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Insiilin Direnci

Normal hatta yliksek plazma insdlin
konsantrasyonu varligina ragmen,
insilin eksikligine bagli metabolik
degisikliklerinin var olmasi
durumudur.
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Insiilinin direnci
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Strese Bagl Insiilin Direnci
Strese Bagli Hiperglisemi

e Yogun bakim hastalarinda gérilen
hiperglisemi
Cerrahi, Sepsis, Yaniklar, Travmalar, MI
e Gorilme olasiligr gok yiiksek (T % 75)

e Koruyucu yanit olarak kabul edilirdi
(Fight or flight)
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Hiperglisemi zararl mi?

o Diyabetiklerde
Enfeksiyon daha fazla
Yara iyilesmesi daha geg
Diyabetik ketoasidoz riski
Mortalite ylksek
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Kritik hastalarda yogun insiilin
tedavisinin sonucglar: (n=1548)
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Kritik hastalarda yogun instilin
tedavisinin sonuclari (n=1548)

Relative risk reduction
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Blood stream infections

Antibiotics >10 days

Dialysis/continuous
venovenous hemofiltration

Critical illness polyneuropathy

Mechanical ventilation >14 days

ICU stay >14 days

Rho = 1.0
] p < 0.0001

Blood glucose level (mg/dl)

Risk of critical illness polyneuropathy (%)

54-89 90-125 126-161 162-197 198-232

Van den Berghe. N Engl J Med; 345: 1359, 2001



Strese Bagl Hiperglisemi

Belcika Calismasi

e Mortalite orani

e Septisemi orani

o ICU yatig suresi

e Kritik hastalik myondropatisi orani
e Ventilator destek siresi

e Kan ftransfiizyon sayisi

Van den Berghe 6, NEJM, 345:1359, 2001
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Kritik hastada yogun insiilin tedavisi
¢aligmalari yorumlamada gugliikler

™

e Kritik hastalik fanimindaki heterojenite

o Tedavi protokollerindeki heterojenite




/ Yogun Insiilin Tedavisi
Tartismali Konular

e Yogun insilin tedavisi endikasyonu
o Riskleri

e Hedef degerler

e Insiilin uygulama tedavi semas

o Glisemik kontrol- Insiilin destegi




Strese Bagl Hiperglisemi

Nedenleri

Insiilin direnci
Enteral, parenteral beslenme
Ilaclar

Glukokortikoidler, sempatomimetikler,
siklosporin, takrolimus

Hipokalemi
Enfeksiyonlar

Onciil durumlar
DM, pankreatit



Glukoz Metabolizmasi
Normal Postprandial
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Glukoz Metabolizmasi

Normal Postabsorptif

Insiilin baskili
Glukagon salinimi
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Glukoneogenez
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Glukoz Metabolizmasi

Kritik Hastalikta

Glikojenoliz

Glukoneogenez

Glikojenoliz
Proteoliz




Glukoz Metabolizmasi

Normal Postabsorptif- Kritik Hastalikta

Glukoz Metabolizmasi
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\

Insiilin baskisi
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Glukoz Metabolizmasi

Kritik Hastalikta

Karsi-diizenleyici hormon artisi
Proinflamatuar sitokin artisi
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/ Kritik Hastalikta

Glukoz Metabolizmasi

Karsi-diizenleyici hormon artisi
Proinflamatuar sitokin artisi
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Kritik hastalik néroendokrin yanit
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e Hormonlar
Epinefrine
Glukagon
Kortizol
Biylme hormonu
Norepinefrine

e Sitokinler
TNF-alfa
IL-6
IL-1
Adipositokinler ??




Insilin reseptori ve postreseptor
olaylar

JOSLIN’S DIABETES MELLITUS
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Figure 9.3. The insulin and insulin-like growth factor-1 (IGF-1) signaling network. The two major path-

ways are the phosphatidylinositol 3-kinase (Pl 3-kinase) pathway and the R
The PI-3 pathway is the major pathway leading to the metabolic actions of insulin.

(MAP) kinase pathway.
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Insiilin etkileri
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Insiilin direnci olasi mekanizmalar

o Ligand Dissociation and Degradation

Insulin
Receptor
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Obesity
Inflammation
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Figure 9.6. Mechanism of turning off the insulin signal. These mechanisms are also activated in a variety
ol acquired insulin-resistant states. SOCS, suppressors of cytokine signaling; IRS, insulin-receptor substrate;
"1 Pase, protein tyrosine phosphatases.
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Insiilin Direnci Tespit Yontemleri

e Altin Standart
Hiperinsilinemik euglisemik klemp

e Kullanilabilen Yontemler
Plazma insdlin seviyesi
HOMA
QUICKI
Minimal model
Insiilin tolerans testi
Matsuda




Insiilin Direnci

Normal hatta yliksek plazma insdlin
konsantrasyonu varligina ragmen,
insilin eksikligine bagli metabolik
degisikliklerinin var olmasi
durumudur.



Insiilin Direnci Tespit Gerekliligi

IR tanimlamasi objektif degildir

Tespit kriterleri kesin degildir

Tespit yontemleri kolay ve ucuz degildir
Klinik bulgular ile IR korelasyonu ytiksektir

Tani konmasi tedaviyi onemli dlglide
degistirmez
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Insiilin direnci onlenebilir mi?

o Diyet - Kilo kaybi
e Egzersiz

e Ilaclar

Biguanidler, Thiazolidinedionlar, Alfa-glikozidaz
enzim inhibitorleri




Krifi k hastada
Insulin direnci onlenebilir mi?

o Elektif cerrahi disinda uygulanamaz
Laparoskopik cerrahi
Minimal invaziv teknikler
Epidural anestezi
Operasyon sirasinda vicut 1sisinin korunmasi
Operasyon sonrasi etkin analjezi
Standart yontemler ile ilgili yeterli ¢calisma yok
Oral karbohidrat tedavi
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Oral karbohidrat tedavi
Endojen Glukoz Salinimi (n=14)
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