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GLP1I vy | t Zmétadolkdekiler

Pankreatik etkiler

o Insiilin salgisini glikoza bagh sekilde
artirir.

o Glukagon salgisini baskilayarak hepatik
glikoz uretimini azaltir.

> Birinci faz insilin yamitini korur.

Pankreas disi etkiler
> Gastrik bosalmayi geciktirir.

Doygunluk hissini artirir ve
yiyecek alimini azaltir.
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Pancreas A
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#"“" Apoplonts Intestine
Insulin Secretion
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Endocrine Reviews, April 2012, 33(2):187-215
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Liver
t Glycogen storage

t Memory

) Kidney
=» [ Natriuresis

Blood vessel
t Endothelium-dependent
vasodilation

Heart '

t Myocardial contractility
t Heart rate

t Myocardial glucose

uptake
} Ischemia-induced
myocardial damage

% Insulin biosynthesis

Skeletal muscle
t Glucose uptake

Meier, 1. ). Nat. Rev. Endocrinol. 8, T28-742 (2012)
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GLRP1A y F Nt Metalyoliz etkiler
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Meier, 1. ). Nat. Rev. Endocrinol. 8, T28-742 (2012)
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Drug

Exenatide

Sitagliptin

Vildagliptin

Saxagliptin

Liraglutide

Linagliptin

Exenatide extended-release
Alogliptin

Lixisenatide

P tdzat |
inkretin 0

Incretin-Based Mechanism

GLP1 agonist
DPP4 inhibitor
DPP4 inhibitor
DPP4 inhibitor
GLP1 agonist
DPP4 inhibitor
GLP1 agonist
DPP4 inhibitor
GLP1 agonist
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Approval Date

FDA
April 28, 2005
October 16, 2006
(Not approved by the FDA)
July 31, 2009
January 25, 2010
May 2, 2011
January 27, 2012
January 25, 2013
(Not approved by the FDA)
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EMA

November 20, 2006
March 21, 2007
September 26, 2007
October 1, 2009
June 30, 2009
August 24, 2011
June 17, 2011
September 19, 2013
February 1, 2013

N ENGL ) MED 370;9
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Exenatide Albiglutide

ini - Dulaglutide
Lixisenatide .
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Liraglutide
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Meier, 1. ). Nat. Rev. Endocringl. 8, T28-742 (2012
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E Mative GLP-1

| Gastric motility
} Gastric emptying

=i
Intestinal L cell
(gut mucosa)
0 t Insulin
+ Glucagon

J.Meier, NatureReviewsEndocrino) 2012
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b Short-acting GLP-1
receptor agonists
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flow
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i { Glucagon
| .
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glucose
absorption

J.Meier, NatureReviewsEndocrino) 2012



UzunEtkili GLPL AgonistiEtkisi

Long-acting GLP-1
receptor agonists

4 Insulin

¥ Glucagon

J.Meier, NatureReviewsEndocrino) 2012



Y PaslJzun Etkili GLR AgonistiEtkisi

NP I YNNI 2-5 saat > 12 saat
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Incidence rate ratio type 2
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Diabetes Care 2009:;32:834
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Genel pop¢l asyondsah Eénkikatitrisk Tip 2 diyabet
pankreatit seklejeF| G NI SNR hast al
pankreati:t
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A Tip 2 diyabet
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Pancreas 2006;33(4):323 1 30.

1. Yadav etal. Trends in the epidemiology of the first attack of acute pancreatitis: a systematic review.

2. Noel etal . Increased risk of acute pancreatitis observed in patients with type 2 diabetes. Diabetes Care 2009;32(5):834 1 8.
3. Linares etal. Acute pancreatitis in a cohort of 129 patients referred for severe hypertriglyceridemia. Pancreas 2008;37(1):13 i 2.
4. Martinez et al . Is obesity a risk factor in acute pancreatitis? A meta -analysis. Pancreatology 2004;4:42 1 8.
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SistemiAdverse Event Reporting SystéAERS)
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A The Adverse Event Reporting System (AERSS NRA | | Y .
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Pankreas kanseexenatide] dzf t  yIy KF&adlfF NRI RIFKF 3

CONCLUSIONS: These data are consistent with
case reports and animal studies indicating an in-
creased risk for pancreatitis with glucagon-like pep-
tide-1—Dbased therapy. The findings also raise caution
about the potential long-term actions of these drugs to
promote pancreatic cancer.

GASTROENTEROLOGY 2011;141:150-156
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PANCREATITIS

Drug Pancreatitis events Control events Odds ratio vs control drugs Poalus vs control drugs
Exenatide 971 1433 10.68 2 x 10718
Sitagliptin 131 306 6.74 2% 10718
Controls 43 678 — —

PAMCREATITIS {2006 AND PRICR)

Drug Pancreatitis events Control events Odds ratio vs control drugs Poyalue vs control drugs
Exenatide 152 748 257 8 x 1077
Sitagliptin 2 15 1.69 37
Controls a2 405 — —

PANCREAS CANCER

Drug Pancreas cancer events Control events Odds ratio vs control drugs Poyalue vs control drugs
Exenatide 81 1433 2.95 9 x 10°%
Sitagliptin 16 308 2.72 008
Contrals 13 G678 — —

THYROID CAMCER

Drug Thyroid cancer events Control events Odds ratio vs control drugs Pyalue vs control drugs
Exenatide 30 1433 4.73 4 x 1073
Sitagliptin 2 308 1.48 .85
Controls 3 678 — —

ALL OTHER CANCERS

Drug All cancer events Control events Odds ratio vs control drugs Prvalue vs control drugs
Exenatide ars 1433 1.08 A7
Sitagliptin 59 306 0.8 2
Controls 164 678 — —

GASTROENTEROLOGY 2011;141:150-156
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