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15BÖLÜM

NEONATAL DİYABETES 
MELLİTUS

GIRIŞ

Neonatal Diyabetes Mellitus (NDM) genellikle yaşamın ilk 6 ayında sebat eden 
ve insülin tedavisi gerektiren hiperglisemi olarak tanımlanmakla birlikte, 6-12 
ay arasında tanı alan vakalar da bildirilmiştir. 100.000-500.000 canlı doğumdan 
1’ini etkilediği tahmin edilmektedir. Akraba evliliğinin sık olduğu toplumlarda 
bu oranlarda artış görülmektedir (1).

KLINIK BULGULAR

İntrauterin dönemdeki insülin eksikliğine bağlı olarak, NDM’li hastalarda düşük 
doğum ağırlığı sık görülür. Beslenmeye rağmen kilo alamama, büyümede durak-
sama, sık idrar yapma bulguları olan hastalarda kan şekeri ölçümü yapılmalıdır 
(2). NDM dışında, parenteral glukoz alımı, sepsis, ilaçlar, stres ve prematüriteye 
bağlı da hiperglisemi gözlenebilir (3). Semptomları geç farkedilen hastalar de-
hidratasyon ve hatta diyabetik ketoasidoz ile hastaneye başvurabilir (4). Altta 
yatan genetik bozukluğa bağlı ekzokrin pankreas yetmezliği veya pankreas dışı 
patolojiler de gözlenebilir (5).
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Sonuç olarak NDM çok farklı genetik mutasyonlardan kaynaklanabilir ve 
mümkün olan en kısa sürede genetik analiz yapılması, tedavi seçimi konusunda 
yönlendirici olacaktır.

KAYNAKLAR
1. Rabbone I, Barbetti F, Gentilella R, et al. Insulin therapy in neonatal diabetes mellitus: a re-

view of the literature. Diabetes Research and Clinical Practice, 129;126-135.
2. Darendeliler F, Çocuk Endokrinolojisi ve Diyabet. Neonatal Diabetes Mellitus. İstanbul, Istan-

bul Tıp Kitapevleri, 2021.
3. Lemelman MB, Letourneau L, Greeley SAW. Neonatal diabetes mellitus: an update on diag-

nosis and management. Clinics in perinatology, 45(1), 41-59.
4. Sperling MA, Diabetes Mellitus. In: Sperling MA (Editor). Philadelphia, 2014.
5. Proks P, Girard C, Haider S, et al. A gating mutation at the internal mouth of the Kir6. 2 pore 

is associated with DEND syndrome. European Molecular Biology Organization reports, 6(5), 
470-475.

6. Greeley SAW, Naylor RN, Philipson LH, et al. Neonatal diabetes: an expanding list of genes 
allows for improved diagnosis and treatment. Current diabetes reports. 2011;11.6, 519-532.

7. Edghill EL, Flanagan SE, Patch AM, et al. Insulin mutation screening in 1,044 patients with dia-
betes: mutations in the INS gene are a common cause of neonatal diabetes but a rare cause of 
diabetes diagnosed in childhood or adulthood. Diabetes, 2008;57(4), 1034-1042.

8. Russo L, Iafusco D, Brescianini S, et al. Permanent diabetes during the first year of life: mul-
tiple gene screening in 54 patients. Diabetologia, 2011;54(7), 1693-1701.

9. Flanagan SE, Patch AM, Mackay DJ, et al. Mutations in ATP-sensitive K+ channel genes cau-
se transient neonatal diabetes and permanent diabetes in childhood or adulthood. Diabetes, 
2007;56(7), 1930-1937.

10. Pipatpolkai T, Usher S, Stansfeld PJ, et al. New insights into KATP channel gene mutations 
and neonatal diabetes mellitus. Nature Reviews Endocrinology, 2020;16(7), 378-393.

11. Proks P, Antcliff JF, Lippiat J, et al. Molecular basis of Kir6. 2 mutations associated with ne-
onatal diabetes or neonatal diabetes plus neurological features. Proceedings of the National 
Academy of Sciences, 2004;101(50), 17539-17544.

12. Demirbilek H, Arya VB, Ozbek MN, et al. Clinical characteristics and molecular genetic 
analysis of 22 patients with neonatal diabetes from the South-Eastern region of Turkey: pre-
dominance of non-KATP channel mutations. European Journal of Endocrinology, 2015;172(6), 
697.

13. De Franco E, Saint‐Martin C, Brusgaard K, et al. Update of variants identified in the pancre-
atic β‐cell KATP channel genes KCNJ11 and ABCC8 in individuals with congenital hyperin-
sulinism and diabetes. Human mutation, 2020;41(5), 884-905.

14. Vedovato N, Cliff E, Proks P, et al. Neonatal diabetes caused by a homozygous KCNJ11 muta-
tion demonstrates that tiny changes in ATP sensitivity markedly affect diabetes risk. Diabeto-
logia, 2016;59(7), 1430-1436.



Neonatal Diyabetes Mellitus

203

15. Patch AM, Flanagan SE, Boustred C, et al. Mutations in the ABCC8 gene encoding the SUR1 
subunit of the KATP channel cause transient neonatal diabetes, permanent neonatal diabetes 
or permanent diabetes diagnosed outside the neonatal period. Diabetes, Obesity and Metabo-
lism, 2007; 9, 28-39.

16. Garin I, Edghill EL, Akerman I, et al. Recessive mutations in the INS gene result in neonatal 
diabetes through reduced insulin biosynthesis. Proceedings of the National Academy of Scien-
ces, 2010;107(7), 3105-3110.

17. Støy J, Edghill EL, Flanagan SE, et al. Insulin gene mutations as a cause of permanent neonatal 
diabetes. Proceedings of the National Academy of Sciences, 2007;104(38), 15040-15044.

18. Docherty LE, Kabwama S, Lehmann A, et al. Clinical presentation of 6q24 transient neonatal 
diabetes mellitus (6q24 TNDM) and genotype–phenotype correlation in an international co-
hort of patients. Diabetologia, 2013;56(4), 758-762.

19. Mackay DJ & Temple IK. Transient neonatal diabetes mellitus type 1. In American Journal of 
Medical Genetics Part C: Seminars in Medical Genetics (2010; 154( 3), 335-342).

20. Sansbury FH, Flanagan SE, Houghton JAL, et al. SLC2A2 mutations can cause neonatal diabe-
tes, suggesting GLUT2 may have a role in human insulin secretion. Diabetologia, 2012;55(9), 
2381-2385.

21. Labay V, Raz T, Baron D, et al. Mutations in SLC19A2 cause thiamine-responsive megalob-
lastic anaemia associated with diabetes mellitus and deafness. Nature genetics, 1999;22(3), 
300-304.

22. Rigoli L, Lombardo F & Di Bella C. Wolfram syndrome and WFS1 gene. Clinical genetics, 
2011;79(2), 103-117.

23. Bennett CL, Christie J, Ramsdell F, et al. The immune dysregulation, polyendocrinopathy, 
enteropathy, X-linked syndrome (IPEX) is caused by mutations of FOXP3. Nature genetics, 
2001;27(1), 20-21.

24. Satake N, Nakanishi M, Okano M, et al. A Japanese family of X-linked auto-immune ente-
ropathy with haemolytic anaemia and polyendocrinopathy. European journal of pediatrics, 
1993;152(4), 313-315.

25. Levy-Lahad E & Wildin RS. Neonatal diabetes mellitus, enteropathy, thrombocytopenia, and 
endocrinopathy: further evidence for an X-linked lethal syndrome. The Journal of pediatrics, 
2001;138(4), 577-580.

26. Tzakis AG, Nunnelley MJ, Tekin A, et al. Liver, Pancreas and Kidney Transplantation for the 
Treatment of Wolcott–Rallison Syndrome. American Journal of Transplantation, 2015;15(2), 
565-567.

27. Rivera E, Gupta S, Chavers B, et al. En bloc multiorgan transplant (liver, pancreas, and kidney) 
for acute liver and renal failure in a patient with Wolcott-Rallison syndrome. Liver Transplan-
tation: Official Publication of the American Association for the Study of Liver Diseases and the 
International Liver Transplantation Society, 2016;22(3), 371-374.


