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Quando si dice anziano con diabete ...

Grande varieta di situazioni :

> La malattia diabetica di nuova insorgenza in eta senile
» Diagnosi molti anni prima
» Presenza o meno complicanze micro- e macrovascolari

» Coesistenza di fragilita, comorbilita o disabilita che
condizionano diverse aspettative di vita

AMD-SID - Standard italiani per la cura del diabete mellito 2016
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Quando si dice anziano con diabete ...

Eterogeneita clinica Eterogeneita funzionale
- eta alla diagnosi - condizioni fisiche

- durata della malattia - condizioni cognitive

- complicanze - stato psicologico

- comorbilita - stato sociale

- aspettativa di vita
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Prevalenza del diabete in funzione del sesso e classi di eta
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Prevalenza del diabete in funzione del

sesso e classi di eta

> Oltre il 65% dei diabetici si colloca nella fascia di
eta superiore ai 65 anni

» La prevalenza complessiva di diabete é del 5.9%

» La prevalenza negli anziani e del 17,0%

Osservatorio ARNO Diabete Anziani 2017



Soggetti trattati con farmaci antidiabetici per classi di eta

A10BAO2

Descrizione

METFORMINA

% trattati su pazienti con almeno un antidiabetico
nella classe di eta

R5-RO

714

n-74

67,2

75-79

62,5

AN-RA

55,4

»=R5

44,8

AI0AEO4 | INSULINA GLARGINE
A10BB09 | GLICLAZIDE 11 119] 16| 133|137
A10BX02 | REPAGLINIDE | 86l 97| 17| 11| 178 |
Al0BB12 | GLIMEPIRIDE 102] 106) 108] 108] 101
Al0ABO4 | INSULINA LISPRO 76 8,0 8,8 97| 107
A10BD02 | METFORMINA E SULFONILUREE 63 77 8,7 94| 104
Al0ABOS | INSULINA ASPART 53 5,7 5,6 6,1 5,7
AI0BFO1 | ACARBOSIO 34 3,7 3,6 4,0 37

ALOBDO7 _ METFORMINAE SITAGUPTIV B @ 6 @ 6
AI0AEOS | INSULINA DETEMIR 34 35 33 3,2 23
A10ABO6 | INSULINA GLULISINA 28 29 31 34 37
A10BD05 | METFORMINA E PIOGLITAZONE 4.2 35 25 15 038

ALOBHOL _ SITAGUPTIN @ 6 B @& &
A10BG03 | PIOGLITAZONE 26 24 2,0 1,5 03

!— 23 @1 @9 @3] 08

AI0BHOS | LINAGLIPTIN G0 @ @ @5 @&
AI0ACO4 | INSULINA LISPRO 13 13 14 1,4 13
AI0AEO6 | INSULINA DEGLUDEC 19 15 12 09 07
AI0ADOS | INSULINA ASPART 1,0 1,2 13 15 1,6
AI0ADOZ | INSULINA LISPRO 09 09 12 1.4 1,7

.

Osservatorio ARNO Diabete Anziani 2017



Soggetti trattati con farmaci antidiabetici ner classi di eta

% trattati su pazienti con almeno un antidiabetico

nella classe di eta

Descrizione
6569 70-74 7579 80-84 >=85

A10BAD2 METFORMINA 71,4 67,2 62,5 55,4 44,8
A10DAED4 INSULINA GLARGINE

A10BBOS GLICLAZIDE

A10BX02 REPAGLINIDE

A10BB12 GLIMEPIRIDE

Al0ABO4 INSULINA LISPRO

A10BDO2 METFORMINA E SULFONILUREE

A1DABOS INSULINA ASPART 53 3,7 5,6 6,1 3,7
A10BFOL ACARBQSIO 34 37 3,6 4,0 3,7
ALOBDO7 _ METFORMINAE SITAGUPTIV B @ 6 @ 6
A1DAED5 INSULINA DETEMIR 34 35 33 3,2 23
A10ABOG INSULINA GLULISINA 28 29 3,1 34 3,7
A10BDOS METFORMINAE PIOGLITAZONE 4,2 35 2,5 15 0,8
ALOBHOL _ SITAGUPTIN @ 6 B @& &
A10BGO3 PIOGLITAZONE 2,6 2,4 2,0 1,5 09
!— 23 @1 @9 @3] 08
AI0BHOS | LINAGLIPTIN G0 @ @ @5 @&
A10ACO4 INSULINA LISPRO 13 13 14 14 13
A10DAEDG INSULINA DEGLUDEC 19 15 12 09 0,7
A10ADOS INSULINA ASPART 1,0 12 13 15 1,6
A10ADO4 INSULINA LISPRO 0,9 09 12 14 1,7

.

Osservatorio ARNO Diabete Anziani 2017
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Annali AMD Anziani con diabete

Utilizzo delle diverse classi di antidiabetici orali (da sole o in associazione) sulla popolazione
divisa per classi di eta

B <65anni MW 65-74 anni [ =75 anni
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T T _—I

DPP-IV ACARB

All’'aumentare dell’eta si riduce la quota di pazienti in trattamento con metformina, mentre aumenta la
percentuale di soggetti in trattamento con farmaci secretagoghi (sulfaniluree o glinidi).
Nella fascia di eta oltre i 75 anni circa la meta dei pazienti risulta in terapia con questi farmaci.

le Monografie degli Annali AMD 2011 . Focus su: Anziani con diabete



Obiettivi glicemici nell'anziano
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Standard italiani AMD-SID

CURA DEL DIABETE NELLE PERSONE ANZIANE

...la cura in questi pazienti dovrebbe garantire
I'assoluta “disuguaglianza del trattamento”
favorendo Il'estrema personalizzazione della
cura ...

AMD-SID - Standard italiani per la cura del diabete mellito 2016
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XXICONGRESSO}

NAPOL!, 17-20 maggio 2017 4%

NAZIONALE ¥

coexisting chronic ilinesses*
or 2+ instrumental ADL
impairments or mild-to-
moderate cognitive
impairment)

end-stage chronic illnesses**
or moderate-to-severe
cognitive impairment or

Very complex/poor health (LTC gf

Q+ ADL dependencies)

life expectancy, high
treatment burden,
hypoglycemia
vulnerability, fall risk

|Limited remaining life
expectancy makes
benefit uncertain

. J

<8.5%% (69 mmol/mol)

. J

(5.0-8.3 mmol/L)

100-180 mg/dL
(5.6-10.0 mmol/L)

status Reasonable A1C goalt glucose Bedtime glucose

Healthy (few coexisting chronic Longer remaining life <7.5% (58 mmol/mol) 90-130 mg/dL 90-150 mg/dL
ilinesses, intact cognitive and expectancy (5.0-7.2 mmol/L) (5.0-8.3 mmol/L)
functional status)

Complex/intermediate (multiple Intermediate remaining <8.0% (64 mmol/mol) 90-150 mg/dL 100-180 mg/dL

(5.6-10.0 mmol/L)

110-200 mg/dL
(6.1-11.1 mmol/L)



NAPOLL, 17-20 maggio 2017

s XXICONG
NAZ

International

Diabetes
Federation

Glycaemic targets

« FUNCTIONALLY INDEPENDENT
— The usual HbA1c target is 7.0-7.5% / 53-59 mmol/mol.

* FUNCTIONALLY DEPENDENT
— The usual HbA1c target is 7.0-8.0% / 53-64 mmol/mol.
— Frail/Dementia

— HbA1c target up to 8.5% / 70 mmol/mol may be
appropriate.

— Caregivers and/or family should be educated to
recognize the subtle indicators of hypoglycaemia

- END OF LIFE CARE:

— Just avoid hypo or hyperglycaemic. No need for HbA1C
targets

http:fwww.idf.org/sites/default/files/IDF -Guideline-for-older-people-T2D . pdf


https://www.idf.org/
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Standard italiani AMD-SID

CURA DEL DIABETE NELLE PERSONE ANZIANE

* Gli obiettivi di emoglobina glicata potranno essere ambiziosi
(<7%-7,5%; 53-58 mmol/mol) per pazienti autosufficienti, in
condizioni generali buone e aspettativa di vita di almeno 8-10
anni.

* Negli anziani fragili ( con complicanze,affetti da demenza,con
pluripatologie,nei quali il rischio di ipoglicemia & alto)e
appropriato un obiettivo meno restrittivo( <8,0-8,5%)
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Obiettivi glicemici nell’anziano

> Nei diabetici anziani gli obiettivi glicemici devono essere
individualizzati in funzione del farmaco utilizzato ed il

potenziale rischio di ipoglicemia.

> In caso di utilizzo di farmaci a basso rischio di ipoglicemia
(metformina,DPP4 inibitori, pioglitazone, SGLT-2 inibitori,
agonisti del recettore del GLP-1 ed acarbosio o loro
combinazioni) I'obiettivo di HbAlc e < 7,0 %

Position Statement SID-SIGG 2017



Management of HyperglycemiainType 2
Diabetes: A Patient-Centered Approach

Position Statement of the American Diabetes Association (ADA) and
the European Association for the Study of Diabetes (EASD)

(o) o
6,5% 7,0%
PATIENT / DISEASE FEATURES ]
Risks potentially associated

- Diabetes Care 2015;38:140—
Life expectancy = 149
long short
Important comorbidities _—
absent few / mild severe
Established vascular — _
absent few / mild severe

complications

Patient attitude and ‘

expected treatment efforts highly motivated, adherent, less motivated, nonadherent,
excellent self-care capacities poor self-care capacities

\

Resources and support = =
system rea(_illy limited __J|
available
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Il messaggio delle linee guida

PERSONALIZZARE !

La fenotipizzazione appropriata !


https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjSncLnpuzTAhWCaRQKHSTGDgwQjRwIBw&url=http://www.benessere4u.it/la-ri-nascita-dell%E2%80%99anziano/&psig=AFQjCNGBMix0ZZ88UIxqFgLnl4uHv3ceYA&ust=1494745411625325
https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjakOaZp-zTAhUEVhQKHVgsDmgQjRwIBw&url=http://www.abruzzolive.it/?p=64266&psig=AFQjCNGBMix0ZZ88UIxqFgLnl4uHv3ceYA&ust=1494745411625325
https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwi19oKP8u_TAhVCKsAKHea3AI0QjRwIBw&url=http://naturalworld.altervista.org/cranky-uomo-vecchio-bellissima-storia/&psig=AFQjCNGFJgSjsslJtSP45Qg5lq14qmjOmA&ust=1494868654493730
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Hypoglycaemic risk
And other side effects

Duration of diabetes
Life expectancy
Comorbidities

CV complications

Patient motivation

Eesources

NAPOLI, 17-20 maggio 2017
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_ HbAlc _
More stringent &= 70% ] | 055 siringent

High

| Recent diagnosis ”_’m
usually

Long Short ™ not modifiable

Absent Sev

- B
ﬁ
T o _ Poody motivated . potentially

™ modifiable
i B

Inzucchi SE,et al.Diabetologia 2015;58:429-42

LE

~



XXICONGRESSO .
NAZIONALE

_ HbAlc _
More stringent &= 70% ] | 055 siringent

Hypoglycaemic risk
And other side effects

Duration of diabetes

usually
™ not modifiable

Life expectancy

Comorbidities

CV complications Absent Severe

‘ o Very motivated I Poorts motivared .
Patient motivation
Resources Available —

In elderly subjects
also consider:

potentially
™ modifiable

Cognition, autonomy, depression,
nutritional status, sarcopenia, hypoglycaemic risk,...

Inzucchi SE,et al.Diabetologia 2015;58:429-42
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Valutazione multidimensionale e della fragilita

e dimensione clinica (durata di insorgenza della malattia diabetica,
presenza di complicanze e stima della loro progressione, presenza di
comorbilita, stato generale ed aspettativa di vita);

* dimensione funzionale (funzione cognitiva, funzione motoria, funzione
sensoriale, livello di autonomia/indipendenza nelle attivita quotidiane);

e dimensione socio-ambientale (contesto di vita, relazioni affettive e sociali,
abitazione, sicurezza, capacita di spesa).

La valutazione multidimensionale e della fragilita di una persona anziana

con diabete e irrinunciabile per la definizione del piano di cura

AMD | Lapproccio clinico assistenziale al paziente anziano con diabete mellito tipo 2
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HYPOGLYCAEMIA IN OLDER PEOPLE WITH DIABETES
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Frequency of hypoglycaemia in older people

Very few systematic studies
or data in people aged > 70
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Hospital admissions for hypoglycaemia in
England by age and year (2005-2014)

4000 [ 2005 B 2010 Data Source: Hospital Episode
= 2006 B 2011 Statistics (HES)
E;gg; : ;g}; « All admissions to English National
. 2009 = 2014 Health Service (NHS) hospitals in
people with diabetes (ICD-10
3000 code)

» Definition of admissions for
hypoglycaemia: 1%t ICD-10 code
(E160; El161; E162)

+ 79,172 people had 101,475 -

2000 admissions between 2005 and ]

2014

Admissions

1000

<20 20-29 30-39 40-49 50-54 ' Bi-64 ' 70-79 : 80-89
Age (years)
Change (%) -22.5% 26-5% -12-8% 43:2% 59-7% 481% 31-5% 69-5%

Faccardi et al, Lancet Diab Endocrinal, 2016;4:677-85
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Age distribution of patients with type 2 diabetes with

sulfonylurea-induced hypoglycaemia (admitted to one German
hospital over 10 years)

)]
o

50
50

47
40 n=139
22
12
— [

40-49 50-59 60-69 70-79 80-89 90-99
Age (years)

M
o

Number of patients with sulfonylurea-
induced hypoglycaemia
= w
=) o

o

Holstein et al. Expert Omin Orug Safety 2010; 9; 675
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Causes of hospital admissions of elderly*
patients with type 2 diabetes

17% of hospital admissions were for severe hypoglycaemia

B Decompensated diabetes
B Intercurrent illness

B Acute cardiovascular events

B Chronic complications of diabetes

B Severe hypoglycaemia

* -
Patients aged 80 or above, n=591 Greco et al, Exp Clin Endocrinol Diabetes 2010; 118: 215
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Causes of hospital admissions of elderly*
patients with type 2 diabetes

17% of hospital admissions were for severe hypoglycaemia

B Decompensated diabetes
B Intercurrent iliness

B Acute cardiovascular events

B Chronic complications of diabetes

49% had dementia

50% had renal impairment

Average HbAlc <5.9% (40 mmol/mol)
Most common SU was glibenclamide

* -
Patients aged 80 or above, n=591 Greco et al, Exp Qlin Endocrinol Diabetes 2010; 118: 215
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Declining Renal Function Also Increases
Risk for Severe Hypoglycemia

Increased Risk Most Dramatic in Patients With Renal Dysfunction and T2D
9 -

(incidence rate ratio)

Risk for Severe Hypoglycemia
O = N W & U O N o

+ CKD — CKD + CKD — CKD
+ Diabetes + Diabetes - Diabetes — Diabetes

Around 74% of sulfonylurea-induced severe hypoglycemic events

(loss of consciousness) occur in patients with reduced renal function.

Moen MF, et al. Clin J Am Soc Nephrol. 2009;4(6):1121-1127. Medscape
Holstein A, et al. Expert Opin Drug Saf. 2010;9(5):675-681. EDUCATION




Morbilita dell’ipoglicemia nel diabete

-
%.
%
Encefalo Cardiovascolare Muscoloscheletrico
Convulsioni, coma Ischemia miocardica Cadute, fratture,
Disfunzione cognitiva (angina e infarto) Lussazioni,
Effetti psicologici Aritmia cardiaca Incidenti stradali

Available at: http://bit.ly/SNFct3 (accessed 05.11.2012) Frier BM (2011) Br J Diabetes Vasc Dis 11: (Suppl. 1) S10-2 Frier BM (2008)
Diabetes Obes Metab 24: 87-92 Johnston SS et al (2012) Diabetes, Obes Metab 14: 634-43



Does severe hypoglycaemia cause cognitive
impairment in type 2 diabetes?

Dhabosebagm (0001 11 1914
DO€ 18 190 0025000 1457

Severe hypoglycaemia and cognitive impairment }
in older patients with diabetes: the Fremantle Diabetes Study \

D Bewee WA DGO P, Caney »
BLSE Clarmetie « & G AL Brwws - 1 G Jarebe -
OLF Alssrie - T. ML E. Danie

JAMA. 2009 April 15; 301(15): 15651572, doi: 10.100 1/jama. 2009460,

Bruce et al, Diabetologia, 2009; 52:1808; Whitmer et al, JAMA, 2009; 301:1565;
Yaffe et al, JAMA Int Med, 2013;173:1300; Lin & Sheu, J Intern Med, 2013; 273:102



Does severe hypoglycaemia cause cognitive
impairment in type 2 diabetes?

ARTECLE

Severe hypoglycaemia and cognitive impairment
in older patients with diabetes: the Fremantle Diabetes Study

D Bewee WA DGO P, Caney »
L Clarmette « 8 G A Brwws - 1 G Sarehe -
O P Alesrie - T M. E Danie

JAMA. 2000 April 15; 301(15): 1565- 1572, doiz 10,100 1/jama 2009460,
Hypoglycemic Episodes and Risk of Dementia in Older Patients
with Type 2 Diabetes Mellitus

Rachel A, Whitmer', Androw J. Karter', Kristine Yaffe?, Charles P. Quesenberry Jr.", and
Joseph V. Selby’

Original Investigation

Association Between Hypoglycemia and Dementiain a
Biracial Cohort of Older Adults With Diabetes Mellitus ' YES

Kristing Yatte, MD; Cherse M. Fatvey, AP Nathan Hamiton, MA: Tamara B, Haeris, MD; o
Eleancr M. Simonsck, PhD; Elsa S. Strotmeyer, PRD, MPH, Rorald L Snoer, MO, M5 Andrea Mett, MPH,
Ann V. Schwartz, PaD, MPH. for the Health ABC Study

Original Article @ Journal of INTERNAL MEDICINE

@kt 101111 i 1 200

Hypoglycaemic episodes and risk of dementia in diabetes YES
mellitus: 7-year follow-up study

® C-H Ln' & W. H-H, Shey? 4*

Bruce et al, Diabetologia, 2009; 52:1808; Whitmer et al, JAMA, 2009; 301:1565;
Yaffe et al, JAMA Int Med, 2013;173:1300; Lin & Sheu, J Intern Med, 2013; 273:102



MEDC
. DIASETOLOG!

AZ

783 elderly diabetics
Mean 74 years
Followed 12 vyears

Hypoglycaemia
Hypoglycaemia doubles Dementia triples the nsk
the risk of dementia of hypoglycaemia
34.4% vs. 17.6%, p: 0.001 14.2% vs. 6.3%, p: 0.001

Dementia

Yaffe K et al. JAMA Intern Med. 2013 ; 10 1-6
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783 elderly diabetics
Mean 74 years
Followed 12 years

my

Hypoglycaemia doubles
the risk of dementia
34.4% vs. 17.6%, p: 0.001

Hypoglycaemia

Dementia

AZ

Dementia triples the risk
of hypoglycaemia
14.2% vs. 6.3%, p: 0.001

Yatfe K et al. JAMA Intern Med. 2013 ; 10 : 1-6
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783 elderly diabetics
Mean 74 years
Followed 12 years

Hypoglycaemia

Hypoglycaemia doubles Dementia triples the risk
the risk of dementia of hypoglycaemia
34.4% vs. 17.6%, p: 0.001 14.2% vs. 6.3%, p: 0.001

Dementia

Yatfe K et al. JAMA Intern Med. 2013 ; 10 : 1-6
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Relationship between severe hypoglycaemia
and cognitive impairment in type 2 diabetes

Severe h
hypoglycaemia
provokes -
cognitive
decline and
. dementia )

Cognitive
function

Older people
with cognitive
impairment
have a greater
risk of
hypoglycaemia




Sitagliptin and Risk of Fractures in Type 2 Diabetes: Results from
the TECOS Trial

Robert G. Josse, MBBS, FRCP, FRCPC, Sumit R. Majumdar, MD, MPH, Yinggan Zheng, MA, MEd, John B. Buse, MD,
PhD, Jennifer B. Green, MD, Keith D. Kaufman, MD, Cynthia M. Westerhout, PhD, Eric D. Peterson, MD, MPH, Rury R.
Holman, MB ChB, FRCP, FMedSci, Paul W. Armstrong, MD,
on behalf of the TECOS Study Group

TEC®S

TRIAL EVALUATING CARDIOVASCULAR
OUTCOMES WITH SITAGLIPTIN
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TRIAL EVALUATING CARDIOVASCULAR
OUTCOMES WITH SITAGLIPTIN

— Le fratture erano comuni in questa popolazione di
pazienti

— L'uso di insulina e risultato associato con un significativo
aumento del rischio di frattura mentre la metformina e
stata associata ad una significativa riduzione.

— L'uso di sitagliptin non e stato associato ad un aumento
del rischio di fratture rispetto al placebo

Nel TECOS, e stato dimostrato che non vi é alcun aumento del rischio

di frattura con sitagliptin rispetto al placebo
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Hypoglycaemia: effects on cardiovascular system

-

Sympatho-adrenal activation

Haemodynamic effects

Electrophysiological effects

\

J

Wright & Frier, DMRR 2008; 24: 353
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Hypoglycaemia: effects on cardiovascular system

s Sympatho-adrenal activation N
Inside the ?\
Heart
Superior Pulmonary
artery
Left
atrium
Left
Ischaemia; ventricle
infarction
Haemodynamic effects Electrophysiological effects
- .

Wright & Frier, DMRR 2008; 24: 353
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Hypoglycaemia: effects on cardiovascular system

s Sympatho-adrenal activation ™
b
B i
Hyzoghycasrmia
Arrhythmias;
ectopics
Ischaemia;
infarction
Haemodynamic effects Electrophysiological effects
\ A

Wright & Frier, DMRR 2008; 24: 353
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APPROPRIATEZZA OGGIL...nella terapia
dell’anziano diabetico

Efficacia
No ipoglicemia
Sicurezza CV

Oltre il target glicemico !!!




Assessing the Safety of Sitagliptin in Elderly Participants in the
Trial Evaluating Cardiovascular Outcomes with Sitagliptin
(TECOS)

N=14,671: 2,004 (14%) were 75 years old (mean age
78.3 years [SD 3.1])

The study analyzes baseline characteristics and clinical
outcomes for TECOS participants aged 75 years.

TEC®S

TRIAL EVALUATING CARDIOVASCULAR _
OUTCOMES WITH SITAGLIPTIN M. Angelyn Bethel et Al Diabetes Care 2017;40:494-501



Assessing the Safety of Sitagliptin in Older Participants in the Trial
Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS)

Number of patients with events

Age Age
275Yrs =75 Yrs
Primary and key secondary outcomas (n=2004] (n=12234T) Hazard Ratio (95% CI) P-value
Primary CV composite (4-point MACE) 338 1,281 1.72 (1.52-1.94) =0.001
Rate per 100 person-yr 646 67
Secondary CV composite (3-point MACE) 314 1,117 1.86 (1.83-2.11) =0.001
Rate per 100 person-yr 5.06 aIr
Hospitalization for HF 92 59 1.48(1.18-1.87) <0001
_._
Rate per 100 person-yr 1.70 1.00
Hospitalization for HF or death 238 789 202 (1.75-2.34) <0.001
Rate per 100 person-yr 4.44 2.20
All-cause mortality 289 78T = 2.52 (2.20-2.89) =0.001
Rate per 100 person-yr 5.04 2.03
Acute pancreatitis 3 29 - 1.17 (0.48-2.83) 0.73
Rate per 100 person-yr 0.11 0.08
Charter defined malignancy 124 427 1.76 (1.43-215) =0.001
Rate per 100 person-yr 2.29 1.18
Pancreatic cancer 5 18 1.52 (0.56—4.14) 041
Rate per 100 person-yr 0.og 0.05 -
Severe hypoglycemia 60 238 1.53(1.15-2.03) 0.004
Rate per 100 person-yr 1.14 0.68
Bone fracture 84 287 1.84 (1.44-235) <=0.001
Rate per 100 person-yr 1.62 0.81
T T T T T
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(Age <76Yrs)  (Age 276 ¥rs)

| Figure 2—Primary and key secondary outcomes in older vs. younger participants. CV, cardiovascular; HF, heart failure.
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Assessing the Safety of Sitagliptin in Older Participants in the Trial
Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS)

Number of patients with events

Sitagliptin Placebo

Primary and key secondary outcomes

{n=970)

(n=1034)

Hazard Ratie (95% €I)

P-value

Primary CV composite (4-point MACE) 1.10(0.89-1.38) 039
Rate per 100 person-yr

Secondary CV composite (3-point MACE) 1.01 (0.81-1.26)
Rate per 100 person-yr

Hospitalization for HF 43 49 0.99(065-1.45) 094
Rate per 100 person-yr 1.60 1.70

Hospitalization for HF or death 115 124 A 1.00(0.77-1.29) 0599
Rate per 100 person-yr 4.41 4,46

All-cause mortality 141 148 & 1.06(0.83-1.32) 0T
Rate per 100 person-yr 510 5.00

Acute pancreatitis 4 # 201 (0.38-11.04) 042
Rate per 100 person-yr 0.15 a.or =

Charter defined malignancy 50 64 0.95(0.67-1.36) 078
Rate per 100 person-yr 2.30 228 *

Pancreatic cancer 1 4 0.28 (0.03=2.50) 025
Rate per 100 person-yr 0.04 014

Severe hypoglycemia 29 3 1.03 (0.62-1.71) 082
Rate per 100 person-yr 1.14 1.14

Bone fracture e 40 1.21(0.78-1.85) 040
Rate per 100 person-yr 1.76 1.48

0 1 2 3 4 5 6 7 8 9 10

Favors Sitagliptin

Favors Placebo

Figure 3—Primary and key secondary outcomes in the older cohort by treatment group. CV, cardiovascular; HF, heart failure.
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Assessing the Safety of Sitagliptin in Older Participants in the Trial
Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS)

Number of patients with events

Sitagliptin Placebo
Primary and key secondary outcomes {n=970) (n=1034) Hazard Ratio (95% CI) P-valug
Primary CV composite (4-point MACE) 170 168 L 1.10(0.89-1.38) 039
Rate per 100 person-yr 675 5.19
1.01(0.81-1.26) 094

H 5 i U pErson-

Hospitalization for HF
Rate per 100 person-yr

Hospitalization for HF or death
Rate per 100 pe

All-cause mortality
Rate per 100 person-yr

Acute pancreatitis
Rate per 100 person-yr

Charter defined malignancy
Rate per 100 person-yr

Pancreatic cancer
Rate per 100 person-=yr

Severe hypoglycemia
Rate per 100 person-yr

Bone fracture
Rate per 100 person-yr

Secondary CV composite (3-point MACE)

152 162

141 148
510 5.00
4 2
0.15 a.07 -
60 64
230 228 *
1 4
0.04 014
29 31
-

114 1.14

i g i
1.76 1.4%

T
o0 1 2 3 4 5 & 7 8B 9 10

Favors Sitagliptin - Favors Placebo

0.99 (0.65-1.49)

1.00(0.77=1.29)
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0.95(0.67-1.36) 0.78
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1.03(0.62-1.71) 082

1.21(0.78-1.85) 040

| Figure 3—Primary and key secondary outcomes in the older cohort by treatment group. CV, cardiovascular; HF, heart failure.
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Assessing the Safety of Sitagliptin in Older Participants in the Trial
Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS)

Number of patients with events
Sitagliptin  Placebo

Primary and key secondary outcomes {n=970) (n=1034) Hazard Ratio (95% €I) P-valug

Primary CV composite (4-point MACE) 170 168 L 1.10(0.89-1.38) 039
Rate per 100 person-yr 675 5.19

Secondary CV composite (3-point MACE) 152 162 15 1.01(0.81=-1.26) 094
Rate par 100 person-yr 587 5.96

Hospitalization for HF 43 49 e 0.99(0.65-1.49) 0.94
Rate per 100 person-yr 1.60 1.70

Hospitalization for HF or death 115 124 Ay 1.00(0.77-1.29) 0599
Rate per 100 person-yr 4.41 4,46

All-cause mortality 141 148 I 1.05(083-1.32) 071
Rate per 100 person-yr 510 5.00

Acute pancreatitis 4 2 201 (036-11.04) 042
Rate per 100 person-yr 0.15 a.or "

Charter defined malignancy 60 64 - 0.95(067-1.28) 0.78
Rate per 100 person-yr 2.30 2.28

Pancreatic cancer 1 4 0.28(0.03=2.50) 0.25
Rate ger 100 person-yr 0.04 014 ™

Severe hvpoqlycemia 29 31 103 (062-1.71) 082

Tra | pazienti anziani con T2DM e patologia CV accertata, I'aggiunta di sitagliptin alla

terapia usuale non ha mostrato di aumentare il rischio di eventi avversi CV maggiori,
ospedalizzazioni per scompenso cardiaco o altri eventi avversi

Figure 3—Primary and key secondary outcomes in the older cohort by treatment group. CV, cardiovascular; HF, heart fa
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Assessing the Safety of Sitagliptin in Older Participants in the Trial
Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS)

Numbaer of patients with events

Age Age
275%rs <75 ¥rs

Primary and key secondary outcomas (n=2004) (n=12234T) Hazard Ratio (95% CI) P-value

Primary CV composite (d4-point MAGE) 338 1,281 1.72 {(1.52-1.84) <0.001
Rate per 100 person-yr 6.46 187

Secondary CV composite (3-point MACE) 314 1,117 1.86 (1.63-2.11) <0.001
Rate per 100 person-yr 5.96 bl

Hospitalization for HF 92 359 1.48 (1.18-1.87) <0.001
Rate per 100 parson-yr 1.70 1.00

Hospitalization for HF or death 239 TE&9 202(1.75-234) <0.001
Rate per 100 person-yr 4.44 2.20

All-cause mortality 289 757 2.52 (2.20-2.89) =<0.0M1
Rate per 100 person-yr 5.04 2.03

Acute pancreatitis 6 29 ~ 117 (0.48-283) 073
Rate per 100 person-yr 0.1 0.08

Charter defined malignancy 124 4ZT 1.76 (1.43-2158) =0.001
Rate per 100 person-yr 229 1.18

Pancreatic cancer 5 18 1.52 (0.56—4.14) 041

Severe hypoglycemia 1.53 (1.15-2.03)
Rate per 100 person-yr

Bone fracture 84 287 1.84 (1.44-2.35) =0.001
Rate per 100 person-yr 162 0.81

T T T T T
00 45 10 15 20 25
Younger  Older
(Age <78 Y¥rs) [(Age 275 Yrs)

| Figure 2—Primary and key secondary outcomes in older vs. younger participants. CV, cardiovascular; HF, heart failure.
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Assessing the Safety of Sitagliptin in Older Participants in the Trial
Evaluating Cardiovascular Outcomes with Sitagliptin (TECOS)

Number of patients with events

Sitagliptin Placebo

Primary and key secondary outcomes {n=970) (n=1034) Hazard Ratio (95% CI) P-valug

Primary CV composite (4-point MACE) 170 168 L 1.10(0.89=1.36) 039
Rate per 100 person-yr 675 5.19

Secondary CV composite (3-point MACE) 152 162 15 1.01(0.81=-1.26) 094
Rate per 100 person-yr 587 5.86

Hospitalization for HF 43 49 b 0.99(065-1.45) 094
Rate per 100 person-yr 1.60 1.70

Hospitalization for HF or death 115 124 A 1.00(0.77-1.29) 0599
Rate per 100 person-yr 4.41 4,46

All-cause mortality 141 148 1.05(0.83-1.32) 071
Rate per 100 person-yr 510 5.00

Acute pancreatitis 4 # 201 (0.38-11.04) 042
Rate per 100 person-yr 0.15 a.or =

Charter defined malignancy 50 64 0.95(0.67-1.36) 078
Rate per 100 person-yr 230 228 T

Pancreatic cancer 1 4 0.28 (0.03=2.50) 025

Severe hypoglycemia
Rate per 100 person-yr

Rate per 100 person-yr 1.76 1.48

Favors Sitagliptin - Favors Placebo

| Figure 3—Primary and key secondary outcomes in the older cohort by treatment group. CV, cardiovascular; HF, heart failure.
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Inibitori della DPP4

Perché interessanti per il paziente anziano:

« non provocano ipoglicemia

e sono neutri sul peso corporeo

® possono essere somministrati, anche in corso di estreme

riduzioni del filtrato glomerulare, e persino in pazienti
emodializzati

AMD | Lapproccio clinico assistenziale al paziente anziano con diabete mellito tipo 2
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Inibitori della DPP4

Perché interessanti per il paziente anziano :

e possono vantare il maggior numero di studi di intervento
su pazienti diabetici di eta = 65 e perfino 75 anni

e sji sono dimostrati sicuri quando usati in pazienti ad elevato
rischio cardiovascolare

Farmaci da considerare di prima linea nel

trattamento del paziente diabetico anziano

AMD | Lapproccio clinico assistenziale al paziente anziano con diabete mellito tipo 2



A treatment algorithm based on cardiac
and renal co-morbidities and CVOTs

v A Normal or |
7 t 55 ESTABLISHED - ACUTE
subclinical HEART
AT ATHERO- CORONARY
ENDOTHELIAL | o) eRoSIS | SYNDROME FAILURE
DYSFUNCTION !
Metformin?, Metformin, SGLT2-l¢ | T2-I
Stage IICKD |  pioglitazone® GLP-1RA!, ' Insulin” g;;i;
eGFR 90-60 | DPP4-I*, GLP-1 [Pioglitazone?, DPP4-| | DPP4-le, ol
mi/min/1.73 m2 RA', SGLT2-Is, [<¢, Insulin®, | GLP-1RA, 5 i
3 Insulin™ SUs! Gliclazide* : Insulin®
Metformin?, Metformin?, GLP- : SLGT2-I
Stage Ill CKD Pioglitazone®™, | 1RA', SGLT2-1%, . Insulin™ Dpp4_|d.:
eGFR 59-30 SLGT2-1, GLP- Pioglitazone™, . DPP4-Ie, GLP-1R A;
mi/min/1.73 m2 | 1RA" DPP4-je, DPP4-12=¢ Insulin®, ' GLP-1RA, Dk
Gliclazide®, Insulin® Gliclazide™ : Insulin®
Stage IV CKD Pioglitazone?, Pioglitazone®, " DPP4-R. OPP4-I,
eGFR 29-15 DEPS, DEPED) " Insulin? Insulin?
mi/min/1.73 m? Insulin? Insulin? :
» . M 2 q :
Stage V CKD Pioglitazone®, Pioglitazone®, | DPPA-R. DPP4.I
eGFR <15 DPP4L, DEPS:Fs " Insulin? Insulin?
ml/min/1.73 m? Insulin? Insulin® !
Evidence of efficacy Evidence of safety Author consensus

Avogaro et al Cardiovasc Diabetol (2016) 15:111




Nuovi farmaci per il diabete :
nuovi profili di appropriatezza

Dal “Treat to target” al....”Treat to benefit”

=efficacia duratura sui principali fattori di rischio
offenuta in sicurezza e impatto sulle complicanze e
sulla mortalita cV......

...La cura del diabete!
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Guardare lontano, oltre la glicemia !
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EMPA REG OUTCOME Primary Outcome Death from Cardiovascular Causes
Hazard Ratio P Value for Hazard Ratio P Value for
Subgroup Empagliflozin Placebo (95% Cl) Interaction (95% Cl) Interaction
no. in subgroup
All patients 4687 2333 - ——
Age : 0.01 ' 0.21
i 2596 1297 e ———]
ﬁg yr 2091 1036 ) et |
_ 025 050 100 200 025 050 100 200
Zinman et al. NEJM 2015, 373:2117-28 - . = e
Favors Empagliflozin Favors Placebo Favors Empagliflozin Favors Placebo
LEADER No. of P Value for
Subgroup Patients Liraglutide Placebo Hazard Ratio (95% Cl) Interaction
no. of events/no. of patients (%)
Primary analysis 9340 608/4668 (13.0)  694/4672 (14.9) o 0.87 (0.78-0.97)
Sex M 0.84
Female 3337 183/1657 (11.0)  209/1680 (12.4) —0— 0.88 (0.72-1.08)
Male 6003 425/3011 (14.1)  485/2992 (16.2) o 0.86 (0.75-0.98)
Age 0.27
yr 2321 140/1197 (11.7) 166/1124 (14.8) —— 0.78 (0.62-0.97)
rﬁgyr 7019 468/3471 (13.5)  528/3548 (14.9) b 0.90 (0.79-1.02) |

I T T T T

0.2 1.0 2.0
Marso et al. NEJM 2016; 375:311-22. - -
Liraglutide Better Placebo Better




