
Supplementary V: Overview of disease definitions 

 

Disease Definition 

Type 1 diabetes 1. Following criteria of American Diabetes Association (ADA). 
2. Following criteria of ISPAD (The International Society for Pediatric and 

Adolescent Diabetes) criteria first published in 2000 and revised in 2009. 
3. Following criteria of National Diabetes Data Group. 
4. Following criteria of World Health Organization. 
5. Clinical signs and symptoms (polyuria, polydipsia, weight loss) together 

with biochemical criteria (fasting glucose over 125 mg/dl, postprandial 
glucose over 200 mg/dl, glycosuria, ketonuria, elevated levels of 
glycosylated haemoglobin over 6.5 %), and immunology investigations 
(elevated levels of Glutamic Acid Decarboxylase Antibodies). 

6. Clinical evidence of classical manifestations of diabetes mellitus and 
confirmed biochemically by finding abnormally high blood glucose level 
more than one occasion. 

7. Polyuria, polydipsia and unexplained weight loss as well as a casual 
plasma glucose concentration of ≥ 11.1 mmol/l (200 mg/dl) 

8. Hyperglycemia (>200 mg/dL) and related symptoms together with 
ketonuria, ketoacidosis, insulin autoantibody (IAA) positivity, or a low C-
peptide level. 

9. Expert committee on the diagnosis and classification. 
10. Patients presenting with hyperglycaemia, polydipsia, polyuria and/or 

ketoacidosis, necessitating insulin treatment from the time of diagnosis. 
11. History of ketonuria or ketoacidosis at onset or a history of primary or 

secondary failure to oral hypoglycemic agents within 3 years. 
12. Islet-cell antibodies (ICA) positivity. 
13. Presence of glutamate decarboxylase antibodies (GADAb) and/or IA2 

antibodies (IA2Ab), with disease onset after the age of 35 years. (late 
onset) 

14. Included insulin dependence, as evidenced by deficient Cpeptide 
secretion; an age range of 13–39 years; and the absence of hypertension, 
hypercholesterolemia, and severe diabetes complications or medical 
conditions. 

15. Development of diabetes before the age of 40 years, and the requirement 
for insulin treatment within one year of diagnosis. 

16. Blood glucose  >11,09 mmol/L, classical symptoms at onset en long 
standing insulin use. 

17. If at least two of the following criteria were satisfied: age at diabetes 
onset below 35 years, an interval of < 3 years between diabetes onset and 
insulin requirement, body mass index < 25 kg/m2 at diagnosis. Or Patients 
with past or present seropositivities for any marker of b-cell immune 
destruction [i.e. anti-glutamate decarboxylase (GAD), anti-IA2, anti-islet 
or anti-insulin autoantibodies without acanthosis nigricans]. 

18. Insulin use, no oral use, diagnosis under 19 and at least one hospital 
admission. 

19. Age less than 30 years at the time of diagnosis of DM, history of using 
insulin since diagnosis and at least for one full year. 

20. Conventional clinical criteria (not further specified). 
21. Presence of constantly increased fasting glycemia values, higher than 110 

mg% 
22. Fasting plasma glucose levels exceeding 126 mg/dl (7.0 mmol/l) on two 

occasions, or symptoms of hyperglycaemia, including polyuria, polydipsia, 
and unexplained weight loss with a random plasma glucose 200 mg/dl 



(11.1 mmol/l) or 2-h plasma glucose 200 mg/dl (11.1 mmol/l) during an 
oral glucose tolerance test. 

Hypothyroidism 1. TSH > 10 (Hashimoto) or TSH < 10 but > upper limit of normal (subclinical 
disease). 

2. Clinical disease (TSH > upper limit of normal and free T4 under lower limit 
of normal) and subclinical disease (TSH > upper limit of normal and free 
T4 within normal range). 

3. Clinical disease (TSH > upper limit of normal and T3, T4, or free T4 levels 
under lower limit of normal) and subclinical disease (TSH > upper limit of 
normal and T3, T4, or free T4 levels within normal range). 

4. Clinical disease (TSH > upper limit of normal and T4 under lower limit of 
normal) and subclinical disease (TSH > upper limit of normal and T4 within 
normal range) and at least one associated antibody. 

5. Subclinical  (TSH > 5 and FT4 9.1-23.8 pmol/L) and clinical overt (TSH > 10 
mU/L and FT4<9.0). 

6. Subclinical  (TSH > 5 and FT4 9.1-23.8 pmol/L) and clinical overt (TSH > 10 
mU/L and FT4<9.0). 

7. Antibody positivity or positive ultrasound. 
8. Antibody positive and elevated TSH (no reference values available), 

ultrasound confirmed. 
9. TSH > 6.2 independent of T4. 
10. T4 > 20 pmol/l and TSH under 0,5 mUI/l. 
11. TSH > 8 mU/l and fT4 <12 pmol/l.  
12. TSH > 5 mU/l and fT4 <12 pmol/l.  
13. TSH >7 mU/l. 
14. TSH > 4.5 mU/l. 
15. Elevated TSH with or without clinical features of hypothyroidism. 
16. Treated hypothyroidism. 
17. High level of TPO antibody (not further specified) 
18. TSH >5.0 U/ml and TPO positivity or TSH >10 U/ml. 
19. Elevated TSH levels ( 5  U/ml) and/or documentation of thyroid 

dysfunction (hypothyroidism) made by a pediatric endocrinologist. 
20. International Classification of Diseases codes supplied by the local 

treatment centers, use of thyreostatic medication, or documented 
laboratory results from the most recent treatment year. 

21. TSH alteration irrespective of symptoms. 
22. Goiter or a history of primary hypothyroidism and high titers of thyroid 

autoantibodies. 
23. Patients with positive anti-TPO and/or anti-TG. 
24. Presence of anti-thyroid autoantibodies (TgAb and TPOAb) and 

hypoechoic pattern on thyroid ultrasonography. 
25. Positivity for one or both antibodies 0.4-6.21 mIU/ml. 
26. Subclinical autoimmune thyroiditis (High levels of TSH (>5 mIU/mL), 

associated with the presence of at least one thyroid autoantibody on two 
or more consecutive occasions, and/or with ultrasonographic findings of 
thyreoiditis) or clinical autoimmune thyroiditis (in addition with low FT4 
levels and/or the presence of goitre). 

27. Clinical diagnosis (not further specified). 
28. With the help of ultrasonography, laboratory, and/or cytological criteria. 
29. A history of treatment for hypothyroidism and no history of 

thyroidectomy or radio-iodine therapy prior to a patient’s first 
autoimmune thyroiditis medical code 

Hyperthyroidism 1. TSH < 0.2 and clinical diagnosis. 
2. Overt clinical hyperthyroidism (suppressed TSH levels and T3, T4, or free 

T4 levels above the upper limit of normal) and subclinical hyperthyroidism 
(suppressed TSH level with normal T3, T4, or free T4 levels). 

3. Diagnosis of Graves in history (not further specified). 



4. Elevated TSH levels ( 5  U/ml) and/or documentation of thyroid 
dysfunction (hyperthyroidism) made by a pediatric endocrinologist. 

5. TSH alteration irrespective of symptoms 
6. Suppressed TSH, elevated FT4 and symptomatic hyperthyroidism with 

positive TSH receptor antibodies. 
7. TSH <0.01 mU/l and fT4 >22 pmol/l. 
8. Presence of anti-TSH-receptor autoantibodies.  

Celiac disease 1. Following (revised) criteria of ESPGHAN. 
2. Atrophy by duodenal biopsy (not further specified). 
3. Biopsy (not further specified). 
4. Jejunal biopsy (≥ Marsh II or III depending on the study). 
5. Biopsy, after 2 positive EMA. 
6. Subtotal or total villous atrophy. 
7. Biopsy in case of (any) associated antibody positivity 
8. Positive duodenal biopsy and response on Gluten Free Diet. 
9. High titers of anti-tTG IgA autoantibodies. 
10. Elevated anti-tTG IgA with positive biopsy or high titer positive anti-tTG 

and a favorable response to a GFD (if biopsy was refused). 
11. Elevated EMA IgA with positive biopsy. 
12. Scoring system which took into account 4 items: symptoms, auto-

antibodies, HLA and biopsy findings. 
13. Antibody or biopsy findings (not further specified). 
14. Biopsy Marsh III or more, after persistent positive serology of clinical 

complaints. 
15. Jejunal biopsy, following the criteria set down by the European Society for 

Gastroenterolog, Hepatology and Nutrition. 
16. The diagnosis of CD was considered the histologic demonstration of the 

hyperplastic or destructive mucosal lesions (type 2 or 3), followed by 
serologic response to a GFD, and by clinical remission in patients who 
exhibited any symptoms. 

Gastric autoimmunity 1. Macrocytic anaemia with subnormal vitamin B12 levels and positive PCA. 
2. Macrocytic anaemia (not further specified). 
3. Pernicious anemia (not further specified). 
4. Atrophic gastritis, macrocytic anaemia or pernicious anaemia. 
5. PCA positivity. 

Vitiligo 1. Clinical diagnosis (not further specified). 
Adrenal gland 
insufficiency 

1. Peak cortisol level after 250  g cortrosyn of less than 18  g/dl (496.6 
nmol/liter) or a fasting cortisol level of 3 g/dl (82.8 nmol/liter). 

2. (Short) synacthen test (peak cortisol >550 nmol/l). 
3. Peak cortisol (not further specified). 
4. Diagnosis of Addisons in history (not further specified). 
5. Low 8.00 AM serum cortisol with high adrenocorticotropic hormone 

 


