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Diyabetik Periferik Polinéropati Onem

» Diyabetin en sik gorulen kronik komplikasyonu
(%60 1)

» |Jzun sUreli asemptomatik gidisat

» Gec tani aliyor
» Yasam kalitesinde bozulma
» Tedavi basarisi ?

*Rumyana Dimova et al, Journal of Diabetes and Its Complications. 31(2017);537-543.




Etiyopatogenezde temel faktor

» H|PERGLISEMI
»HOATC duzeylerindeki %1 artis

Periferik noropati sikhginda
%10-15 artis”

*Ziegler D et al, Handb Clin Neurol. 2014;126:3-22.




Hiperglisemi iliskili yolaklar

» Oksidatif stres

®»Polyol birkimi

®» Azalmis sinir perfuzyonu
»Fndonoral hipoksi
»Fndotelyal disfonksiyon




Diger efkili faktorler

Hasta yas
Diyabet yasi

°lazma glukoz dUzeyinde dalgalanmalar

» Obezite

Hipertansiyon

Dislipidemi

nsulin direnci varligl



Bu faktorler tum hastalarda
diyabetik periterik polindropati
gelisimini acikliyor mu ?




Cevresel Faktorler Genetik Faktorler




Boy uzunlugu

»Sinir liflerinin uzunlugu ile iliskili
- ®»Boy uzunlugundaki her 5 cm artis;

|

DPN prevalansini =%36 1

*Shaw JE et al. Diabetes Res Clin Pract. 1998;42(2):131-139.



Sigara Kullanimi

= T1DM hastalarn icin DPN gelisimi yénonden bagimsiz bir
risk faktoru”

» [2DM’'da DPN gelisimi Uzerine etkisi zayif veya diger eslik
eden faktorlere bagh™

» 2015 meta-analiz; 10 prospektif, 28 kesitsel calisma;™
» Prospektif calismalarda rolatif risk 1.26 (%95 gUven aralidi)

» Kesitsel calismalarda rolatif risk 1.42 (%95 gUven araligi)

*Forrest KY et al. Diabetes 1997;46(4).665-670.
**Shaw JE et al. Diabetes Res Clin Pract. 1998;42(2):131-139.
*** Clair C et al. J Gen Intern Med. 2015; 30(8):1193-203.
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Fiz. 2 Forest plot for prospective studies: adjusted odds ratios of neuropathy for smokers veras nomsmokers. Dashed vertical line represents

the estimated pooled effect size: points in grey squares with lines represent odds ratios and 95 % Cls of ndividual studies: the open diamond

represenis a visual summary of the overall 95 % C1 of the effect estimate of smoking on the ncdence of DPN. Studies to the right of the solid
vertical lime imdicate a positive asseciation between smwking and DPN: studies to the left indicate a negative assocation
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Fig. 3 Forest plot for cross-sectional sudies: adjusted odds rades of nesropathy for smokers versus nonsmokers. Dashed verdeal line represe nis

the estimated pooled effect size; points in grey squares with lines represent odds ratios and 95 % Cls of ndividual studies; the open diamond

represents 2 visual summary of the overall 93 %% (1 of the effect estimate of smoking on the prevalence of DPN. Studies to the right of the solid
vertical lime imdicate a positive association between smoking and DPN: studies on the left indicate a negative association
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Alkol Kullanimi

» |liskili"
» |liskisiz"™

» Tuketilen alkol miktarn arttikca arfiyor
» Alkolik noropati ile cok karisiyor
» Objektif calisma yapmak zor

*Walters DP et al. Diabet Med. 1992;9(4):349-353.
**Ziegler D et al. Eur J Pain 2009; 13(6):582-587.




Vitamin D Eksikligi

» 710 hasta; %81.5 vs. %60.4

» Diyabet yasi, HbAlc ve LDL kolesterol
dUzeylerinden bagimsiz risk faktoro™

» 8 haftalik kisa donem oral D vit replasmani ile
noropati semptomlarinda anlamli duzelme
(p<0.001)™

» \Vitamin D destegi ile DPN onleme calismalar

*Shehab D et al. Diabet Med. 2012 Jan;29(1):43-9.
**Shehab D et al. Med Princ Pract. 2015;24(3):250-6.




Yetersiz Fiziksel Aklivite

= DPN gelisimi ile iliskili' 7 Wl
» Jygun egzersiz programlart DPN

semptomlarinda anlamli duzelmeye
neden oluyor™

*Ziegler D et al. Eur J Pain 2009; 13(6):582-587.
**Davies B et al. Physiotherapy. 2015 Dec;101(4):319-26.




Uygunsuz Beslenme

» Hiperglisemi
® Hipertansiyon
®Dislipidemi
»(Oberzite
»nsUlin direnci




Endokrin Kirleticiler

» Arsenik

®» AgIr met
Noropat
Diyabeti

Fitalat ?
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Genetik yolaklar

» Oksidatif stres
»Na/K ATPaz aktivitesi™
» Aldoz redUktaz aktivitesi™

*Varkonyi T et al. Curr Pharm Des. 2013;19(27):4981-5007.
**Vague P et al. Diabetologia. 1997 May;40(5):506-11.
***Chung SS et al. Curr Med Chem. 2003 Aug;10(15):1375-87.




Oksidatif Stres

» Glutatyon |

» Glutatyon / Okside glutatyon |

» Nifrik oksit |

»Sonuc: Endojen oksidatit DNA hasari |

Mendez MM et al. J Diabetes Complications. 2015 Sep-Oct;29(7):923-7.




Tip 1 Dia

betes Mellitus - DPN

»Poli(ADP riboz) polimeraz-1 enzimi

»Katalaz e

NZIMI

®»Superoksit dismutaz enzimi

Kodlayan genlerdeki tek noktao
polimorfizmi DPN ile iliskili

Nikitin AG et al. Diabetes Res Clin Pract. 2008 Mar;79(3):446-52.



Tip 2 Diabetes Mellitus - DPN

®» Alfa 2B adrenoreseptor D alel

DPN varligr ve ciddiyeti ile iliskili®

» “Toll-like reseptor 4 geni”
uzerindeki Asp299Gly ve Thr39%lle

tek nUkleotid polimorfizmi DPN
yoOnUnden koruyucu™

*Papanas N et al. Exp Clin Endocrinol Diabetes. 2007 May;115(5):327-30.
**Rudofsky G et al.Diabetes Care. 2004 Jan;27(1):179-83.




Tip 2 Diabetes Mellitus - DPN

®» Apolipoprotein E polimorfizmi,
ozellikle ¢4 aleli varligindo
ciddi DPN gorulme sikliQl
5 kat

Monastiriotis C et al. Angiology 2013 Aug;64(6):451-5.




NGF: Nerve Growth Factor

» NGF noronal buyume ve farklilasmayi uyariyor
» Noral hUcreleri apopitozdan koruyor
» Kodlayan genler DPN olusumu-ciddiyeti ile iliski

» DPN tedavisinde ilk kullanim sonuclarn Umit verici

®» Ama genis faz 3 calismada rekombinant NGF
basarisiz

r~ =
wr o

Apfel SC et al. JAMA. 2000 Nov 1;284(17):2215-21.
Tiaka EK et al. Int J Burns Trauma. 2011;1(1):68-76.




IGF-1 ve IGF-1 reseptoru

®»|GF-1 ve IGF-1 reseptoru; DPN ciddiyeti
arasinda negatif korelasyon

»Ciddi DPN ‘de IGF-1 dUzeyleri anlamli
dusUk (p<0.05)

»K|inik ve tedavide onemi ?

Migdalis IN et al. Diabet Med. 1995 Sep;12(9):823-7.




Table 1. Risk factors of distal symmetric sensorimotor polyneuro-

pathy
Risk factor Degree of References
association
Diabetes duration +++ 1,11-18
Hyperglycemia e+ 1, 23-29
Glycemic variability + 39, 42
Prediabetes + 43-47
Age 4t 1. 10-12, 26, 27, 43-45, 50, 51
Helght += 11-14, 26
Hypertension e I, 12, 13,24, 25, 51, 63
Dyslipidemia + 11, 13, 25, 26, 55-57
Smoking + 11, 13, 15, 48, 59
Obesity += 43-45, 60, 61
Metabolic syndrome e 60, 62, 63
Insulin resistance + 58, b4
Alcohol consumption - 1, 12, 50
Hypoinsulinemia - 14, 15, 24
Oxidative stress s 6G5-77
Platelet activation + 78,79, 81, 82
Vitamin D deficlency ++ 83, B4, 86, 87
Genetic factors -+ 95-100, 102-112
Subclin. inflammation + 89-92
Low physical activity ++ 43-45
Growth factor depletion - 114-117
Legend: Moderate assoclation (+). stronger assoclation (++). very PCIpCIﬂCIS N et al.
strong assoclation (+++). Rev Diabet Stud.

2015 ;12(1-2):48-62.




Sonuc¢ olarak;

»Yasam tarzi degisiklikleri ile degistirilebilen
cevresel risk faktorlert yonunden hastalar
bilgilendiriimel...

®»CGenetik alanindaki  gelismelerin - hastaligin
efiyopatogenezinin aydinlatilmasi konusunda
daha basarili olmasi ve tedaviye yeni basaril
alternatifler getirmesi Umit ediliyor.






