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Potential indirect cardiovascular effects of GLP-1R agonists
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RCTs of GLP-1 RAs and CVD
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ELIXA
== time course of BW, SBP, HR
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= primary endpoint (MACE + UA)
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ELIXA
#. Incidence and HR for CVD endpoints

Table 2. Incidence Rates and Hazard Ratios, with Adjustment for Geographic Region, for the Primary Composite End Point, its Components, and Chher Efficacy mwg\a
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End Point Placebo (M=3034) Liisenatide [M=3034) (95 P Value
Patients Mo of Bvents/ Patients Ma. of Eventsf 6(\6 \' \ a
with Event 106 Patient-Yr with Event 104 P‘atlent '\ \\ 6\
Primary end point death from cardiovascular causes, 399 (13.3) 6.3 406 (13.4) \\6@1 (0.89-1.17) &l
nonfatal stroke, nonfatal myccardial infanction, % 6\6
or unsizble angina — no. (%) \\6 5
Components of primary end point — no.f total no. (%) \ia 2 e‘e Co
Dieath from cardiovascular causes 937394 [23.3) — Oeq}} %ﬂ.ﬁl — —_ —
Monfatal myocardial infarction 2477399 (61.9) \ 7 (B2_8) — — —
Monfatal stroke 497399 {12 b@ Q(Gg 54/406 [13.3) — — —
Unstable angina 1::5r3 @ \G 9406 (2.2} — — —
Patients with each primary end-point event — no. [']'i':-:l* (;\(\6
Death from cardiovascular causes w % [Gﬁ 24 156 (5.1) 23 0.98 (0.78-122) 0&5
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Stroke (6\.6 \a\]e 60 [2.0) 0.9 &7 (2.2) 10 112 (D.79-158) 0.54
Unstable angina ‘eQa 6‘6 10 (0.3) 0.1 11 0.4) 02 L.11 [0.47-2.62) 0.81
Secondary EI'II:| G\‘
pmve‘t of hospitalization for heart 469 [15.5) Ta 456 [15.0) T3 0.97 (0.85-1.10) 0.63
O\leure
Primary end-point event, hospitalization for heart 659 [21.7) 11.2 Bal [21.8) 111 100 (053-1.11) (.96
failure, or revascularization
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Pfeffer M et al — NEJM 2015; 373: 2247
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time course
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b heart failure (hospitalization)

F Hospitalization for Heart Failure
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-  time to first microvascular outcome
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The cumulative incidences were estimated using the Kaplan—Meier method, and the HRs using the Cox proportional-
hazards regression model. The data analyses are truncated at 54 months because less than 10% of the patients had an

LEADER observation time beyond 54 months
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Evaluation of cardiovascular outcome Results

Presented at 52"d EASD Annual Meeting, 14 September 2016, Munich, Germany
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The cumulative incidences were estimated using the Kaplan—Meier method, and the HRs using the Cox proportional-
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Evaluation of card vacl tomeR ults
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LEADER
el time to first renal outcome
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The cumulative incidences were estimated using the Kaplan—Meier method, and the HRs using the Cox proportional-
hazards regression model. The data analyses are truncated at 54 months because less than 10% of the patients had an
observation time beyond 54 months
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Liraglutide Effect and Action in Diabetes: HR: hazard ratio; MDRD: modification of diet in renal disease
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patients insulin-naive at baseline
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P severe hypoglycemia over time
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LEADER regression model using a log link and the logarithm of the observation time (100 years) as offset. Treatment, sex, region
and antidiabetic therapy at baseline included as fixed effects and age at baseline included as covariates
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b time course of BW
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time course of SBP
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Marso SP et al — NEJM 2016; 375: 1834



SUSTAIN 6
b primary and secondary outcome

Table 2. Primary and Secondary Cardiovascular and Microvascular Outcomes.
N\
Semaglutide Placebo Hazard Ragi 0\6
Outcome (N=1648) (N=1649) [95 Ige \'\
£\
no./100 no./100 . \\6\\ 6
no. (96) PErson-yr no. (%6) rw@\.a \\a
Primary composite outcome 108 (6.6) 3.24 146 (8. 9} %944 5\6 0.74 (0.58-0.95)  <0.001 for
e noninferiority;
6\)\.‘3 \16‘ 0.02 for
G(\ superiority
Expanded composite outcomef 199 (12.1) E &\ % @é 0) 8.36 0.74 {0.62-0.89) 0.002
All-cause death, nonfatal myccardial 122 (7.4) OW 66 Q( 58 (9.6) 4.81 0.77 (0.61-0.97) 0.03
infarction, or nonfatal stroke ? \e
Death &P‘ \(\6
WO, o9

From any cause o\W'ez a@ 1.82 60 (3.6) 1.76 1.05 (0.74-1.50) 0.79

From cardiovascular caysy £ \le@ 2.7) 1.29 46 (2.8) 1.35 0.98 (0.65-1.48) 0.92
Nonfatal myoca rd|a |ur"| \6 47 (2.9) 1.40 64 (3.9) 1.92 0.74 (0.51-1.08) 0.12
Nonfatal Str%éQ‘ 27 (1.6) 0.80 44 (2.7) 131 0.61 (0.38-0.99) 0.04
Hm@@\"‘} .? §nstab|e angina 22 (1.3) 0.65 27 (1.6) 0.80 0.82 (0.47-1.44) 0.49

)

o Rmsculannmn 83 (5.0) 2.50 126 (7.6) 3.85 0.65 (0.50-0.86)  0.003
Hospitalization for heart failure 59 (3.5) 1.76 54 (3.3) 1.61 1.11 (0.77-1.61) 0.57
Retinopathy complications] 50 (3.0) 1.49 29 (1.8) 0.86 176 (1.11-2.78) 0.02
New or worsening nephropathy 62 (3.8) 1.86 100 (6.1) 3.06 0.64 (0.46-0.88) 0.005

Marso SP et al — NEJM 2016; 375: 1834



SUSTAIN 6
b new or worsening nephropathy

B. New or worsening nephropathy 0\6

100 - § ¢ Hazard ratio, 0.64 (95% CI, 0.46-0.88) ‘ (@\"6
30 Events: 62 Semaglutide; 100 Placebo o

‘ 6 P=0.005 22" N
80 1

70 4
60 +
50 4
40 4
30 4
20 4

72 80 88 96 104100

Patients with an event (%)

24 32 40 48 56 64 72 B0 B8 95 104109
. \\"\\] (‘\GG Weeks since randomization

6 ? G&fumh-r of patients ot riak

0\ Semaglutide 1648 1630 1605 1580 1563 1541 1525

Placebo 1b4% 1029 1570 1343 1518 1498 1441

—— Semaglutide ——Placebo

Marso SP et al — NEJM 2016; 375: 1834



SUSTAIN 6

b retinopathy complications
A. Diabetic retinopathy complications
‘60
0\@\\
100 81 Hazard ratio, 1.76 (95% CI, 1.11-2. 780 100 Ao

;.:o: 90 - 6 - Eveﬂn%sz 50 semaglutlde 29 place @ 5\d

= 80 - 6\)\6 '\\16‘6

g 70 4 1 7. X

o 60 - , QV\\G g,ad\ —
& 50 1 PRy N2

5 40 o b e

g " \ L T T T T T T T Y T i
n 30 1 0 N\®$ t‘:o‘\@i\ 32 40 48 56 64 72 80 88 96 104109
S 20 - 65\ o

= 4 \

g 13 \06 eX®

Q(@Q &%16 24 32 40 48 56 64 72 80 8 96 104109
%\\'\\‘6 ((\0 Weeks since randomization
0 QO g.lmhcr of paticnts at risk
Semaglutide 1648 1622 1612 1595 1570 1548 1535
Placebo 1649 1636 1617 1605 1576 1558 1539

— Semaglutide ——Placebo

Marso SP et al — NEJM 2016; 375: 1834
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PRESS RELEASE — May 2016
Intarcia Announces Successful Cardiovascular Safety
Results in Phase 3 FREEDOM-CVO Trial for ITCA 630, an

e\

Investigational Therapy for T2Dl\g\g\a‘>

.

FREEDOM-CVO Phase 3 safety trial in more than 4,000 @ﬁ%g\ta\\?r'\leets Iits
primary and secondary endpoints by demonstratinge,@ \,(;@a\uired non-
Inferiority for pre-approval cardiovascular (CV ,(,s‘ia‘?etgé\\?mal data to be
published and presented at major future @g@l g@;@r?eeting.

The FREEDOM-CVO Safety Trial is the fourth and final P{]@QGS @ir‘ﬁ%al trial of the FREEDOM program. It is a
global, placebo-controlled cardiovascular outcom & VY ned to meet the pre-approval safety assessment
requirements set out in the U.S. Food and Dréx mi@is@?ation’s Guidance for Industry to evaluate
cardiovascular risk for new therapies to r@& Y labetes. FREEDOM-CVO evaluated the safety of ITCA 650
at 60 micrograms per day Vvs. place@usé' r 4,000 patients on a variety of approved standard of care
anti-diabetes therapies. The dur 65 oBe@ y was dependent on event-based outcomes, and lasted just under 3
years, reaching the target g‘%ér @ﬁ%\ardiovascular events in the fourth quarter of 2015. The average
treatment duration in F§§é 2CVO was 1.2 years. Age eligibility for the study was 40 years and older.
Inclusion criteria t{gﬁﬁ‘ t%q@a ients must have HbAlc > 6.5%, a history of coronary, cerebrovascular or
peripheral aé\t ds)slscase, or multiple CV risk factors. The primary objective was to conduct a meta-
analysi ‘\ag;;@ss FF@% OM-CVO and other phase 3 studies to demonstrate that the upper limit of the 95%
confidewrice interval of the hazard ratio of major adverse cardiac events (MACE) in adult patients on Standard of
Care for type 2 diabetes receiving either ITCA 650 or placebo, does not exceed 1.8. There were a total of 160
strict MACE events observed in the FREEDOM-CVO trial. The overall safety and tolerability data for ITCA 650
was consistent with the three phase 3 trials that have already been presented and what is documented in the
published literature for exenatide and other GLP-1 receptor agonist therapies.
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STUOI di R

EXSCEL |
wrrpetween group BW differences over time™}

-
e
957 Overall Least Squares Mean Difference (95% Cl): Exenatide \6‘0
-1.27kg (-1.40,-1.13;p<.001 - Placebo 6\0 3
N \Ca
WO AW
94 - \"‘6 @5\6

Mean Body Weight (kg)

\0\‘6

-

/

Exenatide
Placebo

Holman RR et al —

Number of Patients:

7334 6783 6452 6108
7372 6798 6378 6022

NEJM 2017; sept. 14

Study Visit (Years)

5777 4501 3464
5678 4381 3365

4
2867 2387 1581
2761 2227 1451

960
793



EXSCEL

wrmphetween group BP differences over time =

O\
136 Exen@ g\oe
o \6\
\0 N
5 ‘\z{&\a e
£ 1344 A\© \
£ oY W _
= \0 5\ 0
v 2\ 2
= & SBP
2 ‘N
g i e
o 132 Overall Least S |®D|fference (95% Cl):
S 797 -1.57 mmHa@{ &Q&p <.001
NPT
= T N (\Q
77 =
(ya _____
Q?‘ar‘a t?as{ Squares r;/lean Difference (95% Cl): DBP
26l Hg (0.04, 0.47); p = 0.020
‘\6906&?-‘?? 1 | | I I ] ] ] I
\0) 0 1 2 3 4 5
Study Visit (Years)
Number of Patients:
Exenatide 7346 6841 6502 6165 5818 4547 3489 2878 2396 1590 968
Placebo 7381 6853 6420 6074 5732 4419 3390 2785 2244 1464 804

Holman RR et al — NEJM 2017; sept. 14



EXSCEL |
whetween group HR differences over time’;®
\CA.

807 Overall Least Squares Mean Difference (95% Cl):

Exenatide _.
xenatide \6\0

2.51 bpm (2.28, 2.74); p < .001 ---- Placeb&O X
\0‘\6 @\’\0‘\6'
78 \’\.6 o\
\O

Mean Heart Rate (bpm)

. O /‘
O\QQ 0 T T T T T T T T T T T
0 1 2 3 4 5
Study Visit (Years)

Number of Patients:
Exenatide 7320 6804 6460 6119 5780 4508 3462 2861 2378 1580 961
Placebo 7351 6818 6389 6048 5700 4381 3364 2765 2230 1454 794

Holman RR et al — NEJM 2017; sept. 14



EXSCEL

fimary composite cardiovascular outcomee.

Patients with an Event (%)

Intention-to-Treat Analysis for Non-inferiority &

v

Holman RR et al — NEJM 2017; sept. 14

100 — Exenatide [839 / 7356] . \\la\ k
e | == == Placebo [905/ 7396] (2 7\
WA\
&
15
80
12 B = J
’ — .
60 g9 )
‘ gfe&%/o o) 0.91 (0.83, 1.00)
6 e o\ Fvalue (non-inferiority) <.001
40 . ‘\(\6 P value (superiority) 0.061
4] 7 T T T
20 - a\a 60 \‘6 1 2 3 4
$ 6\9 9__,}_.._-_-_*;;:'*""""—
(GQ qe‘ - = =
. de -
0qT
e( T T T T T T T T T
0 1 2 3 4
Years from Randomization
No at Risk
Exenatide 7356 7101 6893 6580 5912 4475 3595 3053 2281 1417
Placebo 7396 7120 6897 6565 5908 4468 3565 2961 2209 1366
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EXSCEL

\0\
. o\0C
Intention-to-Treat Analysis §9%%
2™ @V
,a\\ of \d\
00\ \0\\6
Exenatide Placebo
N=7356 N=7396 Marg Ra?‘lo 95% CI P value

GU" (“ <.001
839 (11.4%) 905 (12. 2%) d\ (non-inferiority)

MACE 0.91 0.83, 1.00 0.061
3.7 per 100 pt-yrs 4.0 p&r@\@% yess\Q (superiority)

229 o) e (\Q\ —_— 0.88 0.73,1.05
CV-death 3. 10/866\“ (3@5%)

e}? 0.628
Non-fatal Mi ¢ QR o8 o 470 —a— 0.95 0.84,1.09  (homogeneity

Q e@z ) (6.4%) among
%\’\\\6 ((\O components)

155 177
0\8\9%23 Jseal (2.19%) (2.4%) = 0.86 0.70, 1.07
(I) 0:5 1 1:5 é

Holman RR et al —

NEJM 2017; sept. 14
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EXSCEL
e all-cause mortality

e

i i O
Intention-to-Treat Analysis PR
\ M
100 - ‘ 966 (\3‘\\
| Exenatide [507 / 7356] é\@‘ ,0.976\\'&
"1~ — — - Placebo[584/7396] ‘G~ \N o o\
80 15 - %OO\ ‘\d\\a\\
_ HR (95% CI)  0.86 (0.77, 0.97) 6\\6 22
S 12 P value 0.016 O\ ex©
= o) A\
: g
.‘%’
%)
o
%\\\\16? el QO
0‘\69 0 1 2 3 4 5

Years from Randomization
No at Risk

Exenatide 7356 7304 7234 7028 6433 4991 4095 3518 2698 1726 907
Placebo 7396 7344 7278 7058 6470 5019 4091 3478 2666 1695 892

Holman RR et al — NEJM 2017; sept. 14



EXSCEL

SEy Summary of results

EXSCEL met its primary safety hypothesis \abe\o\ocs\a.
— MACE-3 HR 0.91 (0.83, 1.00), p<0.001 for non-inferg\g\g@yﬁ’?&\@:\\
EXSCEL did not meet its primary efficac%olayg‘)@@@%is
— MACE-3 HR 0.91 (0.83, 1.00), p=0.06616\§@§%\?é@e?i%rity
Secondary outcomes were g\wi;%et@ﬁ\f’with the primary outcome

— All-Cause Mortality: HR 8?\3&2?5@/%\ 1 0.77, 0.97), p=0.016
eCardiovascular De%%h;-,\ I (\@.Qé\% (95% CI 0.76, 1.02), p=0.096
S

A\
-Fatal or Nonégg@éjew@cardial Infarction: HR 0.97 (95% Cl 0.85, 1.10),
\§ S
p=0. 625\,{\@@( o

1Y)
-Fag@or Non-Fatal Stroke: HR 0.85 (95% CI 0.70, 1.03), p=0.095

eHospitalisation for Acute Coronary Syndrome: HR 1.05 (95% CI 0.94,
1.18), p=0.402

eHospitalisation for Heart Failure: HR 0.94 (95% CI 0.78, 1.13), p=0.485
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= REWIND
e Baseline characteristics

» 9901 participants, In 2 years
* mean age 66 yrs \ et
* 46% women

WO O{\ i
- mean gtitation of diabetes 10 yrs
\Cagi\

(GQa \\e(e
RN A NG 4
\\) \\

g\aQO‘f’\rr?é‘Jn baseline HbAlc 7.3%

« 31% prior cardiovascular disease

Gerstein H et al — DOM 2017



Dulaglutide
e phase 1I/111 trials: CV safety

1 .
— Al Comparators
—————— All_Dulaglutide e
P-Value: 048 '6\6 (&
E HR (adjusted 98.02% CI1). 0.57 (0.30, 1.10) A\
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UNSVERSITK doghs STUDI di ROMA
TOR #I GATA

Cardiovascular safety of albiglutide
INn the Harmony programme

Albiglutide All co
(252) ook
Sex \‘0(\ra 6‘\\,‘3\\6'
’x@ =\
_ Men ]. N @ 1364 (53%)
meta-an alySIS of Age at randumlsatlmb@eﬁ%) (\\13(855 8 (10) 56-0(10)
8 P hase 3 and Ethnic {:rlg|6$\ eC 6\
1 p h ase 2 b tnal S I‘&@k&&mg@?fh ItE 1109 (44%) 1181 (46%)
% 584 (23%) 691 (27%)
\“O (\
2\ 0 423 (17%) 349 (14%)
‘6\96 \16(6 MNon-Hispanic African 354 (14%) 313 (12%)
(@Qa \‘6(6\6 American
‘5\&\\‘62‘ {\06 Other C4 (2%) 49 (2%)
0‘\6 © Weight (kqg) 90.5 (20-9) 91.1(21:1)
BMI (kg/m?) 323 (5-9) 324 (5-7)
Diabetes duraticn (years) 8.3(6:3) 8.2(6:2)
Hb,, (%) 8.2% (0-91%) 8.2% (0-BB%)

Fisher M et al — Lancet Diabetes Endocrinol 2015




Time to first MACE

TOR VERGATA
with albiglutide versus all comparators
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Fisher M et al — Lancet Diabetes Endocrinol 2015
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'(O ‘ega 5 Crescent Drive
?LO$ é\Q Philadelphia PA

LA\ 19112

> '\(\
TANZEUM (albiglutide) Dli(‘%ma‘@ﬁ www.gsk.com

On July 26, 201? G n M@a plans to discontinue the manufacturing and sale of
TANZEUM ( albq and 50 mg for injection) by July 2018.

Thls @‘ ﬁ\gfemsmn for all of us at GSK. Given the availability of multiple
ent optio

ns for patients with type 2 diabetes, it has become harder and harder to
ake the |mpar:t we anticipated for patients. We believe patients can be well served by other companies that
offer alternative treatments and also have ongoing investments in patient education and support services.






SID POSITION STATEMENT
Societa ltaliona

di Diabetologio Farmaci ipoglicemizzanti, malattie cardiovascolari e ren\@li

0o

Box 1 - Al momento attuale i farmaci ipoglicemizzanti che posseggono documentati ?\gwﬁ?\}ggr‘wovascolan
sono metformina (prevenzione primaria), empagliflozin, liraglutide e pioglftgkzg&eaﬁz?ﬁg@’b%e secondaria).

O™ o\~

Box 2 - ['associazione di empagliflozin e liraglutide potrebbe ess%(ewfv?%%?g@% opzione terapeutica per i
pazienti con pregressa malattia cardiovascolare, ma sonq}g&%?c&g@ﬁft%ﬁorf evidenze al riguardo.

\ © \ S '
Box 3 - In pazienti con pregressa malattia @@@?\5@!@9@ la terapia ipoglicemizzante dovrebbe includere
empagliflozin oppure liraglutide U%@%&@Mn buon controllo glicemico con la terapia in corso.

O o0
Box 4 - Sembra prudente %@%BE\\%@Q@M necessariamente estendibile ad un’intera classe quanto osservato

con una singola mo,éqeb% rqgﬂ&‘nbru ragionevole considerare possibile un effetto classe a meno che non ci
siano eviderg@@g @\\Q@%hmo. Nel caso specifico, I'effetto classe degli agonisti del recettore di GLP-1 é
nega @éﬁ‘)‘a&q}uﬁ%ﬁone complessiva dei risultati degli studi ELIXA e LEADER, senza che questo escluda che
BaNefici cardiovascolari potrebbero essere osservati negli studi in corso con exenatide (EXSCEL), dulaglutide
(REWIND) e semaglutide (SUSTAIN 6). L’effetto classe degli inibitori di SGLT-2 non puo essere stabilito con
certezza fino a che non saranno disponibili i risultati degli studi in corso con canagliflozin (CANVAS) e
dapagliflozin (DECLARE).
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abetes and es\tgbﬁ\%\lmﬂ‘ athero-
sclerotic @ﬂ?ﬁcular disease,
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o BE sidered as they have been
(6Q2\<a§e\e;§ﬁﬂwn te reduce cardiovascular
SN2 a®  and all-cause mortality when
¢ added to standard care. Ongoing
studies are investigating the cardio-
vascular benefits of other agents in
these drug classes. B
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1 INDICATIONS AND USAGE
VICTOZA 15 indicated:

e asan adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus,

¢ to reduce the risk of major adverse cardiovascular events (cardiovascular death, non-fatal \og\
myocardial infarction, or non-fatal stroke) in adults with type 2 diabetes mellitus ﬂt%\%ﬂ% 1shed

cardiovascular disease [see Clinical Studies (14.2)]. d\ 6\\
RCP, Riassunto delle Caratteristiche del Prodotto — sito FDA ag@ @g@&? ad 0872017
600
Nuovo RCP e\ eas\
4.1 Indicazioni terapeutiche 6(30 ‘\\13‘
e 0
O“\ 6\
Victoza e indicato per il trattamento é | agféﬂl da diabete mellito tipo 2 non adeguatamente
controllato in aggiunta alla dieta 8@%9 e&g\@i fisico
% 0(\

¢ cCOme monotera &aq ﬂ@% 'uso di metformina e considerato inappropriato a causa di
intolleranza o& Q\@dﬁcazmnl

*in ag%ym%&d ﬁﬁfrl medicinali per il trattamento del diabete.
o
Per i risultati degli studi clinici rispetto alle combinazioni, agli effetti sul controllo glicemico e agli
eventi cardiovascolari e alle popolazioni studiate, vedere i paragrafi 4.4, 4.5 e 5.1.

RCP, Riassunto delle Caratteristiche del Prodotto — sito EMA aggiornato al 14/09/2017
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Conclusioni

J
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O\OCS\&'

Gli agonisti dei recettori GLP-1 hanno digm;{%trato
di non esercitare effetti malefici sp\l\g@%@’ CV
Alcuni di essi (liraglutide e serg@g@m@e) hanno
dimostrato, anzi, di ridurrg ‘jgls?é’

] . @ )
cardiovascolare, mfag{;oa,zlaatéfs
Il beneficio cardi&@%g@&%re e evidente soprattutto
nei soggettg\ggtt@%%gressa malattia
cardiovgschlare
Il posifiont statement della SID (1 anno fa) e

g\a‘iq’alﬁfﬁo del’ADA raccomandano empagliflozin e

liraglutide In pazienti con pregressa malattia
cardiovascolare



| farmaci iniettabili prescritti per la cura del
diabete

— ) R
Agonisti recettore GLP-1 500\ \(\;\,\0\\ @7
Insulina umana regolare \156\\6 (665 1,2

: \ © A\ P
Insulina umana NPH -X(Oﬁ RS 0,3

: : ?\O\ eg\\)‘

Insulina umana premiscelata . P*? ‘,\‘\(\3\ 0,2
| W e O
Analogo prandiale dang;\O(\ 18,9
Analogo int %@@‘ ey 1,7
nalogo interm :

0 n‘ég \16‘6

N (-\06
Ar]alggé\ agath 18,6
o
Analogo premiscelato 3,0

Agonisti recettore GLP-1 ancora meno del 2% dopo 7 anni dal lancio
Osservatorio ARNO Diabete CINECA-SID - 2014



| farmaci per la cura del diabete piu prescritti

Metformina 60,8 Pioglitazone ‘ 2,1
Insulina glargina 14,6 Vildagliptin/metformina, (\-a(‘)‘\&;\\elu\\ 1,8
Gliclazide 11,0 Insulina lispro prq@%a@s\g\\ 1,7
Gliblenclamide/metformina 10,8 Insulina aspg@cprq@i@elata 1,7
Repaglinide 10,3 Ins)g&ga‘ahsgﬁg &emlscelata 1,3
— ) O~ (W~
Insulina lispro rapida 8,5 Q@rarq\lq,ﬁﬂe 1,2
Glimepiride 8&*(0“‘ @%@U\I’ina umana rapida 1,2
Insulina aspart rapida ‘mQ?\V3a\e StY Glibenclamide 0,8
Insulina detemir '“\N\Ot\\v 0(\9\\ Vildagliptin 0,7
Sitagliptin/metforminzil w do \30("\0 3,3 Linagliptin 0,6
Insulina quhsmapga‘ \6 3,2 Linagliptin/metformina 0,6
AcarbosLo\\rb\) (\03 3,0 Saxagliptin 0,5
- - U‘ -
P|@g’@@80ne gmetformma 2,5 Exenatide 0,4
Sit‘égliptin 2,5 Insulina umana NPH 0,3

Nuovi farmaci ancora poco prescritti

Osservatorio ARNO Diabete CINECA-SID - 2014



LEADER
e changes in eGFR (MDRD)

85 - o
80 - . \\a\\")

. 6 .
. AN
& T o==

Mean eGFR
(mL/min/1.73 m?)

65 - \C4
60 A 6\) g(\\l Placebo
t 36 months: 1.02
gg i ?\Ogi I%3’95*?.«::. Cl (1.00; 1.03)
g =0.013
S \Dx? o ’b\e | P | |
ol
0 5\\“ 1%6 24 36 48
Number of patients ~ _«2 6 e(
Liraglutide 4 Co él'&@g 4288 4031 3806 812
Placebo %\]6( 4356 4237 3911 3634 755
e o
o> <

% S

¥
Estimated means + standard error. Change from baseline to last assessment analyzed using a linear mixed model for log-
transformed assessment accounting for repeated measures. Analyses truncated at 48 months as <10% of patients had a
measurement at visit at 60 months

LEADER Cl: confidence interval; eGFR: estimated glomerular filtration rate; ETR: estimated treatment ratio; MDRD: Modification of

Liagltide Effctan Actonin Diabets Diet in Renal Disease

Evaluation of cardiovasc I tomeR ults

Presented at 52" EASD Annual Meeting, 14 September 2016, Munich, Germany



	Diapositiva numero 1
	Diapositiva numero 2
	Diapositiva numero 3
	Diapositiva numero 4
	Diapositiva numero 5
	ELIXA��Lixisenatide vs. placebo �on top of background treatment �in subjects with recent ACS
	Diapositiva numero 7
	Diapositiva numero 8
	Diapositiva numero 9
	Diapositiva numero 10
	LEADER��Liraglutide vs. placebo �on the top of background treatment in subjects with previous CVD or CKD�or high CVD risk
	Diapositiva numero 12
	Diapositiva numero 13
	Diapositiva numero 14
	Diapositiva numero 15
	Diapositiva numero 16
	Diapositiva numero 17
	Diapositiva numero 18
	Diapositiva numero 19
	Diapositiva numero 20
	Diapositiva numero 21
	Diapositiva numero 22
	Diapositiva numero 23
	Diapositiva numero 24
	Diapositiva numero 25
	SUSTAIN 6��Semaglutide vs. placebo�on top of background treatment�in subjects with previous CVD�or high CVD risk 
	Diapositiva numero 27
	Diapositiva numero 28
	Diapositiva numero 29
	Diapositiva numero 30
	Diapositiva numero 31
	Diapositiva numero 32
	Diapositiva numero 33
	Diapositiva numero 34
	Diapositiva numero 35
	Diapositiva numero 36
	FREEDOM  CVO��Exenatide Once Yearly vs. placebo�on top of background treatment� in subjects with previous CVD �or high CVD risk
	Diapositiva numero 38
	EXSCEL�� Exenatide once weekly vs. placebo�on top of background treatment� in subjects with previous CVD �or high CVD risk
	Diapositiva numero 40
	Diapositiva numero 41
	Diapositiva numero 42
	Diapositiva numero 43
	Diapositiva numero 44
	Diapositiva numero 45
	Diapositiva numero 46
	REWIND��Dulaglutide vs. placebo�on top of background treatment� in subjects with previous CVD �or high CVD risk
	Diapositiva numero 48
	Diapositiva numero 49
	Harmony CVOT��Albiglutide vs. placebo�on top of background treatment� in subjects with previous CVD �or high CVD risk
	Diapositiva numero 51
	Diapositiva numero 52
	Diapositiva numero 53
	Che dicono le linee guida?
	Diapositiva numero 55
	Diapositiva numero 56
	Diapositiva numero 57
	Diapositiva numero 58
	Diapositiva numero 59
	Diapositiva numero 60
	Diapositiva numero 61



