Gestione del rischio globale del diabetico tipo 2

un ruolo per i DPP4?
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FIRST-LINE therapy |s metformin and comprehensive Ifestyle (including welght management and physical activity)

if HbA above target proceed as below
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Cnntinue with addition of other agents as outlined above

el ®

= Choose later generation SU with lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia”

Consider the addition of SU* OR basal insulin:




Recommendations of the Israel National Diabetes Council
Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents
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Dual Therapy! DPP-4 SGLT-2 GLP-1 receptor

AR A o Inhibitor Inhibitor agonist
Efficacy” intermediate intermediate high
Hypo risk low risk low risk low risk

Weight neutral loss loss
Side effects rare GU, dehydration @g\a
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Proportion with treatment
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Synergistic effect of association sitagliptin/metformin
on active GLP-1 production/secretion

Sitagliptin: P = 0.62

Sitagliptin: P = 0.61
Metformin: P = 0.56
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Glycemic effect of various agents as add-on
therapy to metformin

Drug

Decrease in Alc (%) whetf Used

-

DPP4 inhibitors
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Change in Alc (%)
from Baseline

Glucose Control With DPP-4 Inhibitors

Placebo-Adjusted Change in Alc (%) from Baseline
(Not Head-to-Head Trials)

>
)

.

0 et
79 80 BO 75 81 82 86 84 B NO8. Baseline Alc (%)

Monotherapy Add-on to Metformin Add-on to Sutfaw(
&¥

W Allogliptin M Linagliptin M Saxagliptin W Sitagliptin



Proportion of patients
with A1C<T%

(%)

Change In A1C

Proportion of patients with Hbalc <7%,
hypoglycemia and change in weight
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Similar Proportions of Patients Receiving Sitagliptin or
Glipizide Achieved HbAlc Levels <7.0% at 104 Weeks

o\

2-Year Per-Protocol Population
(Patients Inadequately Controlled on Metformin)
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B Sitagliptin + metformin

B Glipizide + metformin

At Week 104 At Weeks 52 and 104

Seck T et al. Int J Clin Pract. 2010;64(5):562-576.



Sitagliptin vs Glipizide: Weight Change and
Incidence of Hypoglycemia

Body weight at week 104 Hypoglycemia cver 104 weeks

Between-groups difference = -2.3 kg Between-groups ditference = -28.8%
(95% CI: -3.0, —-1.6) (5% CJ:-33.0, —24.5)
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Weighted mean difference in change in HbA, (%) from baseline

Combined with metformin: DPP-4 inhibitor v sulfonylurea
Seck 2010°7 -0.33(1.00) 576  -0.35(1.10) 559 — = 11 0. oz 20 to 0.14)
Arechavaleta 2011%° -0.46 (0.92) 509 -0.52(0.86) 509 —{— g’& -0.05 t0 0.17)
Study 020 phase B*® -0.73(1.00) 198  -0.69 (0.90) 107 —H— d\®\ -0.04 (-0.26 10 0.18)
Filozof 201077 -0.80(1.12) 503 -0.83(1.11) 490 —-— \\0(\6 a\Qa 0.03 (-0.11t0 0.17)
Matthews 20107 -0.03 (0.78) 1518 -0.13 (0.77) 1476 ' 3 \*3\\6 5\6\ 51  0.10 (0.04 t0 0.16)
Goke 201073 -0.57 (0.80) 423  -0.66 (0.80) 423 q;ﬂeﬁ}e\\a\'\’d 14 0.09 (-0.02 to 0.20)
Subtotal (95% CI) 3727 3564 \aa\\ae#a%\d 100 0.07 (0.03t00.11)
with prediction interval 036\) (‘\\13‘ (0.02 to 0.13)
Test for heterogeneity: t°=0.00, y’=3.15, df=5, P=0.68, I’=0% \/O © A 8
Test for overall effect: z=3.68, P<0.001 Q\\?/\’ e
6?“\0 g\Q
Combined with metformin: DPP-4 inhibitor v @ﬁéi Q\(\o
Bergenstal 201077 -0.90 (1. 31,% \oﬁezn (1.31) 165 — 22 0.30(0.02 to 0.58)
Handayani 20102 0. 5;3@ 6’3@ -0.56 (0.47) 60 —— 39 -0.01(-0.19100.17)
Bolli 20097 -0.64 (1.00) 277 —-:— 39 0.06 (-0.12 t0 0.24)
Subtotal (95% CI). ,\\\169 ot (\ 519 502 D 100 0.09 (-0.07 to 0.24)
with pre r\%@gch’tewal (-1.40to 1.57)
Test for heferogeneity: 1°=0.01, 1’=3.33, df=2, P=0.19, I’=40%
Test for overall effect: z=1.08, P=0.28

BMJ 2012:344:1369




Weighted mean difference in change

In body weight (kg) from baseline

N
o\O
Combined with metformin: DPP-4 inhibitor v sulfonylurea
Seck 2010°7 -1.6 (5.27) 253 0.7 (5.36) 261 — \QR -2.30 (-3.22 to -1.38)
Arechavaleta 2011%* 0.8(3.3) 465  1.2(3.29) 46l - ) \@ -2.00 (-2.42 to -1.58)
8 : \\'3 d\"a
Matthews 2010’ -0.26 (4.32) 1539 119 (4.29) 1520 - \6\6 3\ -1.45 (-1.76 t0 -1.14)
Goke 201073 -1.1(3.5) 424 1.1(3.51) 426 -a;-\ag,oo‘ d\\a\\o 26 -2.20 (-2.67 to -1.73)
Subtotal (95% CI) 2681 2668 \)\6-3\ = 3‘5\ 100 -1.92 (-2.34 to -1.49)
with prediction interval 3 066 0{\\16‘ (-3.70 to -0.14)
Test for heterogeneity: ©°=0.12, 3*=9.80, df=3, P=0.02, I’=69% \,O 6 N
Test for overall effect: 2=8.80, P«0.001 Q 6?\?\\6‘5\ Q(G
Combined with metformin: DPP-4 inhihitur v, ﬁtaz Q\\
Bolli 2009 0.21( § O 295 \o“z 61(4.16) 277 - 54 -2.40 (-3.02 to -1.78)
Bergenstal 2010°° (.g@ ?}\a‘i&- 2.8(3.93) 165 — 46 -3.60 (-4.48 to -2.72)
Subtotal (95% CI) @Qr‘) e\le‘ 459 442 e 100 -2.96 (-4.13 to -1.78)

Test for hetemger@d@g—&ﬁ(} =477, df=1, P=0.03, I’=79%
Test for W%ﬁ’ect z-=’+ 94, P<0.001

BMJ 2012:344:1369




Change in mean weight from baseline (kgs)
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Change in body weight (kg) from baselme
according to treatment group
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Week Week 12 Week 16

Sitagliptin
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J Pharmacol Pharmather 2013: 4: 27-32



Durability of Efficacy of DPP-4 Inhibitors

—e— Vildagliptin 50mg b.i.d.
—0— Rosigl'rtazone 8mg q.d.

w74
“ . . N 9.0
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Obesity and Metabolism, 11, 2009, 571-578

—— Alogliptin 12.5mg  —C—Alogliptin 25mg  ——Glipizide

Primary Analysis: Change at Week 104
Mean (+s.e.) Difference from Glipizide (98.75% CI)
-0.68% (0.037) * -0.09 (-infinity, 0.035)
-0.72% (0.037) *t -0.13 (-infinity, -0.006)

Alogliptin 12.5 mg

Alogliptin 25 mg

Glipizide -0.59% (0.039)
No. of Patients in Analysis
Baseline Week 4 Week 8 Weeks 12-104
Alogliptin 12.5 371 341 370 371
Alogliptin 25 382 354 382 382
Glipizide 336 318 336 336

95 100105

91 104

Diabetes, Obesity and Metabolism 2014.




Hypoglycemic efficacy of DPP4-| over 5 years
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Endocrinol Metab 2017;32:241-47



Network Meta-Analysis (NMA) for indirect
comparisons between OHAs in T2DM

B | Drugs added to metformin

DPP-4 inhibitor

SGLT-2 inhibitor ()

V

GLP-1
receptor
agonist

Sulfonylurea

32
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S ee! o \
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Standard care
26 Trials (20690 patients); 286 157 Patient-months follow-up



Efficacy rankings for add-on to metformin of different
OHA classes in Type 2 Diabetes

26 RCT trials; n= 20690 patients
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Adverse event rankings for add-on to metformin of

different OHA classes in Type 2 Diabetes
26 RCT trials; n= 20690 patients
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DPP-4 Inhibitors vs GLP-1 receptor agonists

Properties/Effects

DPP-4 Inhibitors

GLP-1 Analogues

c

o
1 Glucose-dependent Yes Yes 6\3‘03\
insulin secretion \\-‘o‘?‘a d\‘q\e\\
| Glucagon secretion Yes W @\a
Effect on incretins Endogenous incretins  |\a xogenous GLP-1:
enhanced to physiologégm‘&e(e@sSible Immune response

IevelsO e Y. .50“4 (antibody formation)
Effect on body weight V\@@w\t r%Qg)t Body weight decreased
6? ] 6\G
\\?,\/ \\Q‘\(\
Inhibition of gastricgpfgio(\eo Marginal Yes
emptying, 82 (¢
Hyp %@ﬂﬁ%\e ‘ No No
‘aQoé\“\é‘ifo%eéffects No nausea, vomiting Reported nausea, vomiting
\

Administration

Oral

Subcutaneous

Barnett A Clinical Endocrinology 2009; 70: 343-53




DIAGNOSIS OF TYPE 2 DIABETES IN OLDER ADULTS

D
N e,\0\0@
\(\)‘\6‘0
Personalized antihyperglycemic therapy \\,&(\6‘? a\'\?"'\\
according to patient characteristiQE,@\\'&@g\G\
[V
d\)\a‘ ef© 2
c© r.(\\l
Risk of ?/\%,U y 66\6 Contraindications, major side
\ ’
Class/drug Hypoglycemia g?\?\ 5‘\%@9 effects and warnings
P@?\\ eo(\g - Increased level of hepatic
@66 @ O enzymes (linagliptin)
6(3\’0 G\a\‘ - Potential risk of pancreatitis
e (O o - No interactions (saxagliptin)
DPP-4 mhllg\’tg\f,ggt( N © - No HF risk with sitagliptin - Potential slight increased risk for
0\390 heart failure with saxagliptin and
alogliptin; S




Two-year assessment of the efficacy of sitagliptin in

elderly patients with type 2 diabetes
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—— <65 years (n=405) * : p<0.05 (ANOVA vs. baseline)

== = 65-74 years (n=276)

"e ﬁ' .e E? r n=11
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Why prefer DPP4-i Iin add-on to metformin
e Synergistic effects on GLP-1 activity

0\0@\6‘
* As effective as all other OHAs oo

* Greater effects on PPG vs \§ﬁf;1§?\@|7\%ZD

036\( e
e Long-term EfflcaC\é@@e S

5\9
* No hypos & w@igﬁ‘f neutral (vs SU/TZD)
. Card\\L vﬁs«eﬁfar safety (neutral)
. Be\at\'?ter tolerability/compliance vs GLP1-Ras

* First choice (sitagliptin) in elderly patients
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