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Ķnkretin etkisinin fizyolojik bºlgeleri 

Drucker DJ. Cell Metab. 2006;3:153-65. 

Periferik dokularda GLP-1 etkileri 

GLP-1, direkt olarak endokrin pankreas, kalp, mide ve beyinde; indirekt olarak karaciĵer ve kasta etki 

eder 
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GLP-1 ile stim¿le ins¿lin salēnēmēnda santral 
nºral yol majºr bir rol oynamaktadēr 

Å GLP-1, vagal afferent duyusal nºronlarla etkileĸebilir 

ÅGĶ sistemde, hepatoportal bºlge ve/veya karaciĵer dokusu 

ÅBeyin sapē ve/veya hipotalamusta refleksler oluĸturma 

ÅBu, pankreas ve GĶ sisteme stim¿le eden veya inhibitºr 
uyarēlar yollayarak vagal motor nºronlarēnē aktive eder 

Adapted from: Holst JJ, Deacon CF. Diabetologia. 2005;48:612-5. 
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Ins¿lin sekresyonuna ĸnkretin E tkisi  

Mean Ñ SE; N = 6; * P ¢.05; 0 1- 02 = glucose infusion time.  
Nauck MA, et al. J Clin Endocrinol Metab. 1986;63:492 - 498.  
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Incretin Effect  
Tip 2 diyabette azalmĔĺtĔr 
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* P Ò.05 compared with respective value after oral load.  
Nauck MA, et al. Diabetologia . 1986;29:46 - 52.  

Patients With Type 2 Diabetes  Control Subjects  
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ķiddetli Konjestif Kalp Yetersizliĵi olan 

Hastalarda GLP-1ôin Kardiyak Etkileri  

Ortalama Ñ SEM. Hastalarda New York Kalp Derneĵi Klas III ya da IV konjestif kalp yetersizliĵi mevcuttu. Kontrol Grubu, N=9 (diyabeti 

olan 5 hasta); GLP-1 Grup, N=12 (diyabeti olan 8 hasta). LVEF = Sol ventrik¿l ejeksiyon fraksiyonu.  

Sokos GG, et al. J Card Fail. 2006;12:694-699.  
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AMĶ ve Sol Ventrik¿ler Disfonksiyonu olan 

Hastalarda GLP-1ôin Kardiyak Etkileri 

Ortalama Ñ SEM; Kontrol Grubu, N=10; GLP-1 Grubu, N=11 (Akut miyokard infarkt¿s¿ (AMĶ) geirmiĸ ve baĸarēlē primer anjiyoplastiden 

sonra LVEF <%40 olan hastalar). LVEF = sol ventrik¿l ejeksiyon fraksiyonu. Post IV GLP-1 = 72 saatlik intravenºz GLP-1 inf¿zyonundan 

sonra. 

Nikolaidis LA, et al. Circulation. 2004;109:962-965. 
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Bºlgesel Duvar Hareket Skorunda  
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GLP-1 Ķns¿line Direnli/T2DM Obez Erkeklerde 

Natri¿rezi Artērēr ve Hiperfiltrasyonu Azaltēr 

Kreatinin Klirensi Sodyum Atēlēmē  Klor¿r Atēlēmē  
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Ortalama Ñ SEM; N=16 obez erkek (ins¿line direnli , n=12, tip 2 diyabet, n=4); *p<.05 plasebo ve GLP-1 inf¿zyonlarē arasēnda.  

Gutzwiller J-P, et al. J Clin Endrocrinol Metab. 2004;89:3005-3061. Copyright  2004, The Endocrine SocietyÉ. 
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Liraglutid: bir fare miyokard infarkt¿s¿ 
modelinde yararlē etki 

Noyan -Ashraf ve  ark . Diabetes Epub ahead of print: 16 Jan 2009.  

Saĵkalēm      Kardiyak debi 

PBS, fosfat tamponlu salin  

* p<0.002  

* 

 Bir miyokard infarkt¿s¿ fare modelinde, 7 g¿nl¿k liraglutid 
uygulamasē: 

Å -  Bir kardiyoprotektif gen ekspresyonu profilini uyarmēĸtēr 

Å -  Ķnfarkt boyutu ve kardiyak r¿pt¿r¿ azaltmēĸtēr 

Å -  Plaseboya karĸē saĵkalēmē iyileĸtirmiĸtir (sērasēyla %40ôa karĸē 
%80; p=0.0001)  
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Farelerde MIôdan 28 g¿n sonra infarkt 
boyutu liraglutid tarafēndan azaltēlmēĸtēr 

* Plasebo p<0.05  
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*Plaseboya karĸē p<0.05  
Noyan -Ashraf ve  ark . Diabetes Epub ahead of print: 16 Jan 2009.  
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Liraglutid  kardiyovask¿ler risk 
biyobelirtelerini iyileĸtirir 

Courr¯ges ve  ark . Diab Med  2008: 1Vilsbßll ve  ark . Diab Care 2007;30:1608 ï10 . 
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SU 
k ombina syonu  

LEAD 1  

Met 
k ombina syonu  

LEAD 2  

Met + TZD 
k ombin asyonu  

LEAD 4  

Met + SU 
k ombina syonu  

LEAD 5  

Mono -  
terap i  
LEAD 3  

*** p<0.0001 ** p<0.001 * p<0.05 baĸlangēca karĸē. 
 

Colagiuri ve  ark . Diabetes  2008;57(Suppl.1):A16.  

T2D tedavisinde kullanēldēĵēnda, liraglutid  SKBôyi 
azaltmaktadēr 
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V¿cut aĵērlēĵē deĵiĸimi:  liraglutid 1.8 mg  
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Domuzlarda 3 g¿n eksenatid reperf¿zyonunun 
ardēndan infarkt b¿y¿kl¿ĵ¿ azalmēĸtēr 
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p=0.047  

ARR, risk altēndaki alan; LV, sol ventrik¿l; PBS, fosfat tamponlu salin  
Timmers ve  ark . J Am Coll Cardiol 2009;53:501 ï11.  
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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 3.5 y 

 

David M Kendall1; Lawrence Blonde2; Susanna M Mac1;  

Xuesong Guan1; John H Holcombe3; Ted E Okerson1;  

Dennis D Kim1; Deepak L Bhole1 

 
1 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 

3.5-y completer cohort N = 151; Baseline weight 99.9 kg; Mean Ñ SE 

Kendall D, et al. Diabetes. 2007:56(Suppl1):A149; data on file, Amylin Pharmaceuticals, Inc. 
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Percent Lipid and BP Changes With 3.5 y of 

Exenatide 

3.5-y completer cohort N = 151; Mean Ñ SE 

Kendall D, et al. Diabetes. 2007:56(Suppl1):A149; data on file, Amylin Pharmaceuticals, Inc. 
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¥zet ve sonular 

ÅHayvan modelleri  

Å MI modellerinde ŷ saĵkalēm, Źkardiyak r¿pt¿r, Źiskemi  ve  
ŷkardiyak fonksiyon  

ÅEndotelden baĵēmsēz arter gevĸemesini kolaylaĸtērēr  

ÅKlini k alēĸmalar 

Åŷ sol ventrik¿l fonksiyonu 

Åŷ endote l fonksiyonu (arter  apē)  

ÅŹ endotel disfonksiyonunun biyobelirteleri 

ÅŹ sistolik kan basēncē 

ÅŹ v¿cut aĵērlēĵē 
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DPP IV inhibitºrleri 

 

ÅVildagliptin  

 

ÅSitagliptin  

 

ÅSaxagliptin  



DPP4 Inhibitºr¿ Sitagliptin tip 2 diyabet 

hastalarĔnda Vask¿ler endotelial progenitºr 

h¿creleri arttĔrmaktadĔr. 



Do.Dr.ķevki ¢atinkalpôin izniyle 

п ƘŀŦǘŀ ǎƻƴǊŀǎƤ 

Sitagliptin ve EPC 

n=16 Tip 2 DM olgu 

100 mg Sitagliptin 

Kontrol Grubu 

%23 DPP-4  
TƴƘƛōƛǎȅƻƴǳ 

%50  
SDF-1 alfa 

2 KAT  
EPCs 

p< 0.001 

Gian Paolo Fadini et al .Diabetes Care 33(5), 31 March, 2010  



Do.Dr.ķevki ¢atinkalpôin izniyle 

Deneysel Fare Modeli: 30 dakika myokardiyal iskemi, 4 saat 
ǊŜǇŜǊŦǸȊȅƻƴ 

Yumei Ye et al. Am J Physiol Heart Circ  298: March 2010 

Kontrol 
Grubu  

%46.2 

%24.3 

%14.7 

%23.0 

оΦDǸƴ мпΦDǸƴ 

%46.4 

%16.9 
%19.1 

%12.9 

p< 0.001 p< 0.014 p< 0.001 

Sitagliptin  Pioglitazon  {T¢!Ҍ tTh  

Deneysel Fare Modeli: 30 dakika myokardiyal iskemi, 4 saat reperf¿zyon 



Do.Dr.ķevki ¢atinkalpôin izniyle 

Sitagliptin ve Hipertansiyon 

Susumu Ogawa et al. Tohoku J  Exp Med 223: 133-135, 2011 

Tip 2 DM, n= 17, yaĺ 67, A1c  6.5, BMI 25  
6 aydĕr antihipertansif  tedavi alĕyor.  

Sitagliptin  
рл ƳƎκƎǸƴ ŀǒƤǊƤ 
+ 
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*p<0.001  

Yŀƴ ōŀǎƤƴŎƤ ƛƭŜ ƪƻǊŜƭŜ ŘŜƐƛƭ r =0.24, p=0.08 



Do.Dr.ķevki ¢atinkalpôin izniyle 



Do.Dr.ķevki ¢atinkalpôin izniyle 

SitagliptinΩƛƴ Renal Etkileri 

Sachiko  Hattori . Endocrine  Journal  Dec  20, 2010 

N= 36 Tip 2 DM, son 6 aydēr tedaviye raĵmen A1c >6.5, sitagliptin 50 mg/g¿n 
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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 

Å    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 

Å Two monotherapy 

Å Three add-on combination 

�™  MET 

�™  TZD 

�™  SU 

Å One initial combination with metformin  

�9   Phase 3 mechanism of action study 


