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ÅYŀƴ ǒŜƪŜǊƛƴƛ ƪƻƴǘǊƻƭ ŜŘŜōƛƭƛȅƻǊƳǳȅǳȊΚ 

ÅbŜŘŜƴ ȅŜƴƛ ƛƴǎǸƭƛƴƭŜǊŜ ƎŜǊŜƪǎƛƴƛƳ ǾŀǊΚ 

Å̧ Ŝƴƛ ƛƴǎǸƭƛƴƭŜǊ 

Å̧ Ŝƴƛ ƛƴǎǸƭƛƴ ŦƻǊƳǸƭƭŜǊƛ ƎǸƴŎŜƭ ǳȅƎǳƭŀŘƤƐƤƳƤȊ 
ƛƴǎǸƭƛƴƭŜǊŘŜƴ ƛȅƛ ƳƛΚ 

 

{ǳƴǳƳ tƭŀƴƤ 



TOPLUMDA ĶNS¦LĶN KULLANAN HASTALARDA DA 

GLĶSEMĶK KONTROL YETERSĶZDĶR 

n = 3,658 
TƴƎƛƭǘŜǊŜ ǾŜ 
!ƭƳŀƴȅŀΩŘŀ 
ƛƴǎǸƭƛƴ 

ƪǳƭƭŀƴƤŎƤƭŀǊƤ 

Ortalama  = % 8.4  

Medyan  = % 8.1  

Gough et al. . ADA 2006  
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Ķns¿lin kullananlarda A1c <%7: %26.4 N:2358  

 
Glycemic Contol of Turkish Adult Diabetic Patients 
¢ǸǊƪƛȅŜΩŘŜ ¢ŜŘŀǾƛ !ƭǘƤƴŘŀƪƛ 5ƛȅŀōŜǘ IŀǎǘŀƭŀǊƤƴŘŀ DƭƛǎŜƳƛƪ YƻƴǘǊƻƭ 

 



¢ƛǇ н 5a tǊƻƎǊŜǎƛŦ .ƛǊ IŀǎǘŀƭƤƪ 

UKPDS: Zamanla Beta H¿cre Kaybē 

Erken T2DM:OAD 

Yerleĸik T2DM: OAD Ñ Bazal Ķns¿lin 
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Ge­ T2DM: Bazal Bolus 

Teĸhis Sonrasē Ge­en S¿re 

 

 

 

 

 

 

 

Å½ŀƳŀƴƭŀ ǘǸƳ ƘŀǎǘŀƭŀǊ ƛƴǎǸƭƛƴ tedavisine  
ƛƘǘƛȅŀœ ŘǳȅŀŎŀƪǘƤǊΦ 

Diabetes 44: 1249-1258, 1995 
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Kruszynska et al. Diabetologia 1987;30:16ς21. 

 5ƛȅŀōŜǘκTƴǎǸƭƛƴ ǘŜŘŀǾƛǎƛƴŘŜƪƛ ƘŜŘŜŦ ŦƛȊȅƻƭƻƧƛƪ 
ƛƴǎǸƭƛƴ ȅŀƴƤǘƤƴƤ ǘŀƪƭƛǘ ŜŘŜōƛƭƳŜƪǘƛǊΦ 



TƴǎǸƭƛƴ ¢ŜŘŀǾƛǎƛ-Problemler 

ÅHipoglisemi- Nokturnal hipoglisemi 

Å24 saat etkinlik?  

ïHiperglisemi? 

ï9ǘƪƛ ŘŜƐƛǒƪŜƴƭƛƐƛΚ  

ÅTŘŜŀƭ ōŀȊŀƭ ƛƴǎǸƭƛƴΤ 

ï ¦Ȋǳƴ ŜƴƧΦ ǎǸǊŜǎƛ 

ïSabit FK, FD 

ï9ǘƪƛƴ ƎƭǳƪƻȊ ŘǸǒǸǊƳŜ 

ÅYƛƭƻ ŀǊǘƤǒƤΣ ŜƴƧΦ ǾŜ ǎŀȅƤǎƤ ΧΧ 



Tip 2 DM- IŜŘŜŦŜ ¦ƭŀǒƳŀƪ ƛœƛƴ ¢ŜŘŀǾƛ 
4ŀƭƤǒƳŀƭŀǊƤƴŘŀ IƛǇƻƎƭƛǎŜƳƛ 

Hipoglisemi 

Little S, Shaw J, and Home P. DiabetesTechnology&Theurapeutics. 13, Supplement 1, 2011 S53-64 



.ŀȊŀƭ ƛƴǎǸƭƛƴƭŜǊƛƴ ŀȅƴƤ ƪƛǒƛŘŜ ŦŀǊƪƭƤ 
ŜƴƧŜƪǎƛȅƻƴƭŀǊŘŀƪƛ ŦŀǊƳŀƪƻŘƛƴŀƳƛƪ ŘŜƐƛǒƪŜƴƭƛƐƛ  

Heise Tet al. Diabetes 2004; 53:1614ς1620 
Vora J,Heise T. Diabetes, Obesity and Metabolism 2013. doi:10.1111/dom.12087 

NPH NPH 

Detemir Glargine 

0.4 unite/kg 



 

Glargine 

Detemir 

Diabetes, Obesity and Metabolism, 9, 2007, 648ï659 



S. G. Ashwell, J. Gebbie and P. D. Home. Diabet. Med. 23, 879ς886 (2006) 

N:20 

ÅA1c ve 
Fruktozamin 
ǀƭœǸƳƭŜǊƛ 
benzer 

ÅTek 
enjeksiyon ile 
24 saatin 
sonuna ŘƻƐǊǳ 
TƴǎǸƭƛƴ  
Glukoz 



Yeni ƛƴǎǸƭƛƴƭŜǊ 





Ultra-¦Ȋǳƴ Ŝǘƪƛƭƛ TƴǎǸƭƛƴƭŜǊ 

Etki ǎǸǊŜƭŜǊƛ ƪǳƭƭŀƴƤƳŘŀ olan uzun etkili 

ƛƴǎǸƭƛƴƭŜǊŘŜƴ daha uzun, bir enjeksiyonla  sabit, 

tahmin edilebilir glukoz ŘǸǒǸǊǸŎǸ etkiye sahip 

ƻƭƳŀƭŀǊƤ bekleniyor. 



 

The Journal of the American Osteopathic Association.113 (4); Supl 2) 2013 



LY2605541-PEGylated LysB28   



LY2605541-PEGylated LysB28   

Å20 kDa ǇƻƭȅŜǘƘȅƭŜƴŜƎƭȅŎƻƭΩǸƴ(PEG) 
urathane ōŀƐƤ ile ƛƴǎǸƭƛƴ lisproya 
ōŀƐƭŀƴƳŀǎƤ ile elde ŜŘƛƭƳƛǒ. 

Åt9D ōŀƐƭŀƴǘƤǎƤ ƛƭŜ п ƪŀǘ ŀǊǘƳƤǒ  
ƘƛŘǊƻŘƛƴŀƳƛƪ œŀǇƤ ƘŜƳ {/ ŘŜǇƻŘŀƴ 
emilimini hem de renalklerensi ŀȊŀƭǘƤǊΦ 

Hansen RJ, Cutler JGB, Vick A,  etal. LY2605541: 896-P. ADA72nd Scientific Sessions. Philadelphia, 2012. 

Diabetes Care. 2013;36(3):522-528. 



§ Phase 2, multinational, randomized, open-label, crossover, clinical trial 

§ Morning once-daily AM basal insulin (LY2605541 or GL) plus prandial insulin for 8 weeks, then 
switched to the other basal insulin for 8 weeks 

Primary outcome measure: Daily mean blood glucose as measured by 8-point SMBG profiles during 8 weeks of 
treatment 

16 

LY2605541 

Treatment  Crossover 

LY2605541 

Insulin Glargine Insulin Glargine Follow-up 
Period 

Screening Randomization 
End of  

Treatment 
End of  
Study 

Week:     -2 0 8 

Visit: PR 3T 

Period 1 Period 2 

1 

1 

2 6 10 11 

20 

Adult (aged 18-65 
years) 
¢м5 җм ȅŜŀǊ 
GlargineΥ όҖмΦл 

U/kg/day)   
җс ƳƻƴǘƘǎ 
!м/ ҖмлΦр҈  
BMI 19-45 kg/m2 

Prestudy insulin or 
other recommended 
basal insulin 

-4ҕ1 

Rosenstock et al. Diabetes Care 2012 

¢м5aΩŘŜ CŀȊ н [¸нслррпм ƛƭŜ DƭŀǊƎƛƴŜ 
4ŀƭƤǒƳŀ tƭŀƴƤ 



¢м5aΩŘŜ CŀȊ н [¸нслррпм ƛƭŜ DƭŀǊƎƛƴŜ 
Bulgular 

Å5ŀƘŀ ŘǸǒǸƪ ƻǊǘŀƭŀƳŀ ƪŀƴ ƎƭǳƪƻȊ ŘŜƐŜǊƛ 

ÅYƛƭƻ ƪŀȅōƤ 

Å!ȊŀƭƳƤǒ ǇǊŀƴŘƛȅŀƭ ƛƴǎǸƭƛƴ ŘƻȊǳ 

Å5ŀƘŀ ŘǸǒǸƪ ƴƻƪǘǸǊƴŀƭ ƘƛǇƻƎƭƛǎŜƳƛ ƻǊŀƴƤ 

ÅYŀǊŀŎƛƐŜǊ ŜƴȊƛƳƭŜǊƛƴŘŜ ƻǊǘŀ ŘŜǊŜŎŜŘŜ ŀǊǘƤǒ 

ÅbƻǊƳŀƭ ŀǊŀƭƤƪǘŀ ƻƭƳŀǎƤƴŀ ǊŀƐƳŜƴ ŘŀƘŀ ȅǸƪǎŜƪ ¢D ǾŜ  
LDL-YΣ ŘŀƘŀ ŘǸǒǸƪ I5[-Y όƴƻǊƳŀƭ ǎƤƴƤǊƭŀǊŘŀ ƻƭƳŀǎƤƴŀ 
ǊŀƐƳŜƴύ 

ÅDT{ ¸9 ƘŀǊƛœ   ŘƛƐŜǊ ¸9Ω ƭŜǊ ŀȅƴƤ 

 Rosenstock et al. Diabetes Care 2012. 



Å5ǸȊŜƭƳƛǒ ƎƭƛǎŜƳƛƪ ƪƻƴǘǊƻƭ ǾŜ ŀȊŀƭƳƤǒ ƎƭǳƪƻȊ ŘŜƐƛǒƪŜƴƭƛƐƛ 

ÅYƛƭƻ ƪŀȅōƤ 

Å5ŀƘŀ ŘǸǒǸƪ ǇǊŀƴŘƛȅŀƭ ƛƴǎǸƭƛƴ ƎŜǊŜƪǎƛƴƛƳƛ 

ïbƻƪǘǸǊƴŀƭ ƘƛǇƻƎƭƛǎŜƳƛŘŜ ŀȊŀƭƳŀ 

Å[¸нслррпм ŘŀƘŀ ŦŀǊƪƭƤ  ōƛǊ Ŝǘƪƛ ƳŜƪŀƴƛȊƳŀǎƤƴŀ ǎŀƘƛǇ ƻƭŀōƛƭƛǊ 

ÅCŀȊ о œŀƭƤǒƳŀƭŀǊƤ ǘŜǎǇƛǘ ŜŘƛƭŜƴ ŦŀȅŘŀƭŀǊ ǾŜ Y/ ŜƴȊƛƳƭŜǊƛ ǾŜ 
ƭƛǇƛŘƭŜǊƛƴ  ȅǸƪǎŜƪƭƛƐƛ ƛœƛƴ ǇƭŀƴƭŀƴƳƤǒǘƤǊΦ 

Rosenstock et al. Diabetes Care 2012 

¢м5aΩ ŘŜ CŀȊ н [¸нслррпм ƛƭŜ DƭŀǊƎƛƴŜ 
{ƻƴǳœƭŀǊ 



Bergenstal RM, Rosenstock J, Arakaki RF, et al. Diabetes Care 35:2140ς2147, 2012 



Å Statistical Methods 

ï Algorithm 1 and Algorithm 2 groups were combined for all analyses 

ï All analyses are based on FAS, a slightly modified ITT population 

ï Phase 2 trial, statistical significance is determined at p<.1  

ï Continuous variables were analyzed by MMRM, except body weight, liver enzyme, and lipids, which 
were analyzed by ANCOVA 

Bergenstal et al. Diabetes Care 2012;35(11):2140-7. 

Inclusion Criteria 
җму ȅǊǎ ƻƭŘ 
¢н5 җм ȅŜŀǊ 
Met +/- SU 
!м/ ҖмлΦр҈ 

BMI 19-45 kg/m2 

GL or NPH  
<1.0 U/kg/day  

Screening Randomization Endpoint Treatment Period Follow-up Period 

LY2605541 qAM  (Algorithm 1) 

Insulin Glargine  qAM (GL) 

LY2605541 qAM  (Algorithm 2) 

Prestudy insulin or 
other 

recommended basal 
insulin 

AM NPH  
or  

Insulin 
Glargine 

Weeks: -4ҕ1   -2      0                2               4                 6               8               10              12                                16 

¢н5aΩŘŜ CŀȊ н [¸нслррпм ƛƭŜ DƭŀǊƎƛƴŜ 
4ŀƭƤǒƳŀ tƭŀƴƤ 



¢н5aΩŘŜ CŀȊ н [¸нслррпм ƛƭŜ DƭŀǊƎƛƴŜ 
Bulgular 

Å.ŜƴȊŜǊ !Y  ǾŜ !м/ 

ÅDƭƪƻȊ ŘŜƐƛǒƪŜƴƭƛƐƛƴŘŜ ŘǸȊŜƭƳŜ 

ÅYƛƭƻ ƪŀȅōƤ 

Å5ŀƘŀ ŘǸǒǸƪ ƴƻƪǘǸǊƴŀƭ ƘƛǇƻƎƭƛǎŜƳƛ ƻǊŀƴƤ 

ÅYE benzer 

ÅYŀǊŀŎƛƐŜǊ ŜƴȊƛƳƭŜǊƛƴŘŜ ƳƛƴƛƳŀƭ ŀǊǘƤǒ όb ŀǊŀƭƤƪǘŀύ 

ÅbƻǊƳŀƭ ŀǊŀƭƤƪǘŀ ƻƭƳŀǎƤƴŀ ǊŀƐƳŜƴ ŘŀƘŀ ȅǸƪǎŜƪ ¢D 
ŘŜƐŜǊƭŜǊƛ 

 
Rosenstock et al. Diabetes Care 2012 



ÅDǸƴ ƛœƛ ŀȊŀƭƳƤǒ ƎƭǳƪƻȊ ŘŜƐƛǒƪŜƴƭƛƐƛ 

ÅYƛƭƻ ƪŀȅōƤ 

ÅbƻƪǘǸǊƴŀƭ ƘƛǇƻƎƭƛǎŜƳƛŘŜ ŀȊŀƭƳŀ 

Å[¸нслррпм ŘŀƘŀ ŦŀǊƪƭƤ ōƛǊ Ŝǘƪƛ ƳŜƪŀƴƛȊƳŀǎƤƴŀ ǎŀƘƛǇ 
olabilir 

ïYƛƭƻ ŀƭƤƳƤ ǾŜ ¢D  ŀȊŀƭƳŀǎƤ- ƛƴǎǸƭƛƴ ǘŜŘŀǾƛǎƛƴŘŜ 

ïYƛƭƻ ƪŀȅōƤ ǾŜ b ¢D-LY2605541 tedavisinde 

 Rosenstock et al. Diabetes Care 2012. 

¢н5aΩŘŜ CŀȊ н [¸нслррпм ƛƭŜ DƭŀǊƎƛƴŜ 
{ƻƴǳœƭŀǊ 



·Eksojen uygulanan insan ins¿linlerinin aksine, LY 
endojen ins¿line benzer hepatik olumlu  etkiler 
gºstermiĺtir. Mevcut ins¿linlerden kaynaklanan 
komplikasyonlarĔ azaltabilir... 

 



· CGMS ile, LY 2605541 vs Glargine  

·Daha d¿ĺ¿k glukoz deķiĺkenliķi 

· Daha az hipoglisemi 

· Daha az hipoglisemide kalma s¿resi 

 


