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Periferik dokularda GLP-1 etkileri
GLP-1, direkt ol arak endokrin pankreas, kalp, mide
eder

Drucker DJ. Cell Metab. 2006;3:153-65.
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Adapted frorﬁ: H6Ist JJ, Deacon CF. Diabetologia. 2005;48:612-5.
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Dogal GLP-1 tip 2 diyabeti olan hastalarda
endotelyal fonksiyonu iyilestirir

GLP-1'nin endotele
bagimli vazodilatasyon
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Veriler £ SEM seklindedir.
FMD = Akis-Bagimli Dilatasyon (endotele-badiml vazodilatasyon)

Nystrom T et al, Am J Phsiol Endocrinol Metab 2004,287:E1209-15.
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Hastalarda GLP-1 61 n Kar di yak EtK
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AMK ve Sol Ventri k¢l er Di
Hastalarda GLP-1 61 n Kar di yak EtK
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Liraglutid: b1 r f are miyokard
model i nde vyararl é et ki

Bir miyokard infarktg¢gse¢e fare model i nd
uygul amasé:

A -Bir kardiyoprotektif gen ekspresyon:
A -Knfarkt boyutu ve kardiyak r¢pteor ¢

A -Pl aseboya karkeée sajkaleéemeé iyilextir
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Noyan -Ashraf ve ark. Diabetes Epub ahead of print: 16 Jan 2009.
PBS, fosfat tamponlu salin
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Liraglutid kar di yovask¢gl er ri
bixyobel i rte-1|lerini Ly 1l
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Improvements in Cardiovascular Risk Factors
Accompanied Improved Glycemic Control and
Weight Reduction in Patients With Type 2
Diabetes Treated With Exenatide for 3.5y

David M Kendallt; Lawrence Blonde?; Susanna M Mac?;
Xuesong Guan?; John H Holcombe?; Ted E Okersont;
Dennis D Kim?; Deepak L Bhole?

L Amylin Pharmaceuticals, Inc., San Diego, CA; 2 Ochsner Clinic Foundation, New
Orleans, LA; 3 Eli Lilly and Company, Indianapolis, IN




Weight Reductions With 3.5 y of Exenatide
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3.5-y completer cohort N = 151; Baseline weight 99.9 kg; Mean NSE
Kendall D, et al. Diabetes. 2007:56(Suppl1):A149; data on file, Amylin Pharmaceuticals, Inc.



Percent Lipid and BP Changes With 3.5y of
Exenatide
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DPP |V 1 nhi birtorl er.

A Vildagliptin
A Sitagliptin

A Saxagliptin



DPP4 | nhi bi t°r ¢ Sit
hast aVaskptdar endot
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Diabetes Care Publish Ahead of Print, published online March 31, 2010

Sitagliptin increases EPCs

The oral dipeptidyl peptidase-4 inhibitor sitagliptin increases circulating
endothelial progenitor cells in patients with type 2 diabetes mellitus.
Possible role of stromal derived factor-1o

Running title: “Sitagliptin increases EPCs™.

Gian Paolo Fadini, MD: Elisa Boscaro, BSc: Mattia Albiero, PhD: Lisa Menegazzo, BSc; Vera
Frison, MD: Saula de Kreutzenberg, MD PhD: Carlo Agostini, MD: Antonio Tiengo, MD:
Angelo Avogaro, MD PhD

Department of Clinical and Experimental Medicine, University of Padova, Medical School,
Padova, Italy.
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Sitagliptin ve EPC
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Deneysel Fare Modeli: 30 dakikg/okardiyaiskemi 4 saat
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Sitagliptinve Hipertansiyon
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Endocrine Journal 2011, 58 (1), 69-73

RAPID COMMUNICATION

Sitagliptin reduces albuminuria in patients with type 2 diabetes

Sachiko Hattori

Endocrinology and Metabolism, Tsunemi-cho Clinic, Ashikaga 326-0022, Japan

Abstract. We investigated the inhibitory effect of sitagliptin on albuminuria in patients with type 2 diabetes. Thirty-six
patients (19 men and 17 women) whose HbAlc was higher than 6.5% (NGSP) despite receiving education on diet and
exercise and medical treatment for at least 6 months at our clinic were enrolled into this study and were successtully
followed over 6 months of sitagliptin treatment. Sitagliptin (50 mg/day) treatment significantly lowered both systolic and
diastolic blood pressures, fasting blood glucose and postprandial blood glucose. HbAlc. and glycated albumin at 3 months
and 6 months. Significant reductions in highly sensitive C-reactive protein and soluble vascular cell adhesion molecule 1
were also observed at 6 months. Urinary albumin excretion (measured as urinary albumin-to-creatinine ratio (ACR: mg/g
Cr)) did not change in the 6 months before sitagliptin treatment (AACR: 2.3 £ 19.9) and decreased in the 6 months after
sitagliptin treatment (AACR: -20.6 £ 24.6); these differences were statistically significant. At 6 months, the ACR decreased
from 11.6 £ 8.4 to 4.5 £ 5.0 in 13 patients with normoalbuminuria (ACR=30), from 98.4 £ 79 to 24.9 = 20 in 15 patients
with microalbuminuria (30<ACR=<300), and from 1263 =492 to 561 + 89 in 8 patients with macroalbuminuria (ACR=300).
Thus. the present findings strongly suggest that sitagliptin reduces albuminuria without lowering the estimated glomerular
filtration rate, most likely depending on known factors such as blood sugar reduction, blood pressure reduction, and
mflammation reduction, as well as yet undetermined factors caused by an increase in active glucagon-like peptide-1.

Key words: DPP-4 inhibitor, Albuminuria, eGFR



Sitagliptirf2 Rgnhalktkiler

N= 36 Tip 2 DM, son 6 aydsitagliptinebdda vmgy/ e ¢

Table 2 Albumin-to-creatinine ratio at baseline and 6 months after starting sitagliptin treatment

Baseline Follow-up (6 M) p value
Normoalbuminuric (ACR=<30) 11.6x84 4550 p=0.0012
Microalbuminuric (30=ACR=<300) 98.4 =79 249+ 20 p=0.0152
Macroalbuminuric (ACR=<300) 1263 £ 492 561 = 89 p=0.0211

ACR. albumin-to-creatinine ratio (mg/g Cr).

Sachiko Hattori . Endocrine Journal Dec 20, 2010



Saxagliptin
Cardiovascular Safety

A Systematic Assessment of Cardiovascular
Outcomes in the Saxagliptin Drug Development
Program for Type 2 Diabetes Mellitus

Overview of FDA Advisory Committee Meeting (CV Assessment Portion) and review article
appearing in Postgraduate Medicine 2010
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Summary of Phase 2b/3 Clinical
Program

A 8 Phase 2b / 3 Clinical Studies
9 4673 subjects, 3422 saxagliptin treated
9 Phase 2b, monotherapy dose-ranging study

9 Six pivotal phase 3 studies
A Two monotherapy
A Three add-on combination

™ MET
™ TZD
™ SU

A One initial combination with metformin

9 Phase 3 mechanism of action study
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