [7.5%):
= Consider:
= tripla therapy with: = have a EMI lower than 25
& metformin, a DPP-41 and an SU keginn”, and for whem
e metformin, ploglitazone™ and an SW
& meormin, plogitazone® or an SU, and an SGLT-2F
- Insulin-oased treatmant
a Support the person o aim for an Hoadc level of 53 mmolf
mal (7.0%)

SECOND INTENEIFICATION

If HbA1c riess to 58 mmolimol [7.5%):

« Consider Insulin-nased trastmeant

* SUppOr the pEMECN to &M Tor an HbAlc
level of 53 mmolimol (7.0%)

BT e dlum—alucose cotransarter I Inhibiors, "M Eutenyiursa. Riecommendstions that cower DPF-2 inhiltars, SLS 1 mémetics and sulomduresas refer

Abbreviations: * Dloectidy peotidase-2 inhiblter. *7 @lucagon-ike peotide-1,
fo these growps of drugs at a cdass l=wel

a. YWhen prescribing ploglliazone=, exerclse particular caution i the persan |s at high sk of the adeverse effecis of the drug. Floglierone |5 associaied with an increased sk of heart falkure, biasdder cancer and bone fracture. Known sk
mactors Tor thess Conditions, INCIWIng INCresse age, SROUK DE carstully &valusted Defore tresgmeant. S the Manumcurers' SUMmmarkss Of proguct CRarschensics Tor GEtalls. Megicnes Bna Hestncers Droaucts Reguistory AQency
(RHRA) guidance (2011} advises thal ‘prescribers should review the safely and efMcacy of plogitazone In Indhvidwals after 3—& months of trestment o ensure that only patients who are derdving bene™ continue to be trested’.

b. Ees NICE techinokogy appralissl guidanos ZEE & 412, 315 and 336 on dapaglifozin, canagiifozin and empagiforin, respectieely. All thres SGLT-2 Inhibiiors are recommended as opthons in dusl therapy regimens with metformin
under certaln conditions, az. aptions In triple tharapy ragimeans and in comblnation with Insulin. All thres are giss opiions s monotherapies, in adults. 0 whom metfarmin s contraindicstes or not tolersied. Seriows and |fe-fhreatening
casex of disbetlic ketoacldos|s have besn reported 0 peopie aking EELT-Z NhiDitors (cansgliflczin, dsp r e 1) or shoriiy after stopping the S6LT-2 inhibltor. MHRA gukdancs (2015} sdvises mciing for malsed kejones
N people with symptomns of diabetic kefoaddosis, even If plasma glucose lewels are near nommal.

. Snly conflmue ELF-1 milmefic therapy 1 the person has a benefical metabollc response (a nedwctlon of Hbé 1o by &t east 11 mmoldmol [1.0%]) and a welght loss of st least 3% of Inltlal body welght In & mosths).

d. Be& sanre that, F metformiln Is contraindicated or not talersted, repapiinide ks bath dinically &ffe=cthve and cost =ffective in sdufts. with ype 2 disbetes. Howsver, discuss with any person for whom repagllinide |s being consider=d, fhat
fthere |5 No [lcensed non-metformin-based combinatkon contain|ng repaglinide that can be offered st Arst imensifcotion.

e, Be sware that the drugs In dual therapy should be introduced In a stepwise manner, dhecking for tolerabliity and effectiveness of each drug.

f MHRA guldance (2041) notes that cases of cardlac fallure have been repared when ploglitazene was used in eombination with Insulin, especially in pallents with rsk for the & nent &f cardiac fallure. | advises thet F he
combination |3 used, pecsple shoukd be chasrsed for Signs and symptoms of heart fallure. weipht galn. and sesema. Plogitarons should be discontinued If any deteroration In cordine stabus Soours.

@ The recommandations In this oulssiine oise ool 1o any current and futune SIosimilar produciis ) of INsulin @lergine that Reve on approprats Marscling Authorsaton that sllows e use of the bliesImiion(s) N IRe 3ame Inglcaticn.

i, A comzultant-iad mulidsciolinary t2am may Nciuse 8 wide rangse of staff based In orimany. SEcondary and Sommurity cans,

‘Type 2 diabetes in adults: management’, NICE guideline NG28. Published December 2015, last updated April 2017. @ Mational Institule for Health and Care Excelience 20135, All righis resenved.



Z2.- Algoritmo de seleccion de antidiabéticos no insulinicos.

MONOTERAPIA

12 INTENSIFICACION

(anadir 2° antidiabético oral)

22 INTENSIFICACION

(alternativa a insulinizacion)

Modificaciones estilos de vida: dieta y ejercicio.

12 eleccion MET (1)
2eleccion  gliclazida (alternativa repaglinida) (2)
32 eleccion PIO /iDPP4 (sitagliptina) (3) (4) (5)

12 eleccion MET + gliclazida (alternativa repaglinida)  (2)
22eleccion ~ MET + PIO / iDPP4 (sitagliptina) (3) (4)
32 eleccion MET + ISGLT2 (5)

12eleccion ~ MET + gliclazida + PIO / iDPP4 / iSGLT2 (3) (4) (5)
22 gleccion MET + gliclazida + aGLP-1 (6)




Metformina

Presenta problemas de tolerancia gastrointestinal.
No interrumpir su uso, incluso con insulina, si no hay contraindicaciones y la tolerancia es buena.
Su uso a largo plazo se asocia a déficit de vit B,,. Medir niveles en presencia de macrocitosis o
neuropatia.
IRC:

* No debe iniciarse un tratamiento con un eGFR < 45 mL/min/1.73 m?

* Puede mantenerse, si esta siendo util, hasta un eGFR de 30 ml/min/1.73 m?.

* No debe usarse en pacientes con un eGFR < 30 mL/min/1.73 m?



Sulfonilureas

Amplia experiencia de uso.

Potencia hipoglucemiante (mientras haya reserva insulinica
propia).
Reduce complicaciones microvasculares (UKPDS).

Gliclazida es la SU de eleccidn:
* Menos hipoglucemias dentro de este grupo terapeutico.
e Menor ganancia de peso.
* Menos efectos extrapancreaticos.

En caso de FG < 30 mg/ml o ingestas irregulares, alternativa
repaglinida.

Ocasionan aumento de peso en una poblacion en la que
deberiamos evitar esta circunstancia.

Se asocian a hipoglucemia.
La recomendacion de uso se basa, en buena parte, en su costo.

'@ PLOS ‘ MEDICINE

RESEARCH ARTICLE

The Association between Sulfonylurea Use
and All-Cause and Cardiovascular Mortality:
A Meta-Analysis with Trial Sequential
Analysis of Randomized Clinical Trials

Dimitris Varwaki Rados =, Lana Gatani Pinta, Lusiana Reck Remonti, Gristiane
Bausrmann Leilao, Jorge Luiz Gross
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Glitazonas
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* Las culpables del cambio en las reglas del juego: Los :

SAVOR-TIMI 53
{Saxagliptin)

estudios de seguridad cardiovascular. EXAMINE (Alogliptin)

I
i
|
I
ELIXA (Lixisenatide) |
TECOS (Sitagliptin) :
I
i
]

EMPA-REG OUTCOME
(Empagliflozin)
* Insuficiencia cardiaca. LEADER (Liraglutide) :
SUSTAIN 6 (Semaglutide)

CANVAS-R
{Canagliflozin)

» Cancer de vejiga y/o hematuria macroscopica en estudio. OMNEON 018 (DPP-4 inhibitor QW)

* Insulinopenia (riesgo de cetoacidosis diabética).

Class of drug of interest being evaluated:
[L| DPP-4inhibitor

.. GLP-1receptor agonist
| SGLT2 inhibitor

[l Basalinsulin

* Contraindicaciones:

* Deterioro en la funcién hepatica.

* Edemas. FREEDOM CVO (ITCA Q 6 months)
CAROLINA (Linagliptin)

e Aumento de peso DEVOTE (Degludec)
REWIND (Dulaglutide QW)
DECLARE-TIMI 58 (Dapaglifiozin)
CREDENCE (Canagliflozin)




Inhibidores DPP-4

* Preferible a P1O si el aumento de peso es un problema.
 Recomendado en el paciente geriatrico con fragilidad.

* La sitagliptina es el iDPP4 con mayor experiencia de uso, incluido en
la GFT del SESCAM vy sin que su uso anada riesgos a los pacientes con
alto riesgo cardiovascular.

* Ajustar dosis a la insuficiencia renal, reduce el coste.

N L Sdnvartz | 1le American Josrnal of Gevigmric Plhavmacotherapy
Treatment of Elderly Patients With Type 2 Diabetes
Mellitus: A Systematic Review of the Bencfits and Risks of
Dipeptidyl Peptidase-4 Inhibitors

Sherwyn L. Schwartz, MD



Table 1. Abstracts on Diabetes Studies With DPP-4 Inhibitors

TECDS SAVOR-TIMI EXAMINE CARMELINA
MEDICATION Sitagliptin Saxagliptin Alogliptin Linagliptin
# OF PATIENTS 14,671 16,452 5,380 8,300
: DM2, established CVD or DM2, recent acute DM2, high risk for CV
HISTORY DM2, established CVD :
: multiple risk factors for CVD coronary syndrome event events, BMI =45
y ' Multi-center,
. . Multi-center, randomized, . . ]
STUON DESIGH Multl-centfer. randomized, double-blind; placebo- Multi-center, rar!dnmlzed. randn.fmzed. double-
double-blind, open-label double-blind blind, paraliel
controlled ;
assignment
4-point MACE: CV death, .
A-point MACE: CV
nonfatal M1, nonfatal 3-point MACE: CV death, 3-point MACE: CV death, deap:h ekl Tt
PRIMARY stroke, hospitalization for | nonfatal MI, nonfatal ischemic | nonfatal acute M, nonfatal r'rnnfra'tal stitikn g
OUTCOME unstable angin, stroke. Superiority and stroke. Moninferiority hicashaliation ﬁ:l'.tr
MNoninferiority and noninferiority design design F g
s - unstable angina
superiority design
Primary outcome:
Sitagliptin 11.4%, Placebo | Primary outcome: Saxagliptin Primary Outcome:
11.6%, Hazard ratio: 0.98 7.3%, Placebo 7.2%, Hazard Alogliptin 11.3%, Placebo
(95% Cl: 0.88 to 1.09), ratio: 1.0 {95% Cl: 0.89-1.12), 11.8%, Hazard ratio: 0.96
RESLILTS p=<0.001. SECD-ﬁdE_Ir'y' p=1}.99..5ecundar',r.uu?cm"ne, (95% Cl: f:l.lﬁ}-, p=ﬂ.5!-2.. Ongoing
Outcome: Heart failure Heart failure hoospitalization: |Post hoc analysis: Alogliptin
hospitalization, Sitagliptin | Saxagliptin 2.5%, Placebo 2.8%, | 3.1%, Placebo 2.9%, Hazard
2.8%, Placebo 2.8%, Hazard ratio: 1.27 [95% Cl: 1.07-| ratio: 1.07 [95% Cl: 0.79-
Hazard ratio: 1,00 [95% Cl: 1.51), p=0.007 1.46), p=0.66
0.83-1.20), p=0.98
At 4 months, HDALC .4 MT-pro-BNP concentrations
percentage points lower in : . decreased significantly and
L Glycemic control was lowerin |
ADDITIOMAL citagliptin group vs eI ks ot aed b similar in the 2 groups. Post;
BENEFITS/RISKS | placebo group; sitagliptin hoc analysis for

group less like to start
long-term insulin therapy

placebo

hospitalization for heart
failure




Glucosuricos

* Vigilar infecciones urinarias 'y
genitales.

* En fasesinicialesdela
enfermedad hay alternativas

con mayor experiencia de uso

(hipotension, amputaciones,
cetoacidosis).

Table 1. SGLT-2 inhibitors approved for the treatment of T2DM

Agent

Canaglifiazin
Dapaglflozin
Empagiifiozin

Yaar
Approved
2013
2014
2014

Starting
Dose

100mg QO
5 mg Q0
10mg QD

Required Renal Function
eGFR =45 mL/min/1.73 7
eGFR 260 ml/min/1.73 my’
eGFR 245 mL/min/1.73 m?

Table 2. Cardiovascular outcome trials with SGLT-2 inhibitors*

EMPA-REG

OUTCOME CANVAS DECLARE-TIMI 58
g:;:'ca'Tr'a's' NCTO1131676 NCT01032629 NCT01730534
Interventions Empagliflozin/ Canagliflozin/ Dapagliflozin/placebo
(randomization) placebo (2:1) placebo (2:1) (1:1)

Enroliment 7020 4411 17,276
Key inclusion Established vascular Established vascular High risk for CV
criteria complications, complications (age  events, T2DM, age

HbAlc 7.0%-10.0%, =30 years)or =2 =40 years

age =18 years CV risk factors (age

=50 years), HbAlc

7.0%-10.5%
Primary end CV death, nonfatal CV death, nonfatal  CV death, nonfatal MI,
point MI, nonfatal stroke  MI, nonfatal stroke  nonfatal stroke
Estimated
reporting 2015 2017 2019

HbAlc; glycosylated hemoglobin Alc; CV: cardiovascular; T2DM: type 2 diabetes mellitus; MI: myocardial infarction.
*Adapted from Inzucchi et al#

SGLT-2 Inhibitors for Type 2 Diabetes: Renal and Urinary Issues. Renal &
Urology News. December 14, 2015



Analogos de la GLP-

* Prescripcion por
endocrinologia.

e Alternativa a la insulinizacion

* Triple terapia con ADO ineficaz,
no se tolera o contraindicada.

e Existen problemas médicos
asociados con la obesidad.

e Discontinuar si a los 6 meses
no se cumplen objetivos.
-ﬂ Peso >3%
| HbA1c >1%

1

Table 1. Trials With GLP-1 Therapeutics

ELIXA LEADER SUSTAIN-6 EXSCEL LYDiA
MEDICATION Lixisenatide Liraglutide Semaglutide Exenatide Liraglutide
# PATIENTS b 0GE 9340 2. 735 14,000 a0
HISTORY T2D, acute coronary event T20, high risk CWD T2D, high risk ©VD T20, with prior CV events |T2D, Obese
within 180 days prior Lo and/for with of w/o kngwn
randomization CW risks
STUDY DESIGN | Multi-center, randomized, Multi-center, double-blind, Multi-center, double-blind, Phase 374 multi-center, Prospective,
double-blind, placeba- placebo-controlled:; placebo-controlled: randomized, double-blind, [randomized, open
controlled; Man- Nan-inferiority Mon-inferiarity placebo-controlled, label, blind
inferiority Superiority Superiority parallel-group endppoint
Superiority
PRIMIARY 4-point MACE: CV death, 3-point MACE: CV death, 3-point MACE: CV death, 3-point MACE: CV death, |Diastolic Frunticn
OUTCOME nonfatal M, nonfatal stroke, |nonfatal Ml nonfatal stroke | nonfatal MI, nonfatal strake  |nonfatal MI, nonfatal {HF-MEF)
hospitalization for unstable stroke
angina (coronary
revascularization)
RESULTS Lixizenatide Group: 13.4% Liraglutide Groug: 13.0% semaglutide Group: 6.6% Ongeing Completed June
Flacebo Group: 13.23% Placebo group: 14.9% Placebo Group: 8.8% 2015
HR 1.02; 35% €l 0.85-1.17 HR 0.E7; 95% CI 0.78-0.57 HR 0.74; 95% C/, 0.58 to 0.95
P<0.001 for non-inferiority | P<0.001 for non-inferiority P<0.001 for noninferiority
P=0.81 for superiority P=0.01 for superiority
ADDITIONAL Reductian in all-cause Inereased risk of retinopathy Younger Popn
BENEFITS/RISKS martality in Ax group (B.2% va. [in semaglutide group [Ages 1B-50)

9.63% in placebo group; HR

0.85; 95% C1 0.74-0.97; P=0.02)

ZE weeks duraticn




Summary of New CVOTs in Diabetes

Any
Death

Composite cv

Death
&
&

Study Mi Stroke HHF

SAVOR-TIMIS3
(saxagliptin)
EXAMINE

, (alogliptin)
TECOS
(sitagliptin)

! EMPA-REG

-+ OUTCOME

! (empaglifiozin)
ELIXA
(lixisenatide)
LEADER
(liraglutide)
SUSTAIN-6
(semaglutide) G’

&

&
b
&
e

Lol e |ET8
R AR IR

tiet|E 8|88 |8
L &8 T-

8=(8 = |8/8[8

CVOT: Cardiovascular outcome trial
MACE: Major adverse cardiovascular event  and stroke excep! TECOS and ELIXA which adds

*all studies use 3-point MACE of CV death, MI

By
i

companents of
, and signl MI, p=0 046 lor
composie of fatal, nonfatal, and sient M

HHF. hospetalzation for heart failune hospiaization for unstable angea

El-Masry M,
Cardiovascular safety of anti-diabetic drugs. Cardiovascular Outcome Trials ( CVOTs ) in Diabetes. Medscape.
Published on May 6, 2017

=

GOALS FOR GIYCEMIC CONTROI

A1C<6.5%

For patients without
concurrent serious
illness and at low

hypoglycemic risk

INDIVIDUALIZE GOALS

A1C > 6.5%

For patients with
concurrent serious
iliness and at risk
for hypoglycemia

¢ Inpatients with type 2 diabetes and
established atherosclerotic cardio-
vascular disease, antihyperglyce mic

therapy should begin with lifestyle
management and metformin and
subsequently incorporate an agent
proven to reduce major adverse car-
diovascular events and cardiovascu-
lar mortality (currently empagliflozin
and liraglutide), after considering
drug-specific and patient factors
(Table 8.1). A*



Diabetes Care Volume 41, Supglerment 1, Janu ary 2018 571

i

E

American Disbetes Association

8. Pharmacologic Approaches to
Glycemic Treatment: Standards of
Medical Care in Diabetes—Z2018
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Table §.1—Drug-specific and patiers factors 1o consider when selecting antihypenglycernic eatmment in adulits with type 2 diabetes
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Antihyperglycemic Therapy in Adults with Type 2 Diabetes

At diagnosis, initiate lifestyle management, set A1C target, and initiate
pharmacologic therapy based on A1C:

'—‘ AIC is lass than 9%, consider Monotherapy.

A

C is greater than or equal to 9%, consider Dual Therapy.

__| AIC s greater than or equal to 10%, blood glucose is greater than or equal to 300 mg/dL,
or patient is markedly symptomatic, consider Combination injectable Therapy (See Figure 8.2)

Lifestyle Management + Metformin

Initiate metformin therapy if ne contraindications® (See Table 21)

AIC at target Yes: - Monitor AIC every 3-6 months
after 3 months

of monatherapy? No: = Assess medication=taking behavior

- Cansider Dual Therapy

Lifestyle Management + Metformin + Additional Agent

ASCYD?  Yes: = Add agent proven to reduce major adverse
cardiovascular events and/or cardiovascular mortality
(see recommendations with ® on p. $75 and Table 8.1)

Na: = Add second agent after consideration of drug-specific effects
and patient factors (See Table 81)

AIC at target Yes: - Monitor AIC every 3-8 months
after ¥ menths

of dual therapy? No: Assess medication-taking behavior

Considar Triple Therapy

Triple Therapy

Lifestyle Management + Metformin + Two Additional Agents

Adld third agent based on drug-specific effects and patient facln';* (Se Table 8.1)

AIC at targot Yes: -Monitor AIC every 3-6 months
after 3 months

Ne: - Assess medication-taking behavior
of triple therapy? : ot !

= Consider Combination Injectable Therapy (See Figure 8.2)




3.-Algoritmo de seleccion de antidiabeticos en pacientes

insulinizados.

Tratamiento con antidiabéticos orales

INSULINIZACION

12 eleccion  insulina basal + MET

Non-insulin regimens ‘
‘I Numberof Regimen
|

|| injections  complexity

et NG
7 ¥ 5 }
Basal insulin only
g (usually with oral agents) ;I 1 .

y A; e

Basal insulin Pre-mixed insulin
+ 1 (mealtime) twice daily
rapid-acting

insulin injection

v

il

Mod.

rapid-acting insulin

Basal insulin
+ =2 (mealtime) |

injections

TERAPIA DE COMBINACION PARENTERAL
(si existe mal control)

22 eleccion insulina basal + MET + 22 antidiabético oral (2)
12 eleccion cambio de régimen de insulinizacion (3)
22 gleccion  insulina + aGLP-1 (4)

§
More flexible : Less flexible

e Consider initiating insulin therapy
(with or without additional agents)
in patients with newly diagnosed
type 2 diabetes who are symptom-
atic and/or have A1C =10% (86
mmol/mol) and/or blood glucose
levels =300 mg/dL (16.7 mmol/L).E

Diabetes Care 35:1364-1379, 2012
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Initiate Basal Insulin
Usually with metformin #/- other noninsulin agent

* Iniciar insulina basal (0,2

Ul/kg/d) con ajuste de dosis e
' Y '

por el paciente.

tart ts. 0.1 Uk, or 10% ol toleraled or AlC tart |
;‘:1' ..:‘._‘ ‘| \:..-.- c nsicer - —-_I.‘.- = L ..Au I,.h,...- g | Int

asal by Same amiou Are injection Adjust: ¢ Y
ikl

* Pauta basal plus / bolo-basal.

f goals nol Mol contlicer For hypo: Delermine and
Fer hypo: Lietermine an == changing to alternative |—jm= | 3<Cress Cause ([ n
acidross cause; if no claar reason insulin regimen for hypo, $ corresponding dose
+ by 2-4 unit

* Dos dosis de insulina T S

' |

premezclada.

Start: 4 units, 0.1 U/kg, 0 Start: Aclel aciditional infection
aial close/mes & 8 Lefore lur

+ Afiadir analogo de GLP-1. e <[ |-

Intulin regimen

¢ Dete
For hypo: Dety e a acidress cause: |

Summary of Revisions: Standards of Medical Care
in Diabetes—2018

Diabetes Care 2018;41({Suppl. 1):54-56 | https://doi.org/10.2337/dc1 8-SREVO1



Conclusiones

Si existe sobrepeso u obesidad, la pérdida de peso debe considerarse un objetivo prioritario a lo
largo del trascurso de la enfermedad.

Los niveles de HbAlc como meta, deben individualizarse.

El tratamiento debe ser personalizado, segun las caracteristicas del paciente, el coste y las
preferencias personales.

Minimizar el riesgo de hipoglucemias es siempre prioritario.

Evitar el aumento de peso es otra prioridad.

El tratamiento suele precisar de varios agentes, con mecanismos de accion complementarios.
Hemos de reevaluar la efectividad de nuestra intervencion, al principio cada 3 meses y, cuando

el paciente esta estable, con menos frecuencia.

Garber AJ et al. Endocr Pract 2017;23:207-238



Muchas gracias !
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