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Arrows indicate the number of years of life lost incurred at specific ages by men or women with diabetes but without a history of vascular disease
CV, cardiovascular
Emerging Risk Factors Collaboration. N Engl J Med 2011;364:829-841



Association of Type 1 Diabetes vs Type 2 Diabetes Diagnosed During Childhood and
Adolescence With Complications During Teenage Years and Young Adulthoqgg\

JAMA. 2017;317(8):825-835. doi:10.1001/jama.2017.0686 \06
Type 1 Type 2 \0 6
Age-Adjusted Age-Adjusted a 0 \'a\
Complication and Prevalence, Prevalen (\ 6
Race/Ethnicity Category No. Denominator % (95% ClI)? No. Denominator 6
Diabetic kidney disease 89 1541 5.8(4.6t07.4) 44 221 \ ‘,@
Non-Hispanic white 59 1177 5.2(3.9t07.0) 6 64 6\6
Minority 30 364 8.0 (5.3t011.9) 38 ‘.Ea\4 (18.2 t0 31.9)
Retinopathy 71 1710 5.6 (4.4t07.0) 0267 D(G 9.1(6.3t012.9)
Non-Hispanic white 54 1297 5.5 (4.2 to 7@\) (\b‘v 3.7 (1.4 t0 9.9)
Minority 17 413 5.7 (3. \p% 195 11.2 (7.3 to 16.7)
Peripheral neuropathy 110 1720 ( 5@ 1to %@0 58 265 17.7 (13.6 to 22.7)
Non-Hispanic white 82 1310 g’b (é 14 71 15.7 (9.1 to 25.6)
Minority 28 @ & 1t012.7) 44 194 19.6 (14.5 to 26.1)
Cardiovascular autonomic 1 76\Q615 \(\a 14.4 (12.5 to 16.6) 43 252 15.7 (11.7 to 20.6)
neuropathy Q
Non-Hispanic w 6% 155(\61 15.2 (12.9t0 17.7) 18 66 25.6 (16.6 to 37.4)
Minority \:a (6 12.3 (8.91016.7) 25 186 12.7 (8.6 to0 18.3)
Q ness \‘G 1625 11.6 (9.8 t0 13.6) 107 205 47 .4 (40.3 to 54.7)
@‘I\%lte 94 1242 10.2 (8.4t0 12.4) 21 60 30.7 (20.0 to 43.9)
\’\‘a Q 43 383 15.4 (11.5 to 20.3) 86 145 55.4 (46.8 to 63.7)
ertension - .6to1l. , .1 to 26.
(\Glyp 141 1743 10.1 (8.6t0 11.9) 66 272 21.6(17.1 to 26.9)
0\®Q ? 6 Non-Hispanic white 100 1325 9.5 (7.8 to 11.5) 16 72 20.0 (12.5 to 30.6)
Minority 41 418 12.2 (8.9t0 16.4) 50 200 22.4 (17.1 to 28.9)

3 Logistic regression model estimates set age = 21y for type 1and type 2 diabetes.
P pvalues from age-adjusted logistic regression models.

€ Hosmer-Lemeshow goodness-of-fit test P < .05; indicates poor model fit.




HbA . levels below the diagnostic threshold for Diabetes

: : . . : : \O
associate with an increased risk of cardiovascular d |s.ea%g\o\°g
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Comparison of HRs for CHD by long-term average concentrations
of fasting blood glucose, total (and non-HDL) Cholestero!)g\and

systolic blood pressure \,&ne\?&
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Pre-Diabetic Conditions:
Risk of Cardiovascular Disease

Meta-analysis of 18 clinical trials evaluating the risk of CV disease among patlents \@G’Q
fasting glucose and/or impaired glucose tolerance

O‘.O

o

mpaired

Sty
I

Tai 2004

MEMeill 2006: Man
McMNeill 2006: Wormen
Rijkalijkhwizan 2007
Fankow 2007

Liu 2007

Wang 2007: Men
Wang 2007 Woman
Wang 2007

Lenitzky 2008: Man
Lewitzky 2008: Women

Charall (I-squared = 0,

Redative

risk (957 C)

129 (1.10,

1.28 (0.88,

—- 1253.:050

A%, p o= 0437

-— 1::-5(?\
— 80,

d'iJ (o

e

1.25 (0.85,
128 (1.05,
1.08 (0.89,
- 1.37 (0BT, 2.16)
0.8y (D67,

)

Weight

431
1565

1.83)
1.57)
16.95
3.06
0.50
2594

159, 460
d@\e o\
ﬁ\

28 100,00

1.31)

1.12)
1.51)

5

0\6Q

‘0\' 1.5 e@o" 2.5

Imp@qe@? stiNg glucose

Stuedy

D C;\e\’a ‘

Ralative

risk (25% CI)

1.34 (1.12, 1.60}
- 1.28 (0.88, 1.86)

- 0.63 (0.57, 1.51)

Owverall (sguared = 0.0%, p = 0.512)

1.27 (D.86, 1.88)

——--— 1.14 {0.75, 1.72}

(@%w 2007 —-—— 0.83 (0.59, 117}
Q Wang 2007* — 1.20 (077, 1.86)
Barr 2007 :# 1.20 (0,70, 2.20)
Chien 2008 —— 1.20 (0.80. 1.79)

1.20 (1. 07, 1.34)

Waeightl

40,259
915
5.40
£33
T.da
10.94
&_59
3
.90
100,00

T T
25 5

.I L
i 15 225 55

Impaired glucose tolerance

6\\\\‘ @gﬁl’\ types of pre-diabetic conditions increase the risk of CV disease
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Source: Ford ES et al. JACC 2010;55:1310-1317




Early onset Type 2 diabetes is associated with higher rates of "
diabetes-related mortality compared with standard onsetbe»\o\Og
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Future mortality: Early detection and treatment of Type 2 diabgtes

IS predicted to reduce the rate of CV events, including mgg\t&rﬁy
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Herman WH, et al. Diabetes Care 2015;38:1449-1455



Serious complications of T2D are
present at diagnosis
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Complication D *g@@@%%)*
_An¥ complication 600\06 SOV 50
Retinopathy 66\\6‘\13@ 21
Abnormal ECG ed\)& 3 He\ 5
Absent foot pulses (>2) and‘/aQo@C%@ﬁic feet
Impaired reflexes and{gu@% @e;sg vibration sense 14
Myocardial mfg&@z\?g&g\ﬁ claudication
Stroke/trasdent jsefiaemic attack ~2-3
9\6 (5\
A SN ~1
.\,\"\\]9 6\16

.00 < <\0
0\6Q ?6 *Some patients had more than 1 complication at time of diagnosis

Adapted from UKPDS VIII. Diabetologia 1991;34:877-890



Early and sustained proactive glycaemic
control is important: 20- and 30-year follow- ,&O\o@@’

up results 5%
UKPDS original results: 10-year post-tri f@n\v-ug a\‘\6‘
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In type 2 diabetes, improved
glycaemic control reduces
the risk of complications

*P<0.05; intensive vs. conventional treatment.
UKPDS, United Kingdom Prospective Diabetes Study.
Adapted from Holman RR et al. N EnglJ Med 2008; 359: 1577-1589; UKPDS 33 Study Group. Lancet 1998; 352; 837-853.



Effect of intensive glucose control on (A) Primary kidney outcome, its
components, and microalbuminuria. (B) Regression of albuminurig}"\’a'

A

More intensive
glucose control

Less intensive
glucose control
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Primary kidney outcome 761 (1-2%) 865 (1-6%) QM(O 72-0-88)
End-stage kidney disease 113 (0-2%) 143 (0-2%) \ 0-61 (0-26-1-44)
Renal death 18 (0-0%) 22 (0-1%) 0-77 (0:41-1-46)
eGFR <30 mL/min per 1-73m’ 175 (0-3%) 149 (0-3%) 116 (0-93-1-44)
Macroalbuminuria 509 (0-9%) 603 (1-2%) 0-74 (0-61-0-90)

Secondary outcomes

Microalbuminuria 2121 (5-2%) 2210 (6-3%) 0-90 (0-84-0-95)

A\

r O~ T 1
0-25 d\)\‘ é@ 1.00 2-00
_>
(6 Favours less intensive
glucose control

more intensive

g'a(o g@ glucose control

More mtensuv?\ Less i
glucose

O(\\a )

%@ 603 (1-2%)
2.0%)

332 (18-1%)
or normoalbuminuria
Microalbuminuria to ?@Duml 1430 (13-0%)
Mamtenance of g umi 7004 (75-5%)
: \\\‘ . Ge\‘e 0-25 0-50 1.00 2.00
<+ S

Favours more intensive
glucose control

&\Q

control

Hazard ratio
(95% Cl)

Secondary albuminuria outcomes
Macroalbuminuria to normoalbummurl&@
Macroalbuminuria to mlcroalbu

<>

1-01 (0-61-1-66)
1-23 (1-03-1-48)

1.15 (1-03-1-28)
1.16 (1.08-1-25)

1176 (10-7%)
5785 (72-4%)

<
<>
<>

Favours less intensive
glucose control

The Lancet Diabetes & Endocrinology DOI: (10.1016/S2213-8587(17)30104-3)
Copyright © 2017 Elsevier Ltd_Terms and Conditions
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Prevention or delay of progression of microvascular

complications may help reduce CV risks

1 microvascular disease state
2 microvascular disease states

3 microvascular disease states
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INncidence Rate of CHD Events: The role of microvascular

D
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Avogaro et al Diabetes Care. 2007



ABCs of Individualization in Patients With T2DM:
Factors to Consider When Selecting a Glycemic Targ&f"
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* HbAlc -::@@ ﬂ)‘?most individualizationis key

— Tlg{‘l&_\? ets (6.0%-6.5%) for younger, healthier patients

Oerngéha rgets (7.5%-8.0%) for older patients, those with comorbidities,
those prone to hypoglycemia

Inzucchi SE, et al. Diabetologia. 2012;55(6):1577-1596.



Diabetes Mellitus:
Change in Glycemic Control Over Time

oo

United Kingdom Prospective Diabetes Study (UKPDS) 49 \6\06‘?

4,075 patients with DM randomized to diet alone, insulin, sulfonylurea, or metfay
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T2DM Control Is Not Durable 9
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Bloomgarden ZT. Diabetes Care. 2007;30:174-180.



Patients with Comorbidities are Frequently
Overtreated
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Comorbid Patients frequently receive
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Daily glycemic variation (mmol/L) with worsening type 2 diabetes
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Patients with type 2 diabetes in nursing homes
frequently have many comorbidities
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Gadsby R, et al. Diabet. Med. 2011;28:778-80.



Treatment in Comorbid Diabetic Patients can be
Problematic
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Al momento la terapia € la seguente:

X\

Rocefin 1 g
Zaroxolin 10 mg
Renagel 800 mg
Dilatrend 6.25 mg
Mimpara 60 mg
Eskim 1000 mg
Lasix 500 mg
Aprovel 150 mg
Metocal 1250 mg
Foznol 1000 mg
Calcitriolo 0.25 mcg
Adalat crono 30 mg
Pantoprazolo 20 mg
Cardioaspirin 100 1
Selectin 40 I_‘LIE @ 0(\9
Motilex O. (\

O

Zylori &Zepg &%

STy

}T
Géqtﬁn esan TT‘S 2 cerotto

eorecormon 10,000 1T
Cardura 4 mg
Catapresan 300 mg
Insulina Humalog
Insulina Humalog
Insulina Humalog
Insulina Lantus

PNQQ@EDOI " 56
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somministrazione ore 14
cp ore 8

cp X 3 (ore 8§-14-18)
cp X 3 (ore 8-14-18)
cp ore 8

cp ore 8

Y5 cp x 2 (ore 8¢ )6\\6
lcpx2 {Dled )

1 cp ore @@1%

e

ok

1 cpx@ (Ore

‘b‘g@ 2 (ore 8 € 18)
P ore 14

1 cp ore 22

1 cp a pranzo

Y5 ¢p a giorni alterni

XKW gtt la sera al bisogno

1 somministrazione e.v. a.b.

a giomi alterni (somministrato ieri)

1 applicazione/settimana (sostituito 16/09/2010)
1 somministrazione ogni 5 die (somministrato il 20/09)
1 cp al bisogno

1 cp al bisogno

6 U a colazione (secondo stick pre prandiale)

11 U a pranzo (secondo stick pre prandiale)

12 U a cena (secondo stick pre prandiale)

14 U ore 22



Biderectional association between hypoglycemia and

dementia N
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Asymptomatic episodes of hypoglycemia may go

unreported 6\0\0‘3\6'
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Diabetes increases the risk of hypoglycaemia in patients with chronic kidney
disease

Risk for hypoglycaemia of varying severity and adjusted incidence rate ratio classified by presence or abse-‘oré@\.Q(D and
diabetes 0\6
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Moef MF, et al. Clin J Am Soc Nephrol. 2009;4:1121-7.



Association of hypoglycemia and cardiac ischemia.
A study based upon continuous glucose monitoring
and ECG monitoring

(Desouza et al; Diabetes Care 26: 1485, 2003)

Total episodes

Episodes with ¢akdiac

-T-

Episodes with ECG

p&tii abnormalities
Hypoglycemia 54 " 1(_) ) 6
Asymptomatic 28 - 2
Symptomatic 20 . 10 4
Normoglycemia . - ) 0 0
Hyperglycemia i _ 59 1 0
Glucgse incréase >100 50 9 5

mginlh




Many Current Antihyperglycemic Agents Result
in Weight Gain Over Time e,\O\o@
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The Patient who needs Combination Therapy: Data from 15 RCT
(Phung et al. DOM 2014)
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Mean age: 48-63 égeé?(éa%
NI e
HbALc: 7:2°9.89%

2

. © oS
Mean duration.effiabetes: 1.6-4.1 years
(\QG\O 'g\(\a



Rationale for Combination Therapy

6,\0\0@
1. Complementary Action between DPP-4 Inhjaka\t%\{ ahd
Metformin (@7 s\d\
506\6\69;\6<\6\\
2. Evidence for the Direct Effec?§ efa‘Brmm on GLP-1 Level
and,B a&cd\ﬁlty
\]Oga( 9\9‘6
3. The |nhlbl§>@&ﬁ\eﬁ§f®8% of Metformin on DPP-4 Activity.
0 @66‘6\00
4. U Q@SI@BI\C% of GLP-1 Receptor Expression by Metformin in
\“ ac® Pancreatic Islet B-Cells.
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Clinical trials demonstrating the additive effect on glycemic control of combination

therapy with vildagliptin and metformin.
(redrawn from Dotta et al. 2012 )
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A Primary End Point \'0 . qe
Hazard ratio, 1.00 (95% Cl, 0.89-1.12) Q ) (\
__ 147 p<0.001 for noninferiority = ratio, @.96 r boundary of the
& 12—| P—0.99 for superiority g -sided =2 Cl, 1.16)
o E Placeb
;E 10 2-yr Kaplan—Meier rate: Saxagliptin % 2 aceAlo ot
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i g Placebo, 7.2% 2 §
r= = o
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2 67 ‘N T T 1
2 18 24 30
e \O &
T Placebo =
s S '
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o . ; ; —8O @) \ : . ,
0 130 360 540 2% \A‘goo e 18 24 30
Days . O(\ Months
No. at Risk \'a Q No. at Risk
Placebo 8212 7983 7761 (@ 485 G 51 Placebo 2679 2299 1891 1375 805 286
Saxagliptin 8280 8071 7836 6 3 4 847 Alogliptin 2701 2316 1899 1394 821 296
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A Primary Cardiovascular Outcome

D., Ph Lel S. Engel, M.D., Jyotsna Garg, M.S.,
%\ ith D. Kaufman, M.D., Joerg Koglin, M.D.,
. Lachin, Sc.D., Darren K. McGuire, M.D., M.H.Sc.,
., Eberhard Standl, M.D., Ph.D., Peter P. Stein, M.D.,
X awanshi, Ph.D., Frans Van de Werf, M.D., Ph.D.,
MPeterson, M.D., M.P.H., and Rury R. Holman, M.B., Ch.B.,
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1004 Placebo
g 80+ Sitagliptin
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5
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z Hazard ratio, 0.98 (95% Cl, 0.89-1.08)
40 P-0.65
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o Jl_dl—’l-"—‘f_f‘_.f__-a‘-—_’l—dl
0 4 8 12 18 24 30 36 42 48
Month
No. at Risk
Sitagliptin 7332 7131 6937 6777 6579 6386 4525 3346 2058 1248
Placebo 7339 7146 6902 6751 6512 6292 4411 3272 2034 1234



Incidences and risk ratios for adjudicated MACE* and Its

100.0

: .. \O*
individual components 002
R\
c\\Q \'\‘b'\&
N é\d\\a
Vildagliptin Comparators M-HRR
n/N (%) n/N (%) (95% ra\\‘ 6@
MACE com ' ' 69 %\ el
posite endpoint 83/9599 (0.86) 85/7102 (1.20) \\‘3 E‘S%((m =1.11)
Myocardial infarction 38/9599 (0.40) 35/7]@28.49)6\ S 0.87 (0.56-1.38) o
09 o
g‘a e\
Stroke 24/9599 (O-Zﬁﬁ\\lo \éﬁhgz (0.35) 0.84 (0.47-1.50) e
P ™
CV death c&@@%} (\@2@) 28/7102 (0.39) 0.77 (0.45-1.31) e
6‘6\6 \‘6‘6\0 0.01 0.1 1.0 10.0
(GQ 6\3 Vildagliptin better Comparator better
oB° P
O\@Q ?G(

*MACE, major adverse cardiovascular (CV) events—non-fatal myocardial infarction, non-fatal stroke or CV death
Vildagliptin = 50 mg qd/bid; M-H RR, Mantel-Haenszel risk ratio
Adapted from McInnes G et al. Poster no 891 presented at the 50t EASD Annual Meeting, Sep 15-19, 2014, Vienna, Austria.



Hospitalisations for heart failure, DPP-4i class effect?\og\a'
Combined analysis

e\©

20
OV N
PP
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‘ 6\ L AN
SAVOR TIMI 289 (3.5%) 228 (2.8%) | (@ !‘ (@5(1.07,1.51) 0.009

(n=16,492) (..eé A\ e
EXAMINE 106 (3.9%) 89é§9‘%) (eg'a 1.19 (0.89, 1.58) 0.238
(n=5380) 5 0% A\°©
TECOS 228 (3.1%) QO ' La®\(3.1%) 1.00 (0.83, 1.20) 0.983
(n=14,671) ‘ P\(\g N O(\g

%).0% | 546 (3.0%)
COMBINED ANALYSIS | 623(3%%) <\ 0%

Presented at ADA2015 on June 8™, unpublished data




VIVIDD met it’s primary efficacy endpoint (non-inferiority for LVEF change) - all CV events

were adjudicated for VIVIDD \O
,\O\OQ»
.2 0%
SO
RO\
P 6\’\3\
- Nl
o NA\CANP ()
E Any adjudicated event O(.;\éﬂz‘<8(\@\\ 31 (24.8) 0.646
= 96 2°
@ 6\\ . G‘G
E \\\)\6 nf‘\\‘
£ cv &\ Sv 7(5.5) 4(3.2) 0.377
= Q S g@
S XY . @
= N
E \e 23 (18.0) 22 (17.6) 0.939
%
= hHF 13 (10.2) 10 (8.0) 0.552
Vildagliptin *P values were based on CMH test (or Fisher exact test if 25% of the expected frequency is

Il Placebh« <5)

oWy ¢
Krum H et al. No significant difference in risk of heart failure hospitalization with vildagliptin in diabetic patients with systolic chronic heart failure: VIVIDD study. Poster presented at the 74t
Scientific Sessions of the American Diabetes Association (ADA), June 13-17, 2014, San Francisco, CA, USA
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Risk of hospitalization for heart fallur(gé‘i%\ﬁétlents

with type 2 diabetes newly treat\ee\ }%ﬁ\i@@?\DPP-4
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Sulph®nylureas (reference) 1.000 1.000
Glitazones 0.926 (0.807—1.063) 0277 0777 (0.635-0.950) 0.014

DPP-4 inhibitors 0751 (0.630-0.895) 0.001 0.642 (0.510-0.808) =0.001
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INTERVAL: randomised study with individualised treatment targets Og\a
e\o\
 INTERVAL: INdividualised Treatment targets for EldeRly patients with type 2 diabetes usmé\ \@lh\Add on
or Lone therapy o (3\’\a
N\ N
\\6 ' 3@
0\\
* With unique per-patient, investigator-defined HbA,_ targets, based o%é(h\%al Jg(ﬁément
N\ XS e
\)\36 W©
al) s
- ,
Patients on
stable OAD
treatment (1:1)
Week -2 R e ‘ Week 24
\\ : :
L Screemrg@ﬁ?od \2 Double-blind treatment period
\’\\\‘ \()G\l

) o° < <
\o¥ ol

*Patients with T2DM, 270 years old; Patients who were drug-naive or on other background OAD therapy received vildagliptin (50 mg) twice daily; patients on sulphonylurea
monotherapy received vildagliptin (50 mg) once daily; *Vildagliptin is indicated as monotherapy in patients inadequately controlled by diet and exercise alone, and for whom metformin
is inappropriate due to contraindications or intolerance?

OAD = oral antidiabetic agent

Strain WD et al. Lancet. 2013;382:409-16



INTERVAL Study: Baseline Data

Wildagliptin Placebo
(m=139) (M=1=29)
Age (years) 75-1 (4-3) 74-4 (4-0)
Range FO-0—oy .0 FO0—8E09.0
% e F2(52-5%) S (2EA%)
Race
W hibe A3S (9F-1L%) 134 (9E-A4%)
Orther A (2-9%) S (2-69%:)
Sy=tolic blood pressure {mm Hg) 1370 (13Z-3F) 137 -5 (15-8)
Diastolic blood pressure {mmm Hg) 76-8 (8.3) FE-9 (7))
Body-mass imdex {kgfm=) 291 (3-8) I0-5 (4-3) d
HbA, (%) -9 (0-8) ?EI'IZ-DN
Fasting plasma glucose {mmeolfIL) Q-6 (2-3)
Duration of type 2 diabetes (yvears) 12-2 (7 9]
Range - 3—35

GFR (MDRDY} {m L rmind1-73 m*)
MMormal (=30)
Mild (=50 to <80}

EPQQE'}E} (\gl (22-336)

Moderate (=30 to <50}
Frailty status

21 (15-1%)

86 (6 87 (62-69%)
a\’é'éz X5 =

Wes \6 12 (B-69%) A1 (LO-138)

Mo . G\G 126 (D0-6%) 1232 (BB.5%)

Missing 5\\'\\l \Ge\‘ 1 (0-79:) 2 (1-4%)
Data are I:Slar (#6). HbA, =gy cosylated haemoglobin A GFRE
{MDRDY rular tion rate estimated using the modifcation of diet in
renal di formula.

Table 1: Baseline demographics and clinical characteristics

\

1002

Me%o 535 and sulphonylureas were the
6\)\ g@) %requently used OADs; of the
randomly assigned patients, nearly half
were taking metformin, whereas a third
were using sulphonylureas.

Strain et al, Lancet online May 23, 2013



INTERVAL Study: Vildagliptin reduces HbA,. and FPG at 24° week | In
elderly patients

O_
9.86 mmol/L

0-2
g —-0-4 - T
q(-‘-"-
=
= —0-6-
=
=
(2~
S -0-8

1-0 -

1 ]
-1.8 - p<0.0001
~1.2

M| Vildagliptin ® Placebo

Full analysis set was used for analysis.

BL, baseline; HbA,, glycosylated hemoglobin A, . SEM, standard error of mean
FPG; fasting plasma glucose.

Strain et al, Lancet 2013



Studio INTERVAL: safety of treatments

Vildagliptin Placebo
(n=139) (n=139)

Cherall™ 66 (47-5%) 63 (45-3%)
SAEsT 8 (5-8%) 5 (3-6%)
Discontinuations due to AEs 6 (4-3%) 3 (2-2%)
Deaths 1{0-7%) 1 (07 %)
AEs {of any severity) in 25% of participants
in any treatment group

Dizziness 11 (7-9%) 3(2- 1% S

Headache 8 (5-8%) 6@@%

Masopharnyngitis 7 (5 {J\é P\ &%]g
Any predefined riskt 11{ @ 3%)

Hepatic-related AEs

Infection-related AEs A\@ }&\@}3%} 24 (17-3%)

Pancreatitis-related AEs 6\0 \‘6‘ 0

Muscle-related AFEs \\Z el 1(07%) 0

MNeuw rc:psyd‘nmél&ﬂ@ 6@\‘ 1 {0-7%) 0

La-::tlc-ai%@Qs r? J&E 0 0

Skin\A vascular-related AEs 1({0-7%) 0

Cardiowascular or cerebrovascular AEs G {3-6%) 3 (2-2%)

qge

X O\OQ»\

\®

0\6\\3\\
Most AEs were rQ ’&8 \rate occurred at a
far lower fregte }&@h’% expected, and seemed
to be\ E%OPE%I than reported in other
s\w@le (\wﬁ’hGDPM inhibitors, although such a

c&nﬁg’rlson does have its limitations. Our study

(eg?urther corroborates the safe profile of
vildagliptin reported in two separate pooled
analyses of vildagliptin studies in elderly
patients with type 2 diabetes.

Strain et al, Lancet online May 23, 2013
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DPP-4 activity in peripheral plasma at 120 min after oral administration of the
DPP-4 inhibitor vildagliptin at different doses or placebo

\
\OG,\O\OQ»
\’0 N
DP P-4 activity \ enlc incex
(% of placebo) AUC ) cose (MmMol/l mln) \\(‘)\ W mol/mmol/)
\’\'0 R KK
100 1
a0 = o
B0 e
40 x
366 P\ O
— Placeboa(a\ \@% m— Vildagliptin 0.1 mg/kg Vildagliptin 3mgikg
Q(GQ (6 —_— \ildagliptin 1 mglkg m— \Vildagliptin 10 mg/kg
S° (\Ge\‘6

Bilal Omar, and Bo Ahrén Diabetes 2014;63:2196-2202



The classical and nonclassical mechanisms for the glucose-lowering effect of

DPP-4 inhibition.
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The pleiotropic mechanisms of DPP-4 |nh|b|(t&gs)?§€1
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