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Osservatorio ARNO Diabete

1l profilo assistenziale della popolazione con d:igbete
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Tabella 2 6\0
Caratteristiche demografiche delle PEFR?J'% @Eete

. Maschi Femmine Totale
Classi di eta
%
0-19 1.85¢ 2 0{\9‘“&,? 1.755 0,6 3.614 0,7
— \‘\e
20-34 635'%1 1O 1,2 10.116 3,7 13.432 2,4
G
35-49 o0 eﬁﬁ) 075 7.2 25.313 9,4 45.388 8,3
~X . A0,
2V of e
50-66N2 “oe 76.069 27,3 46.536 17,2 122.605 22,3
o
OR5-79 126.805 45,5 106.703 39,5 233.508
>=80 50.590 18,2 79.599 29,5 130.189
Totale 278.714 100,0 270.022 100,0 | 548.735




American Diabetes Association
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dependencies)



Terapia del diabete nel paziente anziano
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* Prevenire la comparsa e/o la progressione %f
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* Conservare le funzioni co%ruter\‘)‘g\xe"’la capacita fisica
* Assicurare un adeguaﬁ‘gu@f}ta di vita

\ 6\8
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Obiettivi glicemici

Raccomandazioni
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e Nei diabetici anziani gli obiettivi glicemici devono essere individualizza{c)'\' Finzione del

farmaco utilizzato ed il potenziale rischio di ipoglicemia. \‘\6(\661‘\6\\
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Obiettivi glicemici

Raccomandazioni
T
e Nei diabetici anziani gli obiettivi glicemici devono essere |nd|V|duaI|zza{c)\ Finzione del
farmaco utilizzato ed il potenziale rischio di ipoglicemia. ‘ (\aé‘\ N
A\

(Livello della prova VI, forza della raccomandazione B) \e\b O

e |n caso di utilizzo di farmaci a basso rischio di ipo%{@g&ﬁa\&'@ﬁ%tformina, DPP4 inibitori,
pioglitazone, SGLT-2 inibitori, agonisti del E@d@?‘?&\é@%lel GLP-1 ed acarbosio o loro
combinazioni) 'obiettivo di HbAlc e < 76Q,\‘£(%65539r%mol/mol).

(Livello della prova Vi, forza della (ﬂb%g\rgo@fﬁ%zfone B)
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Obiettivi glicemici

Raccomandazioni

0O
e Nei diabetici anziani gli obiettivi glicemici devono essere |nd|V|duaI|zzat\8m®\ﬁjn2|one del
farmaco utilizzato ed il potenziale rischio di ipoglicemia. e 36\0\\
: _ \ \
(Livello della prova VI, forza della raccomandazione B) e’\@\& d"@

e In caso di utilizzo di farmaci a basso rischio di |po%{\b§&nla\&©ﬁ?etformma DPP4 inibitori,
pioglitazone, SGLT-2 inibitori, agonisti del rgd@i‘?g&@%lel GLP-1 ed acarbosio o loro
combinazioni) 'obiettivo di HbAlce< 7 Q/@(«: gger%mol/mol)

(Livello della prova Vi, forza della (ﬂb%g\rgp@fgaz;one B)

e Negli anziani nei quali rléq,l‘holr}@}?ensablle I'utilizzo di farmaci a potenziale rischio di
ipoglicemia (sulfomhgﬂ%% (ggpfégllnlde insulina o suoi analoghi), & appropriato un obiettivo
meno restnt‘gq&'a(H@B@c 7,0 —7,5%; 53 - 58 mmol/mol) che pu6 essere pil elevato (HbAlc
7,5 — w‘& ‘5\8'6 64 mmol/mol) in presenza di fragilita (complicanze gravi, decadimento
\ca@@ﬁ’ltlvo demenza, pluripatologie).

( Livello della prova VI, forza della raccomandazione B)



Standard italiani
per la cura del diabete mellito
2016

Metformina

=a non sufficienta, aggungere alla matformina un secondo farmaco:

|__suiGlinidi_|[ Pioglitazone || Acarbosa || oPP4inibitori || GLP1 agonist_| |

0" 2
Se non sufficiente, aggungere un terzo far mia\.\a 6\6\

\C4
4&0
SWGlinidi Pioglitazone Acarbose PPy hﬂtl@' Gt'(‘e‘lagnmsn SGLT2 inibsitiori
SWGlinidi J | Pioglitazonea | \L\ﬁ}?m \\I Pioglitazone | | Piogitaromne
B
|  Acarbose |||| swalinidi O}\)(“ sy Ehinidi | swolinidi  |||| Acartose’

\O 9

| | ) |
| | I |
e (e T (Fromcme— | e | mezre
| GLP1agon. |||| 6LPTagon. | u 1] N s |IL_sLet agon’ || |[ _6LP1 agon. |
IR - .
| | I
| E |
s

FPloglitazonea | Pioglitazone

Acarbose | Acarbose

SGLT2 inib SGLTR i) S SUAGHnid? SGLTZ inib.
el

J;ga? ;5 | |
Do\
PR\

aso di caltivoe controlle con la frplice f2rapia, iniziare comungue |la terapia insulinica, mantznandoe la metforminac

|  swalinidi

SWGlinidi | | Pioglitazone | | DPP4 inibitori | | GLP1 agonisti | | SGLT2 inibinitern |




POSITION STATEMENT

Personalizzazione del trattamento dell'iperglicemia \0\0@\6'
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Raccomandazioni e O N
\,\/O &°
e . : Q\V‘?T (696. L .
e A causa del rischio di |pogI|cem|%)@@| @@,tt%pllu osservazioni in merito ad un aumentato

L . O~ o . : :
rischio cardiovascolare, é@?,%’g%q@@ dei recettori delle sulfoniluree (sulfoniluree o
repaglinide) non de\;&o@%%e@@@ usati nella terapia del diabete dell’anziano a meno che non
L] L] “ L] L] L] L] L] LRIl hY L] L]
siano l'unica %{ﬁffbn@ab%ssmlle per controindicazione o non tollerabilita dei farmaci delle
. NOT : i
altre cl\§§§\i. @\F@sulfonlluree la molecola di scelta dovrebbe essere la gliclazide in quanto
‘\“ [ e [ ] - - [ ] - - ~ L] L] L]
,@O‘an piu basso rischio di ipoglicemia e non e associata ad aumento del rischio
cardiovascolare come le altre molecole della classe.

(Livello della prova Vi, forza della raccomandazione B)



Thresholds for hypoglycaemia awareness in elderly and young

40— As blood glucose values decrease... \\,&(\
d
2 \5@"‘)@@
Q Symptoms Younger men \\g
S5 3.5 (3.6mmol/L) a’é en
o) 2 Je(%lwareness of Almost
S Q \,O © 6\60 symptoms and concurrent
23 Symptoms % g’é L_ cognitive awareness of
5 E3.0-|ZZZZZZZZIZZTITITICX movL) dysfunction - symptoms and
,% é Reacti@@@r@\g\ — may have Cogniti\{e
T o @ sufficient dysfunction
= 2GS Youngermen —  warning to — may not
£ 2.5 F,g’gi\pc( é (2.6mmol/L) self treat have a
< oPeagtth time chance to
é\’i\\‘a e self treat

2.058°

With less advance warning of cognitive impairment when blood glucose falls, older patients may
be more prone to severe hypoglycemia with sulfonylureas and insulin use

1. Zammitt NN and Frier BM. Diabetes Care 2005;28:2948-2961; 2. Based on data derived from Matyka et al. Diabetes Care 1997;20:135-141



Severe hypoglycaemia and CVD
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Study Relative risk Weight Relative risk . 0‘\‘3\0
. (95% Cl) (%) (95% Cl) 6\
Prospective X
ADVANCE 2010" - 1112 3.45 (2344 56\@0 NS
: \6
VADT 20117 - 5.97 1. SSWC‘\B
Subtotal: P=0.10, I’=63.8% 17.08 g@ g@t)
g A\ (5\’\0
Retrospective 5 d\)\@
Johnston 2011°* ' B QG \q 2 1.79 (1.6910 1.89)
Zhao 201275 —m— \/O © & 020,03 2.00 (1.63 t0 2.45)
Rathmann 2012°¢ R ga 12.66 1.60 (1.13 10 2.26)
Hsu 20127 ?\3%(6 22.60 2.26 (1.93 t0 2.65)
Subtotal: P=0.03, I’=65.4% O «ae 82.92 1.93 (1.68 10 2.21)
660 O
All studles?\P§G N SN 100.00 2.05(1.74-2.42)
®)
ad@?\‘a\le(sl\ 2
(o
What this study adqgg AT
(\0

Gnnventng@m\eta ﬂ%‘yms suggests that severe hypoglycaemia is associated with a higher risk of cardiovascular disease

Fur@érmnre a bias analysis indicates that comorbid severe illness alone may not entirely explain the positive association between
severe hypoglycaemia and risk of cardiovascular disease

Avoiding severe hypoglycaemia may be important to prevent cardiovascular disease in people with type 2 diabetes

Goto A, BMJ 2013



Hypoglycemic Episodes and Risk of Dementia in Older Patients
with Type 2 Diabetes Mellitus

Rachel A. Whitmer!, Andrew J. Karter!, Kristine Yaffe2, Charles P. Quesenberrg\a[bsﬁ\ and
Joseph V. Selby’

o | JAIX{@‘?OO9
Frequency of hypoglycemic episodes by dementia status N\
: ,a\\a A\
o \WOY L AR
‘3\
No. (%
© ) Atgﬂ ad-]uiteidaé \o Excess attributable risk
. ® rales per
Dementia Nondementia P 05 %I} per year, % (95% CI)?@
(n=1822) (n=14,845) R NG X
e,
Any hypoglycemia 6\’\/0 A\ sC
No 1572 (10.34) 13_.& %ﬁ)\@‘e%? 60 (311.02-343.18)
Yes 250 (16 936\6‘59 1(-@439(».)& 566.82 (496.52-637.48) 239 (1.72-3.01)
No. of hypoglycemic ??\P\$ é\Q(\e
episodes 2 d@ \‘6(
0 GQ’&‘@ \],eﬂ?% (10 34)  13.630(89.66)  327.60 (311.02-343.18)
1 ‘5\\' Q?e‘ 150 (14.84 852 (85.10) 491.73 (412.60-570.80) 1.64 (0.91-2.36)
. 00
@\09 57 (22.26) 201 (77.74) 761.75 (561.24-962.27) 4.34 (2.36-6.32)
3 or more 43 (20.40) 162 (79.60)2  755.46 (526.46-984.46) 4.28 (2.10-6.44)




Association of Depression With Increased

Risk of Severe Hypoglycemic Episodes in
Patients With Diabetes

\4%
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Table 2. Hazard Ratios for Major Depression for Time o \\’c)\
Hypoglycemic Event or for Relative Risk for Numb \?@I@@oglycemlc

Events (N = 4,117) ‘50 \g\\")

*ﬂ
\\13( Number of
% I',rc Event Hypoglycemic Events
Covariate Adjustment ?\?x 5% Cl) RR (95% CI)
Unadjusted 500‘(00\8% 1.89 (1.39-2.56) 1.91 (1.49-2.43)
Adjusted $Q€ o 0(\(3
Prior hypﬂgycemlt e(e%tg‘ \00 1.65 (1.21-2.25) 1.69 (1.32-2.17)
Prior hypogy evgat and demo- 1.78 (1.30-2.44) 1.76 (1.37-2.26)
graphl%@ﬁ?{m iCse
?%,% ic event* and demo- 1.41 (1.03-1.94) 1.39 (1.08-1.80)
aph nd clinical® characteristics
O\aQ Prior hypogycemic event® and 1.42 (1.03-1.96) 1.34 (1.03-1.74)

demographic,® clinical,* and health
risk behavior® characteristics
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Personalizzazione del trattamento dell'iperglicemia \o\o@\a'
nell'anziano con diabete tipo 2 6\0\9‘06
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Terapia non-insulinica 500 G
6\\ 5\6\
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Per la loro efficacia, Ie?ej,@ga Fl’fe\?’ahlllta la semplicita d’'uso, il profilo di sicurezza
cardiovascolare e |Q£Id@l({ m@f’ner:} di studi clinici randomizzati in popolazioni anziane, gli
inibitori della &]@p éeﬂﬁbpresentann una opzione terapeutica da preferire a sulfoniluree e
repagl ra)b,;i% E?%EEIEHU anziani non adeguatamente controllati con la sola metformina o
EDHQHtmllera nza o controindicazioni alla metformina.

(Livello della prova VI, forza della raccomandazione B)



Sitagliptin Safety Profile
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02 St
,a\\\\ (5\’@‘0 Glipizide
5mg 12.5mg \Q@ﬁ%\@@%o mg  5-20mg
Placebo  BID BID ,\aa\ 05) BID QD
% of patients (n=125) (n=124) (n=3peth=123) (n=122) (n=123)
o
Treatment-related 10 %?gf/‘\’@(egﬁ_a 14 12 28
adverse events 600?(\6\6 S
AR\
&G e ®
. 60“
Serious adverse &2 \,()3 ef 3 2 1 3 5
events Qfo\‘ o e@
N
Dlséggraﬁﬁﬁatﬁﬁ* 0 1 2 1 2 3

Hypoglycemia 2 0 4 4 2 17




Tolerability and efficacy of glycemic control
with saxagliptin in older patients (aged = 65 years)
with inadequately controlled type 2 diabetes

- \O*
mellitus 20°°
‘ 0‘\0\0
2
a\\a(\ \6\\0\
Table | Pivotal phase |l Swudies (24 Weeks) of saxagliptin in patients with type 1 diabetes ms{l&h
Study Entry conditions Mumber of patients hlurnbtr' of \Mﬂﬂ!ﬂt groups
aged = 65 years = ‘5\} m%\d\ Saxagliptin Comparator
SAXA vs PBO as monotherapy in drug-naive patients GO\» \‘3(6 2
NCTOOI21641"  HbA _7%~10% (n=401) 63 3383 Cv(\ 2.5, 5, or 10 mg QD PBO
215 mg QD PBO

NCTO003 160827  HbA _T%—10% (n = 365) &4 \3?\?\ Q(Gg 301 21.5/5 mg QD" PBO

O Q e 5 mg QD PBO
SAXA vs PBO as add-on to continuing th :r@\ﬂg‘ oral antidiabetic drug
NCTO0121667°  MET (1500-2550 mg/d -5. Iéio‘ 626 25,5 or 10 mg PBO + MET
{add-on to MET)  Hba, n;—mas{n-:'@?‘ 500 QD + MET
MNCT00295633""  TZD (stable dﬁa" a7 478 25 or 5 mg PBO + TZD
(add-on to TZD) HbA:_ 5% @( 555] QD + TZD~
NCT00313313° c‘=~1r'r'u:| 137 631 25 0r5 mg PBO + 5LF
{add—nn to SIJ:l \\\\‘éA g@ﬁe—l 0.0% (n = 768) QD + SUF

ﬁm :umlﬂ nation therapy with MET vs MET monotherapy in drug-naive patients

NCTOO 157  HbA  B.0%~12.0% (n = |306) |66 1140 10 mg QD PBO + MET"

5 or 10 mg QD + MET"




Tolerability and efficacy of glycemic control
with saxagliptin in older patients (aged = 65 years)
with inadequately controlled type 2 diabetes

mellitus 0%
30
\0‘
P \\0‘
Table 4A Adverse events in older and younger patients with type 2 diabetes mellitus hm@é’ﬁm@&hres of smxagliptin vs placebo
18=1],24 6 6\
as monotherapy and as add-on therapy 3\\6 %\d\
Age = 65 years 0\;(\\‘6( Age < 65 years
SAXA 2.5 mg sgﬁvm&g@ i}m: SAXA25mg SAXA5mg PBO
n=149 Oo?}).\uﬁ\‘? n=137  n=T3 n=740 n =661
Hypoglycemia, n (%) O?’ie 0‘\g
Reported’ ??Z 5° 9 (6.3) @80 53071 60 (B.1) 43 (63)
Confirmed Qaw"'ie(e\?{u.?; 0 | {0.7) 6 (08) 4(0.5) 2(03)
Hrpnglr:amm Hqilgﬂ égmﬁ' of n=108 n= 100 n=85 n=>528 n= 529 n =447
ﬂ?edﬁinn to glyburide, n (%)
Repo 8 (75) 4 (40) 5(5.9) 23 (44) 26 (45) 17(38)

Confirmed: 0 0 0 2(04) 0 | (02)



Efficacy and tolerability of saxagliptin compared with glimepiride in elderly patients with
T2DM: a randomized, controlled study (GENERATION)

Incidence of confirmed/severe hypoglycaemic events by HbAlc category at \(0\/\&?52

S
Rk
30 - | | @ 6\0\
| | oV d{{c)\\a
25 - e @2
| | 600 \'\@ |
| 210 | oo |
20 2% 2%
S 170 5 42" es® |
- | NS | 14.7
£ 15 4 | P @ | | '
D "\ Q‘e
s 0% aeP | |
o 10 4 R 60 R\ | 9.1 |
0 S
?@F\ é\d)o@ | |
5 - P e | |
20 1o\ 2.7
@Bt | - 10
QYR Sl I | | | | o— |
Pag@ﬂg%(%)*: 13.3% 24.4% 30.8% 29.2% 253%  21.4% 28.6% 20.8%
HbA1c category: < 6.5% > 6.5-< 7.0% > 7.0—< 7.5% > 75%

B Saxagliptin + metformin

[] Glimepiride + metformin

Schernthaner G. et al Diabetes Obes Metab 17: 630-638, 2015



Experience with Vildagliptin in Patients =275 Years
with Type 2 Diabetes and Moderate or Severe Renal

Impairment .
\O®
A. [ N B ' 6 A
HbA, Hypoglyc
r, % ‘a(\a : \ r
7.9 b\\a\\ ‘ d\’@\\(&
2.5 - e @
_— S0 ‘,&0\\0
3= — \% \d\
- — %\Qa S
..E— Eoed ‘\\]G(e
- O g. . 50‘
\O 2 &

= 6\’ @6‘15 -
< ?\@ ONZ -
c ? 5\9 [
3 P @® -
E $Q?/ S & 1-
2 '\C)(\e E
3 e® S 05
<

0 -
ove® B Vildagliptin 50 mg qgd [ Placebo

Fig. 1 a Adjusted mean (£SEM) change from baseline to
week 24 endpoint in HbA,_ in patients adding vildagliptin
50 mg qd (# = 49) or placebo (7 = 55) to their ongoing
background therapy; +p < 0.001 (between-group difference).
An ANCOVA model with baseline wvalue, backgrnund

therapy, pooled center and treatment as covariates was used.
b Events per patient-year of hypoglycemia during 24-weck
treatment with vildagliptin 50 mg qd (# = 50) or placebo
(m =55) added to their ongoing background therapy;
p = 0.970 (between-group difference). BL baseline



Safety and efficacy of linagliptin in elderly patients with T2DM: a
comprehensive analysis of data from 1331 individuals aged = 65 years

2

O

-

<

Qo

T

= -o- Placebo
@ . ..
=% -= |inagliptin 5 mg
£

o

() . ~eN )

S o (O —— —4

-0.60 -0.63 -0.62

%
O
Mean
o
(o]

Baseline Week6 Week12 Week 18 Week 24

Schernthaner G et al Diabetes Obes Metab 16:1078-86, 2014



Safety and efficacy of linagliptin in elderly patients with T2DM: a
comprehensive analysis of data from 1331 individuals aged = 65 years

Incidence of hypoglycaemic events up to week 76 in the overall treatg\d set

go®
All patients (treated set) 6\0\&)
W
80- \\a\\"’ KAV
£ 5@6‘4\ ty@hg (n=841)
3
PG HR: 0.93 a@b’é (n=490)
£°. 60 (95% ClI: 0.70, 1.25) N\ (e’O‘
R QG N2
S E 49.2 O e 50(\
g g 45.3 \\
5 S 40 {95% 3{ %\nﬁ%
>3 ?/5093 2B HR: 0.80
c o P&D (95% Cl: 0.50, 1.27)
g2 201 'a??\ “(5‘\0(\ 129 o3 HR: 0.62
4 o P : (95% Cl: 0.20, 1.90)
©L | o
e -
\\\ ®§r asymptomatic or Hypoglycaemia with Hypoglycaemia with Severe hypoglycaemia
O\QQ symptomatic hypoglycaemia PG <70 mg/dl PG <54 mg/dl

Schernthaner G et al Diabetes Obes Metab 16:1078-86, 2014



SAVOR-TIMI 53, EXAMINE, and TECOS:

Results
SAVOR-TIMI 1 EXAMINE? TECOS3
N=16.492 N=5.380 N=14.671
Outcomes Saxagliptin vs Alogliptin vs Sitagliptin vs Placebo
Placebo Placebo
. . o\O e\C
Median 2.1 1.5 506\? \\0@ 3
follow-up (years) AN Z S
HbAlc mean -0.20 @BV eav -0.29
difference for DPP- (P <0.001) (950/@,@?, 6@\&% -0.28) | (95% Cl, -0.32, -0.27)
4 Inh vs. placebo (@\,
Primary endpoint CVv death \3(’L 5\‘?‘ CV death, CV death,
definition Nonfat nga o\é\ 9 Nonfatal MI, or Nonfatal M1, or nonfatal
nonE\ nonfatal stroke stroke, or UA requiring
(9,\0 hospitalization
HR for primary <3P (e\a“ 1.00 0.96 0.98
outcomeQ(e (\c 2(85% Cl, 0.89, 1.12) | (upper boundary of 1- (95%0 CI1 0.88, 1.09)
oS \’\\‘ P=0.99 sided repeated ClI P=0.645
0\09 1.16) (superiority)
P=0.315

1 Scirica BM et al N Engl J Med 2013 369 1317-1326; 2 White WB et al N Engl J Med 2013 369 1327-1335; 3 Green JB et al N Engl J Med 373:232-
42, 2015



Assessing the Safety of Sltaghptlrg\@
in Older Participants in the_ 'I\ﬁ)ﬁl

A\ 6\6\\

Evaluating Cardlovascgiﬁig@%\
Outcomes With Sﬂ&@fptm
(TECOS) 0@@3:@@

$O€ 0(\9\(\
Bethel Wé«‘?’e?g(ab‘\?)labetes Care 40:494-501, 2017

S

5o° Ba"selme characteristics and clinical outcomes for

TECOS participants aged £75 years were analysed.



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

2 75 yrs old --~-- <75yrsold
o
Least squares mean difference across all visits: e\o\
-0.11% (95% CI -0.15 to -0.07), P<0.0001 '\@‘0
8.5 - - N 6\0 .
T X I
- | I ‘ a(\ ‘ 6‘\ 1
r T o ¥ SN
" I B K S
o0 - T : : | 0 ei;\a@ :
: I | | I 3\\6 ‘\6 I I
oy ! | : : ! 0\ ST !
S 75- ! I ; I I 066 ‘\\]G(e : :
2 1 I 1 1 C"—i R %C,_‘_ _ * _______ ak
g “‘-—...__;_____+.._—-4—-—-‘-'-‘4-\-/‘/ 0\6‘ ST P T T T T |
i QG P4 1 — |
T 20 ! ; I \3?\‘(\ . (é\‘? I I
: [ I | i ? 5\Q ! | I
I I I I OO . 0\6 | [ I
! I ! I S . g\(\ I I I
& I | @J o® | r '
6.5 - ! ?P\ A 06 I I 1
) ? (5\0 ! I I
N2 MU [ I [
A g [ =k L L
6.0 - eQa \]G( L
. \159‘ X ‘{\‘\(;}e T T T T T
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Safety of Sitagliptin in Older Participants in the Trial Evaluating Cardiovascular
Outcomes with Sitagliptin (TECOS)

Number of patients with events
Age Age

>75Yrs  <75Yrs \Og\6
Primary and key secondary outcomes (n=2004) (n=12,347) Hazard Ratio (95% Cl) P-vaé\‘O
Primary CV composite (4-point MACE) 338 1,281 1.72 (1.52- 6%@\% 001
Rate per 100 person-yr 6.48 3.87
Secondary CV composite (3-point MACE) 314 1,117 \\@S\S 1&&3\1\1? <0.001
Rate per 100 person-yr 5.96 3.17 @6\
Hospitalization for HF 92 359 \66 | 6\\ 1.48(1.18-1.87) <0.001
_ —=— A\ \d
Rate per 100 person-yr 1.70 1.00 \_‘3 S
N AW k@
Hospitalization for HF or death 239 789 C'G E le 2.02 (1.75—2.34) <0.001
Rate per 100 person-yr 4.44 2.20 \/O S b‘\ 50
All-cause mortality 289 ﬁe\’ (ega 2.52(2.20-2.89) <0.001
Rate per 100 person-yr 5. 040 ?0 %‘\ Q
Acute pancreatitis %6 1.17 (0.48-2.83) 0.73
\ B
Rate per 100 person-yr $O€ 11 0(\(3 0.08
S
Charter defined malignancy ??\P‘ o) \OW4 427 176 (143-2.15) <0.001
Rate per 100 persor:grd@ 6\]6( 2.29 1.18 =
Pancreatic ¢ @‘@ 6(6\ 5 18 1.52 (0.56-4.14) 0.41
e@ﬂ@g peR@@%‘ 0.09 0.05 -
\@‘lere h@%?ycemta 60 238 1.53(1.15-2.03) 0.004
— .
O\QQ Rate per 100 person-yr 1.14 0.68
Bone fracture 84 287 1.84 (1.44-2.35) <0.001
_._
Rate per 100 person-yr 162 0.81
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Number of patients with events

Sitagliptin Placebo

Primary and key secondary outcomes (n=970) (n=1034) Hazard Ratio (95% CI) P-value
Primary CV composite (4-point MACE) 170 168 1.10 (0.89-1.36) 0.39
Rate per 100 person-yr 6.75 6.19 i g\a,

O
Secondary CV composite (3-point MACE) 152 162 . 1.01 (O%e"ng) 0.94
Rate per 100 person-yr 5.97 5.96 6\0\6
6 .
Hospitalization for HF 43 49 re \a\\a(\ \8\%&65—1 49)  0.94
Rate per 100 person-yr 1.60 1.70 ) \:6\ é\d\
o9 o
Hospitalization for HF or death 115 124 + \\66 . d\\a\\ 1.00 (0.77-1.29) 0.99
Rate per 100 person-yr 4.41 4.46 6\)\6 o o 6%\
e®” . et
All-cause mortality 141 148 9 () C . 60(\\‘ 1.05 (0.83—1.32) 0.71
Rate per 100 person-yr 5.10 5.00 \,\« g@ 6\
. OL©
Acute pancreatitis 4 ?Q?\ o\ Q( 2.01 (0.36-11.04) 0.42
Rate per 100 person-yr 0.1 OO . © -
G )
Charter defined malignancy P\$ 50 (\G 64 0.95(0.67-1.36) 0.78
¢ a9 -
Rate per 100 person-yr a2 \‘6@ 2.28
o o
Pancreatic cancer Q@(a \16(3\ 4 0.28 (0.03—2.50) 0.25
Rate per 100 Elqés@@r ) (\03 0.04 014 T
‘\"\ ()
Severe &\:jlycemia? 29 31 1.03 (0.62—1.71) 0.92
R@ per 100 person-yr 1.14 1.14
Bone fracture 44 40 1.21 (0.78—1.85) 0.40
Rate per 100 person-yr 1.76 1.49
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Terapia non-insulinica

Raccomandazioni §o
S

2

e A causa del rischio di ipoglicemia e di molteplici osservazioni in merito,g&&q aumentato

.

— . . L . N N
rischio cardiovascolare, gli agonisti dei recettori delle sul’t%mﬁ\r%@(@\allfomluree 0

S
repaglinide) non devono essere usati nella terapia del dia\baeq:p@gl,g\m@rano a meno che non
OV
siano l'unica opzione possibile per controindicaziowm’a}]g@%qlerabilité dei farmaci delle
. . . O . el .
altre classi. Tra le sulfoniluree la molecola d\l/éoeﬁa\g@\\\?febbe essere la gliclazide in quanto
ha un piu basso rischio di ipoglicw&f\’e@g@n e associata ad aumento del rischio

cardiovascolare come le altre m@te&)(%(te‘ﬁ\a classe.

(Livello della prova Vi, fogg.x@%?g sdomandazione B )
6??\\16(?;\0(\

e Per la loro 8{&&8{@\€}'elevata tollerabilita, la semplicita d’uso, il profilo di sicurezza
cardlo\\(,gsﬁg%r@% I"ampio numero di studi clinici randomizzati in popolazioni anziane, gli
S\ ge . . . .
,\Jgpb?corl della DPP-4 rappresentano una opzione terapeutica da preferire a sulfoniluree e
repaglinide nei pazienti anziani non adeguatamente controllati con la sola metformina o
con intolleranza o controindicazioni alla metformina.

(Livello della prova VI, forza della raccomandazione B)



Inibitori dell’enzima DPP4 nell’ an2|a\@@
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