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Il Paziente Fragile

La fragilita definisce una maggiore vulnerabilita dell’individuo allo stress e
comporta una limitazione delle attivita quotidiane, dovuta alla presenza di\og\’o'
pluripatologie, e un deterioramento della salute e dello stato funziongl\@v%\ﬁe
predispone a esiti negativi. In particolare, si tratta di soggetti anzian?\c\qn
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2001, Fried et al: |a fragilit \(}%Eq)d@ﬁmta come una sindrome clinica nella quale
sono presenti aImen%gP@glgsé%(\uenti criteri: perdita di peso non intenzionale
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(sarcopenia), sﬁwﬁlggﬁ?debolezza, lentezza nel camminare e ridotta attivita fisica.
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2011, Rockwood et al: |la definizione di fragilita viene basata per la prima volta non
solo sulla valutazione degli aspetti fisici ma anche di quelli psicosociali.

Clin Geriatr Med. 2011; 27:17-26




Il Paziente Diabetico Fragile
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La prevalenza di fragilita nella popolazione con Diabete Mellito varia

dal 5% al 48% a seconda del metodo di misurazione.

Diabetes Metab Res Rev. 2016 Jan;32 Suppl 1:261-7




DECISION CYCLE FOR PATIENT-CENTRED GLYCAEMIC MANAGEMENT IN TYPE 2 DIABETES

REVIEW AND AGREE ON MANAGEMENT PLAN

Review management plan
= Mutual agreement on changes

Ensure agreed modification of therzpy is implemented

in @ timely fashion to avoid clinical inertia
Decision cycle undertaken regularly
(at least onceltwice a year)

ONGOING MONITORING AND
SUPPORT INCLUDING:

Emotional well-being

Check tolerability of medication
Manitor glycaemic status
Biofeedback including SMBG,
weight, step count, HbA, , BP. lipids
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IMPLEMENT M
. Patmnls ng

o e frequent confact inifially
\®) is often desirable for DSMES

ov

ASCYD = Mheraselentic Cardiovascular Disease

CKO = Chranic Kadney Disease

HF = Heart Failure

[DEMES = Diabetes Self-Management Education and Support
SMBE = Self-Monitored Blood Glucose

» Prevent complicatio:s

» Optimise guatity of Life

GOALS
OF CARE

AGREE ON MANAGEMENT PLAN Seeks patient preferences -
Effective consultation includes motivational
. Spe':lfr SMART goals: interviewing, goal setting and shared decision-making
Specific Empowers the patient
- Measurable Ensures access to DSMES
- Achievahle
- Realistic
= Time limited

ASSESS KEY PATIENT CHARACTERISTICS

. ['.I.IIFEI'I"“ES!IlE
«  Comarhidities i.e. ASCYD, CKD, HF

Clinical characteristics i.e. age, HbA, , weight

= Issues such as molivalion and depression 0\
»  Cultural and socio-economic context 6 \
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1R SPEGIFE FACTORS WHICH IMPACT ]
TMENT
FRAGILE

Q\Q}ﬁﬂuuauseﬂ HbA,_ target

Impact on weight and hypoglycaemia | FANDLE WiTh CARE
Side effect profile of medicalion
Complexity of regimen i.e. mode of adminisiration

Choase regimen to optimise adherence and persistence

Access, cost and availability of medication

FRAGILE

HANDLE WITH C All]&v
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SHARED DECISION-MAKING TO CREATE A
MANAGEMENT PLAN

Involves an educated and informed patient {and their
familylcaregiver]

Diabetologia. 2018 Dec;61(12):2461-2498



GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

T0 AVOID
CLINICAL INERTIA
FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY) REASSESS AND
IF HbA, ABOVE TARGET PROCEED AS BELOW MODIFY TREATMENT
REGULARLY
NO (3-6 MONTHS)
ESTABLISHED ASCVD OR CKD ‘L
FRAGILE ‘l' FRAGILE
TRV O RATRIR TR GRS WITHOUT Esmususn ASCVD en CKD \Og\a
ASCVD PREDOMINATES J o)
HF OR CKD PREDOMINATES ‘Qe\'
N S I:IJMPELI.ING NEEIJ T0 MINIM':W
PREFERABLY COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE & COSTISAMAJORISSUE™*
SGLT2i with evidence of reducing y X '\
SGLT2i with HF and/or CKD progression in SR \
GLP-1RA proven CVD CVOTs if eGFR adequate® DPP-4i GLP-1RA SGLT2R SU¢ 70"
with proven benefit’, | F--——ooooo- OR - ---
CVD benefit' if eGFR If SGLT2i not tolerated or
adequate’ contraindicated or if eGFR less If;lI:A Ifll¢hA ‘I' \l’ 4’
than adequate’add GLP-1RA above target above target [ If HbA,_ above target ] [ If HbA,, above target ]
with proven CVD benefit'
\_ W, \_ , \_ J ¢ ¢ ¢ ¢ ¢ ¢
$ J 20\\\ gt SGTz?
| IfMbA abovetarget | | IfHBA abovetarget | | SGLTZP S%@ . e(% OR GLP-1 RA with
* ¢ OR ,‘ P\\/ R -\ Q PP bi DPP-4i SGLT2i good efficacy 2" Sus
LY {% S O0R for weight loss®
If further intensification is required or « Avaid TZD in the setting of HF $ { 'a TZD GLP-1RA
patient is now unable tf) tolerate Choose agents demonstrating CV safety; j%% (\(\g $ \lf s‘f 4( \1! \l’ \l’
GLP-1 RA and/or SGLTZi, choose ™ O
agents demonstrating CV safety: - Consider adding th other cl\Qﬁ o If HbA, _above target | | ue abovetarget | | ifHbA, above target
« Consider adding the other class . ;‘;ﬁ' Z"(]::t" CVD beg " md‘a( = 4! 4! Jr 4; \»
gll-lplj R‘:_"f SGLT2i) with proven of HF (@&a %r\% [ Continue with addition of other agents as outlined above ] If triple therapy required or SGLT2i *  Insulin therapy basal insulin with
DPP : '!: Itt GLP-1RA ?Q” ulin' J and/or GLP-1 RA not tolerated or lowest acquisition cost
s ol ‘on : Q(es 0 contraindicated use regimen with OR
. Bas:l insulin - \‘@‘ : <\ [ If HbA, ahove target ] lowest risk of weight gain - Consider DPP-4i OR SGLT2i with
: ;ﬁ? ﬁog\\_\ ? (<) J, PREFERABLY lowest acquisition cost"
0‘\5\' Consider the addition of SU® OR basal insulin: DPP-4i (if not on GLP-1RA)
« Choose later generation SU with lower risk of hypoglycaemia based on weight neutrality
= Consider basal insulin with Lower risk of hypoglycaemia’ ¢
. . . . If DPP-4i not tolerated or
Liraglutide (LEADER) > semaglutide (SUSTAIN-6) > exenatide extended release contraindicated o patent already on
(EXSCEL)_ GLP-1 RA, cautious addition of:
« SU¢ « TZD® » Basalinsulin

Semaglutide (SUSTAIN-1-2-3-4-5-7) > liraglutide (LEAD-6, DUATION-6, Lira-Lixi) >
dulaglutide (AWARD) > exenatide (GetGoal-X) > lixisenatide. _ _
Diabetologia. 2018 Dec;61(12):2461-2498



Analoghi del GLP-1 nel Paziente Diabetico Fragile:
Ipoglicemia

e . . .. . . . . . \O
L'ipoglicemia rappresenta una delle maggiori preoccupazioni nei pamen’g@Q@@Q
fragilita in quanto puo causare una morbilita significativa, aumentargﬂ\'ﬁumero di
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Short-Acting GLP-1 Receptor Agonists O\e\ a 6\ Long-Acting GLP-1 Receptor Agonists
WO €9
Glycaemic effects " P\ e\ Q
HbA; Marked and susta inﬁt re*AEo‘ns‘ \Qeral years. Amplitude of effect Marked and sustained reductions over several years. Albiglutide less
less with shnr\ j han s %\g-acting agents (eg, exenatide) effective in reducing HbA;. than other long-acting agents
Fasting or night-time plasma glucose levels Modes LP& e O( Marked reduction maintained throughout dosing interval
Postprandial glucose excursions Mal educ %‘\O(\ Modest reduction
Postprandial glucose levels 6 daark nﬂ&tlm Marked reduction
Fasting insulin secretion 6(6\' enhancement Strong enhancement
Postprandial insulin secretion (GQ . Oe\leReduction Modest enhancement
Glucagon secretion (fasf }Q Y N Reduction Reduction
Hypogycaemia 06\ “ Lower potential for hypoghycaemia (including severe hypoglycaemia) than Lower potential for hypogycaemia (including severe hypoghycaemia) than
0‘\6 insulin or insulin secretagogues insulin or insulin secretagogues

Diabetes Metab Res Rev. 2019 Jan;35(1):e3070



CHOOSING GLUCOSE-LOWERING O
MEDICATION IF COMPELLING NEED B
T0 MINIMISE HYPOGLYCAEMIA

In those WITHOUT established
ASCVD OR CKD

TOAVOID R o
) CLINICAL INERTIA dentify patient groups at highest ri e\_
P P fi REASSESS AND . °
Use principles in Figure 1 | MODIFY TREATMENT ypoglycaemi: for adjust HbA, \60
n REGULARLY . AP 3 E‘\

(3-6 MONTHS)

If HbA, is = 17 mmol/mol {1.5%) above individualised
HbA,_ target consider early combination therapy

{ First-line therapy is metformin ] . ,{,a\

A\
& '\6\\‘6

N
IHBA, above target A\ WO ? © (o
2N

2 2

GLP-1RA or
SGLTZi" or TZD? DPP-4i or
Tn?

SGLT2i" or
DPP-4i or
GLP-1RA

5o ce® 3 3 I I

If HbA, above target

€
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If HbA, ahove target

2 2

[tnnsidar the addition of sulfonylurea DR basal insulin:

«+  Choose later generation SU with lower risk of hypoglycaemia
«+  Consider basal insulin with lower risk of hypoglycaemia’

1. Beaware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR for initiation and continued use
2. Low dose TZDs are better tolerated
3. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin

Diabetologia. 2018 Dec;61(12):2461-2498



Safety and tolerability of exenatide twice daily Leigh MacConell

Carl Brown

in patients with type 2 diabetes: integrated analysis  kate Gurney

Jenny Han

of 5594 patients from |9 placebo-controlled
and comparator-controlled clinical trials o a
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Diabetes Metab Syndr Obes. 2012;5:29-41



Lixisenatide e Ipoglicemie

ELIXA
Placebo W Vixisenatide
n (%) N=3032 ;¢ N=3031
Any symptomatic hypoglycemia* @’&\\a é\d\ :
Patients with events 0669\4%{95%) 504 (16.6)
Patients with events per 100 patient years \Q 2 & 50‘\ 7.8 88
Events \GC’Y\ s02 1538 1634
Events per 100 patient years N P‘\’ A ‘\Q( ’ 259 28.4

: - A\
Any severe symptomatic hyp{)glycemlg\\/\*gP‘ O(\g\

Pat!ents w!th events $$ ‘0(\6 24 (0.8) 14 (0.5)
Patients with events per lggﬁétlsgt@ears 0.4 0.2
Events a(@\'b e\ 37 16
Events per lﬂmﬁep\}l@hqs 0.6 0.3

. ‘“3 Al \ A
*Sympt @%\}}c hyp%g ycemia: clinical symptoms and glucose <60 mg/dl or prompt recovery

up@@ atment
**Severe symptomatic hypoglycemia: clinical symptoms and patient requiring assistance
and glucose <36 mg/dl or prompt recovery upon treatment

N Engl J Med. 2015 Dec 3;373(23):2247-57



gtuay7 Eackground Minor Stud y7 Background Minor Major
Pharmacotherapy Active Comparators | Hypoglycemia Pharmacotherapy Active Comparators | Hypoglycemia | Hypoglycemia
Exenatide ER Dulaglutide
DURATION-1/ Exenatide ER 2 SU use: 15% AWARD-1/metformin + Dulaglutide 0.75 m 11% 0%
g g
m_f_tzfclajrmini aoixgolréylurea, QW (n=148) mm)| No SU use: 0% TZD24 QW (n=280)
2 - or s Exenatide 10 pg _ SU use: 15% Dulaglutide 1.5 mg 10% 0%
BID (n=147) _ No SU use: 1% QW (nA: 279)
DURATION-2/ Exenatide ER 2 nigmmms) 1% Exenatide 10 ug BID for Total hypo- 1%
metforminl? QW (n=160) (n=276) glycemia: 16%
Sitagliptin 100 m~ 3% Placebo (n=141) 4% 0%
QD (n=166) AWARD-2/ Dulaglutide 0.75 “ Total hypo- ‘\30%
Pioglitazone 45 ) —) 1% metformin + sulfonylurea?’) QW (n=272) glycemia: 549\ )9
QD (n=165) Dulaglutide 1.5 T — Total, hyp&S <1%
DURATION-3/ Exenatide ER 2 nmy 8% QW =273 alxeop 95%
metformin QW (n=233) Insulin glargine \ptal hypo- 1%
sulfonylureals Insulin glargine E_ 26% (n=262) qak\glyc;mia; 69%
(n=223) AWARD-3/none® Dulaglutide OJ’KT@‘\V 1 6‘\& 1% 0%
DURATION-4/nonel Exenatide ER 2 g 2% QW =27k DN &k AN
QW (n=248) Dulaglk@e 15 e NOV 12% 0%
Metformin 2,000“ 0% Q ~769) ),
E;: 21‘46) - — \o HMetfarpm\WA0T mg/d 13% 0%
108 itazone [[“ \ (n‘_
(n=163) N NS
— AWARD-4/prav|id@ A [@Paglutide 0.75 mg Total hypo- 3%
f;llilgllé];;ln 100 m~ 0% insuhnéwpginé€e <>QW (n=293) glycemja;
— s PG<3. 1/1:
DURATION-5/ Exenatide ER 2 nf®|  SU use: 13% e 9 G(\\l —) (7C<3 ;901;16“10 /
?thformnga sal]f;rtllyolz;ga QW =129)  mss)| No SU use: 0% (;\e\\o d\ S PG<3.0 mmol/L:
or com
’ Exenatide 10 pg S| SU use: 12% J) o) 79%
BID (n=123) s | No SU use: 0% P\\’\O s Q(Gg Dulaglutide 1.5 mg Total hypo- 3%
DURATION-6/ Exenatide ER 2 nugmmmp| SU use: 15% Q! 5 QW (n=295) glycemia:
i = P‘ S PG<3.9 mmol/L:
metformin, QW (n=461) _ No SU use: 4 . a _
sulfonylurea, or ¢ . \(\ 87%
metformin +sulfonylurea o\ \ O‘\g PG<3.0 mmol/L:
or TZD21 Liraglutide 1.8 m_ %\&YIZ ¢ 72%
QD (n=450) *\ SU é‘Os Insulin glargine Total hypo- 5%
n=296) lycemia:
” 32 \!G‘ ( PG sg33.{9 mmol/L:
DURATION-722 Exenatide \,wa 5.6% —) 90%
81\;]8 glaﬁeﬂ PG<3.0 mmol/L:
Seho 3 KNGS — 74%
.,{\\]‘E>§$§éflﬁwn S AWARD-5/metformin?® | Dulaglutide 0.75 mg 5% 0%
A —
DURATION-8/ 05“ Exchatide 2 mg ) Mild: 1% QW (n7?302)
metformi zia QW (n=230) Dulagluflde 1.5 mg 10% 0%
Dapagliflozin 10 fgmes)| Mild: 1% QW (.n __304)
QD (n=233) Sllagll]:i[ln 100 mg 5% 0%
Exenatide 2 mg _ Mild: 3% - Qb (n_BiIS)
QW +dapagliflozin 10 mg AWARD-6/metformin2® Dulaglutide SC 1.5 mg 9% 0%
QD (n=231) QW (n=299)
Liraglutide 1.8 mg 6% 0%
QD (n=300)
AWARD-8/sulfonylurea3® | Dulaglutide 1.5 i 21% 0%
QW (n=239)
Placebo (n=60) 3% 0%
AWARD-9/basal Dulaglutide 1.5 s | Total hypo- 1%
. . insulin+ metformin3! QW (n=150) glycemia: 55%
J Manag Care Spec Pharm, 2018 Sep;24:514-S29 Placebo (n=150) =) 51% 0%




Study/Background Minor Major
Pharmacotherapy Active Comparators | Hypoglycemia | Hypoglycemia
Semaglutide -

SUSTAIN-1/none??

Semaglutide 0.5 mg 0% 0%
QW (n=128)
Semaglutide 1.0 mg 0% 0%
QW (n=130)

Placebo (n=129)

Total hypoglycemia: 2%
(3 events, 2 patients after

Dulaglutide 0.75 mg
(m=299)

Severe or blood glucose-confirmed
hypoglycemia: 1%

Dulaglutide 1.5 mg

(n=299)

Severe or blood glucose-confirmed
hfrposlw:emia: 2%

J Manag Care Spec Pharm, 2018 Sep;24:514-

S29

_ receiving rescue medication) \Og\6
SUSTAIN-2/metformin, Semaglutide 0.5 mg 2% 0% e\o
TZD, ox metformin+ QW (n=409) 0\3‘0
TzD* Semaglutide 1.0 mg <1% 0% d\
QW (n=409) R 2R\
Sitagliptin 100 mg 1% I\ a\\6 ) \6\\6‘
QD (n=407) 7Y ‘\6\
SUSTAIN-3/1-2 QADs Semaglutide 1.0 mg Total hypogly: CEIBG @6
{metformin, sulfonylurea, | QW (n=404) - *9\\
or TZD)3# Exenatide ER 2.0 m Total 9\ e
QW (n=405) ’ \QW mg\
SUSTAIN-4/metformin+ | Semaglutide 0.5 mg (UG%L&WQ <1%
sulfonylurea?’ QW (n=362) O S gl% SU
\ \ Tse: 8%
X \C,O QI No SU use: <1%
?*h.md%\[f@ Total hypo- 1%
&F (o glycemia: SU
use: 9%
P‘\,\6‘>s o \Q No SU use: 2%
$$ . o(\G Insulin glargine Total hypo- 1%
P‘ (%\ (n=360) glycemia: SU
Qe use: 18%
(p \'a No 5U use: 2%
\\e SUSTAIN-5/basal Semaglutide 0.5 mg Total hypoglycemia: 8%
insulin + metformin3® QW (n=132)
Semaglutide 1.0 mg Total hypoglycemia- 11%
QW (n=131)
Flacebo (n=133) Total hypoglycemia: 5%
SUSTAIN-73 Semaglutide 0.5 mg Severe or blood glucose-confirmed
QW (n=301) hypoglycemia: 1%
Semaglutide 1.0 mg Severe or blood glucose-confirmed
QW (n=300) hypoglycemia: 2%



Take-home Messages |
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Gli analoghi del GLP-1 sono una classe di farmag&»@‘ asso

rischio di indurre ipoglicemie, effetto coII@taé;@J@@oTa bandire
nel paziente diabetico fraglle 20
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LE WITH CARE

*At?enzmne alla co-somministrazione con sulfaniluree e insulina.



CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLERQTIC CARDIOVASCULAR
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

T0 AVDID
CLINICAL INERTIA

REASSESS AND
MODIFY TREATMENT
REGULARLY
{36 MONTHS)

Use principles in Figure 1

®

GLP-1 RA nel
Paziente Diabetico

FRAGILE

HANDLE WITH CARE

con Insuff|C|enza

Use metformin unless contraindicated or not tolerated
If not at HbA, _target:

« Continue metformin unless contraindicated (remember to adjust dose/stop metformin with declining eGFR)
« Add SGLTZi or GLP-1 RA with proven cardiovascular benefit' (See below)

If at HbA,_target:

= |f already on dual therapy, or multiple glucose-lowering therapies and not on an SGLT2i or GLP-1 RA, consider switching to one of

these agents with proven cardiovascular benefit' (See below)

OR reconsider/lower individualised target and introduce SGLT2i or GLP-1 RA
OR reassess HbA,_at 3 month intervals and add SGLT2i or GLP-1 RA if HbA, _goes above target

GLP-1 RA with proven
CVD benefit'

PREFERABLY

$ @Q\flﬂl evidence of reducing HF and/or CKD
~N©

progression in CVOTs if eGFR adequate®

...................... uﬂ e
If S6LT2i not tolerated or contraindicated or if eGFR less
than adequate? add GLP-1 RA with proven CVD benefit't

v

If HbA,_above target

0‘\‘3\?1 HbA, above target
v

If further intensification is required or patient is unable to tolerate

GLP-1 RA and/or SGLTZi, choose agents demonstrating CV safety:

«  Consider adding the other class (GLP-1 RA or SGLT2i) with
proven CVD benefit'

DPP-4i if not on GLP-1 RA

Basal insulin®

T

s

L

.

Avoid TZD in the setting of HF

Choose agents demonstrating CV safety:

«  Consider adding the other class with proven CVD benefit’
DPP-4i (not saxagliptin) in the setting of HF (if not on GLP-1RA)

Basal insulin®
« S

\>
\O9
Repate
2% "y
\\fé\‘a(\ @
A\
oo® 6@
\\66 \c\\\’a‘\
\)\.‘36 e 6%
«50‘\\16(

Consensus recommendation

For patients with type 2 diabetes and CKD, with or
without CVD, consider the use of an SGLT2 inhibitor
shown to reduce CKD progression or, if contraindicated
or not preferred, a GLP-1 receptor agonist shown to
reduce CKD progression (Figs 2 and 3).

4. Caution with GLP-1 RA in ESRD
CKD: estimated GFR [eGFR] <60 ml min-!

Diabetologia. 2018 Dec;61(12):2461-2498



Analoghi del GLP-1 nel Paziente con Insufficienza Renale

"D
G\O\OQ»
20
&ao
Insufficienza Renale (clearancg@l@%@&tmma)
FARMACO Lieve Moderata ‘e\u' b(;;a Terminale
(50-80 ml/min) (30-50 mI@%@n %\1 \\?230 ml/min) (<15 ml/min)
Sscatfon
Exenatide twice dal S NO NO
4 P\,\\O d@éﬁoﬁ mcg)
Lixisenatide EIE\,\\J (9 NO NO
Albiglutide &\(\’é S NO NO
Dulaglutide ‘ 0(\ SI Sl Sl NO
Exenatide once w&@(Q %\3 SI NO NO NO
Lwa%t‘@lge 2 S| S| S| ) NO
oSSemaghitide i S| S| | NO

o

Diabetes Metab Res Rev. 2019 Jan;35(1):e3070



Dulaglutide versus insulin glargine in patients with type 2
diabetes and moderate-to-severe chronic kidney disease AWARD-7
(AWARD-7): a multicentre, open-label, randomised trial

Katherine R Tuttle, Mark C Lakshmanan, Brian Rayner, Robert S Busch, Alan G Zimmermann, D Bradley Woodward, Fady T Botros

p=0. noa-1

En oo |

. 6‘
. O\OQ)\
40 - Dulaglutide 1.5 mg . \06\
= e Dulaglutide 175 mg . 0\6
,E —k—[nsulin glargine 6\
S 38
o < \ 6(\ 6‘\
AR ““”“ s
E xd / \ X 8\6 N
2 %7 N O 2@
= ) E p=00051f Macroalburgim D0 & AN No Ibuminuri
E y -P{ﬂ_mﬂj_-} % acroa u“%l %'\6\\‘6 Macroa inuria
7 59 =00 578 i
2

e \,\ £ (Gg : '
\T \Z -

3 -L} E"'E _F_ ? I}llg’ri |

WET

eGFR by creatinine equation (mb/minper1.73 m")
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)
Z
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|
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Weeks Lancet Diabetes Endocrinol. 2018 Aug;6(8):605-617



Liraglutide and Renal Outcomes in Type 2

Diabetes

Johannes F.E. Mann, M.D., David D. @rsted, M.D., Ph.D.,
Kirstine Brown-Frandsen, M.D., Steven P. Marso, M.D.,

LEADER

Neil R. Poulter, F.Med.Sci., Seren Rasmussen, Ph.D., Karen Tornge, M.D., Ph.D., \Og\a‘
Bernard Zinman, M.D., and John B. Buse, M.D., Ph.D., ) \06\-0
for the LEADER Steering Committee and Investigators™ 6\0\6
(o W\
\\'&‘aﬂ e
o2 OV
Table 1. Composite Renal Outcome and Individual Components of the Composite Outcn{;:gﬁo (\\\@\\6
Liraglutide Pla¢§6 ol (© QOTH| Hazard Ratio
Outcome (N =4663) éNg 0(\\‘ (N=9340) (95% Cl) P Value
\
no. of parie\n@gl\g\p\gélﬁo patient-yr of observation)
Composite renal outcome @%:?‘lg\gl\e 2 337 (19.0) 605 (17.0) 0.78 (0.67-0.92) 0.003
Components of composite renal outcomet{ m\/\':)‘" 0(‘\@\“
. F\N P\
MNew-onset persistent macma&)u na(%\O 161 (9.0) 215 (12.1) 376 (10.6) 0.74 (0.60-0.91) 0.004
Persistent doubling of s wﬁr cre&t\@ne 87 (4.9) 97 (5.5) 134 (5.2) 0.89 (0.67-1.19) 0.43
level 696
Renal- replwih&{)t@grﬁby 56 (3.1) 64 (3.6) 120 (3.4) 0.87 (0.61-1.24) 0.44
%@@%eto renal disease 8 (0.4) 5 (0.3) 13 (0.4) 1.59 (0.52-4.87) 0.41

N Engl J Med. 2017 Nov 30;377(22):2197-2198



A Estimated GFR >90 ml/min/1.73 m?

B Estimated GFR 60-90 ml/min/1.73 m?2
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W= 96 =
92| 66.5- \
1 \\,&\\6‘\ e\
0 T T T 1 0.0 7 O 1
0 6 12 24 36 0 \e @6 24 36
00
Months since Randomization \6 &@&mce Randomization
No. at Risk No. at Rlsk a
Placebo 1616 1542 1514 1415 1332 Placeb E@(e 1856 1817 1696 1574
Liraglutide 1589 1509 1500 1428 1364 Llr®| G(l 1825 1795 1689 1607
N \
. . 2 G‘ 2
C Estimated GFR 30-59 ml/min/1.73 m &g@imated GFR <30 ml/min/1.73 m
485 < P\ a P 28—
47 552> P‘ A2 26
— 4654 ~
LE 455 EE 24 _
O = ’ 2 [ Liraglutide
3 N 445- 35 247~
8T 435- 3o \1% .. - I = N
EE 425 6\6 \2 T EE T
s E 4 6( e(ev .. 7= 15 Placebo ~L=---_ T
L E 41.5(69 . oe\‘ § L E
. 909— O\ 16
N el
oW ¥ {
QO O'O [ T T T 1 0 | T T T 1
\6 0 6 12 24 36 0 6 12 24 36
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 919 865 821 725 663 Placebo 104 a3 85 75 o4
Liraglutide 986 912 296 826 754 Liraglutide 115 103 97 88 21

N Engl J Med. 2017 Aug 31;377(9):839-848




Semaglutide and Cardiovascular Outcomes

in Patients with Type 2 Diabetes

Steven P. Marso, M.D., Stephen C. Bain, M.D., Agostino Consoli, M.D.,
Freddy G. Eliaschewitz, M.D., Esteban Jédar, M.D., Lawrence A. Leiter, M.D.,
lldiko Lingvay, M.D., M.P.H., M.S.C.S., Julio Rosenstock, M.D.,

SUSTAIN-6

Jochen Seufert, M.D., Ph.D., Mark L. Warren, M.D., Vincent Woo, M.D., \Og\6
Oluf Hansen, M.Sc., Anders G. Holst, M.D., Ph.D., Jonas Pettersson, M.D., Ph.D., . \06\-0
and Tina Vilsbell, M.D., D.M.Sc., for the SUSTAIN-6 Investigators* 6\0\6
IR A\
\k%\\a \\*Q\\a
RPN
Table 2. Primary and Secondary Cardiovascular and Microvascular Outcomes. \e\. 6\
Y .avl
Semaglutide Placeb \6 d\ @zard Ratio
Outcome (N=1648) (b{‘ ?5&’ \ (95% Cly* P Value
no./100 ed e&?/z 00
no. (%) person-yr O eng %éo( person-yr
Primary composite outcomet 108 (6.6) é@ g 4.44 0.74 (0.58-0.95)  <0.001 for
\ (eg noninferiority;
»‘ P\\’ \ Q 0.02 for
Ps e S superiority
Expanded composite outcome: %k‘(lz g\(\ 6.17 264 (16.0) 8.36 0.74 (0.62-0.89) 0.002
All-cause death, nonfatal myo ‘(& Raﬂ 3.66 158 (9.6) 4.81 0.77 (0.61-0.97) 0.03
infarction, or nonfat ‘Aﬁ
Death 66 \a
From é@f@se 62 (3.8) 1.82 60 (3.6) 1.76 1.05 (0.74-1.50) 0.79
ular cause 44 (2.7) 1.29 46 (2.8) 1.35 0.98 (0.65-1.48) 0.92
N on ocardial infarction 47 (2.9 1.4 64 (3.9 1292 .74 (0.51-1. 2
é\N?rl@a dIF (2.9) 0 (3.9) 0.74 (0.51-1.08) 0
‘\690 Nonfatal stroke 7 (L.6) 0.80 44 (2.7) 131 0.61 (0.38-0.99) 0.04
0 Hospitalization for unstable angina 22 (1.3) 0.65 27 (1.6) 0.80 0.82 (0.47-1.44) 0.49
pectoris
Revascularization 83 (5.0) 2.50 126 (7.6) 3.85 0.65 (0.50-0.86) 0.003
Hospitalization for heart failure 59 (3.6) 1.76 54 (3.3) 1.61 1.11 (0.77-1.61) 0.57
Retinopathy complicationsf 50 (3.0) 1.49 29 (1.8) 0.86 1.76 (1.11-2.78) 0.02
New or worsening nephropathyq| 62 (3.8) 1.86 100 (6.1) 3.06 0.64 (0.46-0.88) 0.005

N Engl J Med. 2016 Nov 10;375(19):1834-1844



Take-home Messages I

\0\ o®

* La maggior parte degli analoghi del GLP-1 (tranne exe@@ﬁde once
weekly) puo essere utilizzata in caso di msufflcl\gwé‘ﬁ(g‘@\@ale

moderata (exenatide twice daily rlchled%\\uﬁ%@c@%e escalation)

08
* Dulaglutide, liraglutide e ser(taﬁﬁmd’ POSSONO essere usati in

condizioni di severa @g}p &{e‘ﬁza renale
\\\P~

* Nessun ang}éggedfé\‘l GLP 1 puo essere utilizzato in caso di pazienti

con g@zﬂg@bié renale allo stadio terminale X
0\69



Il Paziente Diabetico Anziano

Il paziente anziano é spesso escluso dai trials clinici:

solo I'1.4% dei trials recluta pazienti anziani e una percentuale ancora minore.

recluta pazienti anziani fragili.

Negli anni sono state pubblicate delle linee guida basate sopr%@@&%@r consensus o
opinioni, ma nessuna di esse ha stabilito dei gold standggdeﬁa
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Recommendations

Consider the assessment of medical, mental, functional, and social geriatric I ° °
domains in older adults to provide a framework to determine targets and I PaZIente AnZIa no Con D MTZ
therapeutic approaches for diabetes management. C

Screening for geriatric syndromes may be appropriate in older adults experi- ADA Reccomendatlon

encing limitations in their basic and instrumental activities of daily living, as

* Hypoglycemia should be avoided in older adults with diabetes. It should be

assessed and managed by adjusting glycemic targets and pharmac%@ﬁ’ in-

. . 0%
terventions. B QO

Hypoglycemia should be avoided in older adults with diabetes. It should be . ,,(\0 e‘ . ‘\\.

o Older adults who are cognitively and functionally intagh8hdi¥ave significant

life expectancy may receive diabetes care wilh\gﬁ:@%?@fﬁ@ar to those devel-
oped for younger adults. C e °

5 5 5 5 5 3 \J N
vidual criteria, but hyperglycemia leading to symptoms or risk of acute hyper- N\ . QCI(\

<
* Glycemic goals for some older aq/gdﬁ)‘l\;\éjglﬁ reasonably be relaxed using indi-
vidual criteria, but hvpergét

& Q@ﬁl\i%\l&%&ing to symptoms or risk of acute hyper-
glycemic complicatio

.
aatersiSN Ul oL ey O

:u'mc:lecl in all patients. C FRAGILE

MenL o ot =1l

HANDLE WITH CARE

HbAlc< 7.5% n%{qb%emeanziano sano
HbAlc <%e%e%@h98rbidité multiple, declino cognitivo medio-moderato
Hb%]@‘?\&S% scarsa salute, limitata aspettativa di vita, declino cognitivo severo

lipid-Hlowenng therapy may be appropriate. E

o Overall comfort, prevention of distressing symptoms, and preservation of

quality of life and dignity are primary goals for diabetes management at the
end of life. E

guality of life and dignity are primary goals for diabetes management at the

end of life. E Diabetes Care. 2017 Jan;40(Suppl 1):S99-S104
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Predictors of response to glucagon-like peptide-1 receptor
agonists: a meta-analysis and systematic review of randomized
controlled trials

Matteo Monami!® - Ilaria Dicembrini! - Besmir Nreu! - Francesco Andreozzi’® - ™
Giorgio Sesti’ - Edoardo Mannucei' \O\OOJ\
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Lixisenatide Therapy in Older Patients With Type 2 Diabetes
Inadequately Controlled on Their Current Antidiabetic

Treatment: The GetGoal-O Randomized Trial

Graydon S. Meneilly'#, Christine Roy-Duval?, Hasan Alawi®, George Dailey®, Diego Bellido®, Carlos

Trescoli®, Helard Manrique Hurtado’, Hailing Guo?, Valerie Pilorget?, Riccardo Perfetti® and Hamish

Simpson'®, on behalf of the GetGoal-O Trial Investigators™
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Diabetes Care. 2017 Apr;40(4):485-493



Efficacy and safety of lixisenatide in elderly Denis Raccah'*

Patrick Miossec?

(>65 years old) and very elderly (>75 years old) Virginie Esposito?
Elisabeth Niemoeller”

patients with type 2 diabetes: an analysis from the yccyung cho’
GetGoal phase Il programme’ John Gerich®

-
oo
xO
. 0%
O\
2% &«
3(\ \!
\,\a\\ 6\\6
oy
Table 3. Treatment-emergent adverse events (safe opulation)
rg ty pop ,.\\66 \\@\
=65 years =65 years \‘a 6 J‘5 ears =715 years
Age ye y 6\) (G y y
PBO Lixisenatide F"BD ﬁe t PBO Lixisenatide PBO Lixisenatide
(n=2817) (n=1748) (n= I& (n=1030) (n=2079) (n=31) (n=48)

Any TEAE, n (%) 516 (63.2) 1203 (63. ?i ’Q%’(EE Q‘ 272 (71.8) 645 (62.6) 1440 (69.3) 15 (48.4) 35 (72.9)
Gl disorders, n (%) 170 (20.8) 715 P‘ %4} 164 (43.3) 205(19.9) 857 (41.2) 5(16.1) 22 (45.8)
Nausea, n (%) 47 (5.8) ﬁﬂ (7.8) 110 (29.0) 64 (6.2) 540 (26.0) 2 (6.5) 16 (33.3)
Vomiting, n (%) 13 (1. E} @ E (2.5) 54 (14.2) 19 (1.8) 218 (10.5) 0 6(12.5)
Diarrhoea, n (%) &34 11 (4.5) 35(9.2) b4 (6.2) 173 (8.3) 0 3 (B8.3)

lfabdominal pain, n {% ) ’3 {4 1) 4(1.6) 18 (4.7) 32 (3.1) 88 (4.2) 0 1(2.1)
Dyspepsia, n (%) 8@\ 62 (3.5) 0 24 (6.3) 3(0.3) 84 (4.0) 0 2 (4.2)
PBO, placebq rﬁ@nt—emergent adverse event; Gl, gastrointestinal.
Data frD mam tment period of the included studles [GetGoal-Mono (12 weeks) and GetGoal-M, GetGoal-F1, GetGoal-5

Get@@ and GetGoaI L-Asia (all 24 weeks)] - safety population.

Diabetes Metab Res Rev. 2015 Feb;31(2):204-11



Comparison of the Efficacy and Tolerability Profile
of Liraglutide, a Once-Daily Human GLP-1 Analog,
in Patients With Type 2 Diabetes =65 and <65 Years

of Age: A Pooled Analysis from Phase III Studies
Bruce W. Bode, MD’; Jason Brett, MD?; Ali Falahati, PhD? and Richard E. Pratley, M\D*
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Table Il. Percentage of patients experiencing major and minor hypoglycemia and adverse events in paue%@m% type 2

diabetes aged =65 years or <<65 years during the first 26 weeks of treatment. 8 0\6
(\3 W\
Liraglutide 1.8 mg Liragluride 1.2 rnug\,\fa\\6 6\\6 Placebo
Paramerter =65 Years <<65 Years =@5 ‘r’ears %0 Q&%ﬁi ® =65 Years <265 Years
o©
Major hypoglycemia 0.0 0.5* 66\)\%[]6(6 G 0.0 0.0 0.0
Minor hypoglycemia 152 1320@ C’ o 8 9.1 20
Deaths, % of patients 0.0 gg 00 0.1 10 0.0
Serious adverse events 4.1 p\\z\ Q@‘e 76 4.8 5.1 49
All adverse events % 6\6 ?4 0 784 76.1 56.6 65.2
Withdrawals due to adverse events S\ \6 ?n(\g\ 16 9.7 7.2 20 31
Mausea, % of patients/% withd rav.ralﬁ\ﬁ\* O(\G
due o nausea 6 N 24.5/7.1 21.0/3.2 205/37 20.4/2.5 2.0/00 5.4/00
Vomiting, % of pauem%@{ﬂum@@@am
due to vﬂmm%e, 74/26 78/1.7 >4/00 84/1.7 3.0/00 19/02
Diarrhea, %@Ixﬁa:ler@% wu:hdrawals
d@\ﬁ%arrhea 13.0/2.2 133/14 13516 100/1.3 20/00 52/00

*All & patients who experienced major hypoglycemia were also being treated with sulfonydureas.

Am J Geriatr Pharmacother. 2011 Dec;9(6):423-33



Semaglutide as a therapeutic option for elderly patients with

type 2 diabetes: Pooled analysis of the SUSTAIN 1-5 trials

Mark Warren MD? © | Louis Chaykin MD? | David Trachtenbarg MD? |
Gurudutt Nayak MD* | Nelun Wijayasinghe MD* | Bertrand Cariou MD”
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placebo sitagliptin exenatide ER vs IGlar to insulin vsg 131
Treatment 30 56 56 30 .
duration (weeks): 6\\6\'\6 \\6 \\.
Mo. of patients: 387 1,225 809 1,082 ,{6\\' 6‘\6\ 96
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Diabetes Obes Metab. 2018 Sep;20(9):2291-2297



Effectiveness and tolerability of therapy with exenatide once
weekly vs basal insulin among injectable-drug-naive elderly
or renal impaired patients with type 2 diabetes in the United
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o
Anita M. Loughlin PhD*® | Qing Qiao MD? | Anthony P. Nunes PhD? | G\O\O
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TABLE3 Comparison of the ocourrence of hypoglycaemia and gastrointestinal symptoms between propensity score matched injectable-naive
exenatide once weekly and basal insulin initiators, by age and renal function

IR per 1000 person-years Relative rate
Characteristic N Mumber of events (%) (95% Cl) (95% CI)
, o
Hypoglycaemia \O\Og\
18-64 years EQW 1513 101 (6.7) 465 (37.8-56.5) 0% 0.75 (0.60-0.95)
O\
BI 3064 262 (B.6) 616 (54.3695) o OV, Reference
" o . \\
=65 years EQW 495 48(9.7) 721 (53.2- NS 0.92 (0.65-1.29)
= \9\ . 6\\'6
Bl 952 106(11.1) 7854@M3-95@>" Reference
Nausea and vomiting ’3\\6 %".\d\x'a\‘“
18-64 years EQW 1513 257 (17.0) 6\)\6 (e}ﬁr% (114.6-146.9) 113 (0.97-1.32)
BI 3064 467 (15.2) ol 0? bc{\\‘e 115.0 (104.8-126.0) Reference
265 years EQW 495 83 {]@@‘(\\ 52 o\ 1338 (106.5-165 8) 1.45 (1.09-1.91)
BI 952 N"Hm}l A Q‘e 925 (76.9-110.3) Reference
Constipation and diarrhoea \6 S\'\‘%\(\a\u
18-64 years EQW N - oWN%7(17.0) 130.1 (114.7-147.0) 1.11 (0.96-1.30)
BI 3 P&ngé\o(\ 470(153) 116.7 (106.4-127 8) Reference
265 years Eq%\a ; 6\6\5,95 108(21.8) 1818 (1492-219.5) 1.21 (0.96-1.54)
Q(eﬁ?‘\oe\le 952 186 (19.5) 1500 (129.2-1732) Reference
. " <
Any gaslmmtsg(@“%rmqﬁ
18-64 W@QO EQW 1513 386(25.5) 2121 (191.5-234.4) 1.13 (1.00-1.28)
BI 3064 704 (23.0) 187.0 (173.4-201.3) Reference
265 years EQW 495 148(29.9) 270.1 (228.3-317.3) 1.32 (1.08-1.63)
BI 952 242 (25.4) 2039 (179.0-231.3) Reference

Diabetes Obes Metab. 2018 Apr;20(4):898-909




Similar efficacy and safety of once-weekly dulaglutide in patients
with type 2 diabetes aged >65 and <65 years

-
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Take-home Messages lli

Gli analoghi del GLP-1.:
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Analoghi del GLP-1 e Patologie Neurodegenerative

Negli ultimi anni si e assistito ad un rapido incremento nella prevalenza delle
patologie correlate all’invecchiamento, tra cui le piu comuni sono la maIaR’g@’&dl

Alzheimer (AD) e il morbo di Parkinson (PD); 60\@\)@\
\

6
6\\ \6\\
Per queste patologie ancora non si € giunti a una comple 5@«3 @?ensmne dei

meccanismi che ne inducono l'insorgenza e la prog escslqs;\'sé | conseguenza non

esistono trattamenti efficaci; S (66
c© (\\]G
0”&
A dicembre 2018, piu di 1900 tri k\ﬁ‘ m‘ie%vevano lo scopo di testare nuove
aieciin

BN
molecole per contrastare I@% @B@ per contrastare il PD (ClinicalTrials.gov);

(\6
(6\0
Un considerev 1’0 di farmaci utilizzati per il trattamento del DMT2 hanno
Q

mostratoy@%’q@n‘é neuroprotettiva nei modelli animali di AD e PD;
0‘5\\\

\oP
Tr questl farmaci, gli analoghi del GLP-1 (GLP-1As) hanno mostrato gli effetti piu
promettenti.

Batista AF et al, CNS Drugs, 2018



Trials Clinici nel PD

ClinicalTrials.gov ID: Razionale Durata
NCT03659682 Studio di fase Il con semaglutide in pazienti con PD idiopatico 48 mesi
NCT03456687 Studio di fase | con exenatide once weekly vs Placebo . hgamesi
NCT02953665 Studio di fase Il per studiare sicurezza ed efficacia di liraglutide in P(D\\a\oe\ -

%
NCT03439943 Studio di fase Il con lixisenatide in pazienti con PD precocey W N 12 mesi
\\\%4 \‘\’(}
NCT03672604 Studio di fase | per stgdlare sicurezza ‘ed efﬂcagilea\;gl\m\Yg\t} ]
in volontari sani %00 R

. e P @%\W ) )

NCTO1174810 Studio di fase Il per studiare I'efficacia dell'exengt vs placebo in 45 12 mesi
pazienti con £oe ) 0] TERMINATO

.. . . kg T A\OY .. .
NCT01971242 Studio di fase Il in dop Q\’% o %)ﬁ\exenatlde 2 mg once-weekly vs 48 settimane
< 39&?& pazienti con PD TERMINATO
" . .ﬁ\"‘ e~ .
NLYO1: potente analogo long-acting del GL\I%lx g‘{@ I agire prevalentemente a livello centrale.
&‘*P‘\f e
QQP\ \‘6(6\0 ° ° ° ° )
@P o \® Trials Clinici nell’AD
oo J?X
ClinicalTrials go@1Ds Razional Durat

inica rl%‘&@ \?é‘( azionale urata
(N\@;Eﬁ 55163 Studio pilota di fase Il con exenatide vs placebo in 57 pazienti con AD TERMINATO

NCT01843075 Efficacia di liraglutide once daily .|n .paZ|ent| con. dem.enza legata ad AD 12 mesi

moderata (previsti 206 partecipanti)

NCTO1469351 Efficacia liraglutide once daily vs p.Iacebo.su 38 pf'me'ntl con AD 26 settimane
precoce/moderato (randomizzato, in doppio cieco) TERMINATO

Modificato da Batista AF et al, CNS Drugs, 2018










Short-acting agents
(exendin-4 derivatives)

Gli Analoghi del GLP-1 (GLP-1A)

r Albiglutide g’\@‘

Half-life:
EEJ =5 days

Covalent conjugation
‘with human albumin
slows renal elimination

Half-life:
2-3 minutes

, dulaglutide, exenatide QW,

rf®dified from human GLP-1)

wearies ([ [ Half-life:
19G4 Fo
r e( domain l l =5 days
0 Covalent conjugation Purple positions in
k3 with 1gG4 Fe domain the dulaglutide molecule
\ — slows renal elimination indicate the linker region
p=]

A

Long-acting agents (alb

Poly-microspheres ey

. . Steady state
£ / achieved over
i

—___/—.
- -
=,
el

Encapsulation into microspheres
results in the slow release of
exenatide from subcutaneous tissue

Half-life:
.

C-16 fatty acid side chain
confers noncovalent binding to
albumin and minimizes clearance

rT)R itions in exen
how add c@a
acids CD ‘GLP-1

[
X @
w
o
3
o
(=
o
o

Half-life:
3 hours

Purple positions in lixisenatide molecule
show additional probe sequence, including
6 lysine amino acids, compared with GLP-1

C-16 fatty acid
(palmitoyl)

liraglutide and semagl

Hydrophilic
spacer and
C-18 fatty
di-acid Half-life:
@

=1 week

Modification of the lysine in position 26 with a spacer
and C-18 fatty diacid chain mediates strong binding
to albumin, thereby reducing renal clearance

Diabetes Metab Res Rev. 2019 Jan;35(1):e3070



Lixisenatide in type 2 diabetes: latest
evidence and clinical usefulness

Sarah L. Anderson and Jennifer M. Trujillo

Table 2. Phase lll clinical trials of lixisenatide: safety data.

AE, adverse effect.

Ther Adv Chronic Dis. 2016 Jan;7(1):4-17



Analoghi del GLP-1 nel Paziente con Insufficienza Renale

Class Medications/therapies in Primary physiological Advantages Disadvantages/adverse effects \O cacy
class action(s) o G\O
GLP-1 RA 0\0
Shorter acting * Excnatide = Glucose dependent: * No hypoglycaermia as * Frequent Gl \{Q‘Bcfpcus rl([t may be  Intermediate-high
» Lixisenatide 1 Insulin secretion monotherapy u-mstga\\ A\
| Glucagon secretion . | Weight g @n\ﬁ%
« Slows gastric emptying ani
* 1 Satety
Longer acting * Dulaglutide * Glucose dependent:
* Excnatide 1 Insulin secretion
extended-release | Glucagon secretion
* Liraglutide « 1 Saticty
* Semaglutide &
o g‘
N\% ot
NN oe®
P O
WG
@2 \2
\CallR (=~
OV . cC
\169 N

* Excellent postprandial glucose
cfficacy for meals after injeg 'L%O 3 justment/avoidance in renal -
* Improves cardmvaxcul& scase

factors 6\)\ ( e 773

* Very high cost

*pat.lycqcr%(&\ * Gl side effects, including gall bladder  High—very high
discase
* Greater T heart rate
\&alpramhal glucose excursions e+ Training requirements
mproves cardiovascular risk * Dose adjustment/avordance for so

-

factors agents in renal discase
+ | MACE with some agents (sce _
text) * C cell hyperplasia/medullary thyroid
* | Albuminuria with some agents tumours (rare/uncertain; observed in
(sce text) amimals only)
* Greater lowening of fasting glucose  * Very high cost
vs short-acting preparations
* Once weekly dosing (except
liraglutide, which is daily)

Diabetologia. 2018 Dec;61(12):2461-2498



Differences in National Diabetes Treatment Patterns and Trends
between Older and Younger Adults

Scott |. Pilla, MD, MHS,* © Jodi B. Segal, MD, MPH,*"*** G, Caleb Alexander, MD, MS, *"*%
Cynthia M. Boyd, MD, MPH,*! and Nisa M. Maruthur, MD, MHS*""
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J Am Geriatr Soc. 2019 Jan 31



Lixisenatide Treatment for Older Patients with Type 2
Diabetes Mellitus Uncontrolled on Oral Antidiabetics:
Meta-Analysis of Five Randomized Controlled Trials

Markolf Hanefeld - Rachele Berria - Jay Lin - Ronnie Aronson -

Patrice Darmon - Marc Evans - Luc Van Gaal 0\09\9
G
0\9\’
(\\
N4
Lixisenatide Placebo Mean difference \\6\\6 (@Bn -:il'lur‘mu
Eh.ldj' ar
subgroup Mean SD Total Mean SD Total Weight M random, 25% C &Q \3@ IV, random, 95% CI
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\)\.’3 < 2
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W (\g
GetGoal-M-Asla -0.78 (.88 P‘ Qafn O@ﬁ a3 155% =017 (-0.56,022) 2011 e
GetGoal-F1 -0.B8 %.g&@ %\6\—‘0 GIZJ 0.585 43 18.3% 058091, 025 212 —_—
6
eQ
Total (95% CI), 69‘ am 197  100.0%  -0.54 (~0.73, ~0.36) >
SN “pet
. QO | 1 | I
0\6 I T T 1
-2 -1 0 1 2
Heterogeneity: Taw® = 002; Chi*= 658, df = 4 (p = 0.16); F=39% Favors lixisenatide  Fawvors placebo

Test far overall effect: £ = 5.72 (p < 0.00001)

Adv Ther. 2014 Aug;31(8):861-72



Efficacia e Sicurezza di iDeglLira negli Anziani con DMT2

w Deglim  m Degludec m IGlar U100 = Unchanged GLP-1RA

A DUAL I DUAL V DUALW
100, | Oddsratio: 290 Odds raio: 572 4 [ﬁﬁﬂ o o
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Endocr Pract. 2019 Feb;25(2):144-155




Efficacia e Sicurezza di iGlarLixi negli Anziani con DMT2
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Efficacia e Sicurezza di iGlarLixi negli Anziani con DMT2
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Azioni Neuroprotettive degli GLP-1A in AD e PD
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Batista AF et al, CNS Drugs, 2018
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