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Abstract. Clinical trials designed to prevent type 1 diabetes (T1D) based on the autoimmunity paradigm have proved 

disappointing, and have not so far translated into patient benefit. Meanwhile, the incidence of T1D continues to rise. 

The accelerator hypothesis explores the role of weight gain in childhood diabetes, as both islet cell immunity and T1D 

are associated with BMI. Insulin resistance, which results largely from weight gain, increases insulin demand, and 

demand puts stress on beta cells, which accelerates their apoptotic loss. An immune response to the stress in those 

who are genetically predisposed (‘autoimmunity’) hastens the loss further, and may explain by default why 

autoimmunity is a feature of diabetes in the young. The accelerator hypothesis was proposed in 2001 and, like most 

hypothesis, has evolved over the years. 
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Historical Reports of Insulin Resistance 

in Diabetes 

 

Himsworth was the first to describe insulin resistance in 

diabetes nearly 80 years ago but not, as is often thought, 

so as to distinguish adults from juveniles with the 

disease – insulin resistance was noted in both [1, 2]. 

Others repeated Himsworth’s observations using simple 

insulin-glucose tolerance tests [35],
 

until a more 

sophisticated measure of insulin sensitivity, the glucose 

clamp, provided direct evidence that impaired insulin 

action is ‘…..a common feature of T1D’ [6]. Indeed, 

while conceding it was possible to separate patients 

according to insulin sensitivity, Elliott Joslin concluded 

that testing for it was of little use because the overlap in 

clinical phenotype was so great [7]. Insulin resistance 

was associated with diabetes from earliest times, in both 

young and old, and posed no threat to its oneness. 

The Categorisation of Diabetes 

Diabetes remained one until the 1970’s, when three 

observations made largely in children (lymphocytic 

insulitis [8], islet cell antibodies 9] and HLA genotype 

[10]) were interpreted by opinion leaders at the time to 

mean that childhood diabetes, unlike adult diabetes, was 

caused by dysregulation of the immune system 

(autoimmunity). A previously single disorder was now 
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deemed to be two categorically distinct entities of 

different aetiology, and the autoimmune paradigm has 

been deeply rooted since. Importantly, however, the 

classification was based on observation, and not on 

experiment. Indeed, some 20 human trials using 

immunotherapy to test the autoimmunity paradigm since 

have proved unsuccessful [11], and none has translated 

into patient benefit. Interest in the relationship of insulin 

resistance to autoimmunity emerged only because of 

mounting concern that the original interpretation may 

not have been correct [12]. Autoimmunity is clearly 

present in T1D, but its primacy in the sequence of 

events is being questioned. Rather than the driver of 

beta cell loss, could autoimmunity be an immune 

response to islets which are stressed by the demands of 

insulin resistance? 

Experimental Basis  

for Autoimmune Diabetes 

The experimental data cited in support of the autoimmunity 

hypothesis for T1D is substantial, but drawn largely 

from prevention studies in animals [13]. Such trials are 

often successful, but animals are not human, and 

biomedical research is frequently confronted with 

hypotheses that work in animals, but not in man. In the 

case of T1D, the models are not just animals, but animals 

abnormal to the point where they fail to develop diabetes 

unless their environment is rigidly controlled. The models 

most used, the NOD mouse and Biobreeding rat, are 

inbred for immununogenetic anomalies that are essential 

to the model, but not part of the human disease. The 

models show that the immune system can destroy the 

beta cells of inbred rodents, but say little about the 



50 T. J. Wilkin 

 

mechanisms responsible for T1D in outbred man. The 

ongoing TRIGR study using hydrolysed protein formula 

(Nutramigen) in human infants has an impressive 

pedigree, and will report in 2017, but care must be taken 

with confounders in its interpretation.  Nutramigen, like 

breast-milk, may be associated with slower growth rates 

than cow’s milk and breast-milk is associated with a 

lower incidence of T1D [14]. 

The Doctrine of Immunological Tolerance  

Any suggestion that autoimmunity might be a response 

to beta cell stress, rather than its cause, must first 

confront one of the pillars of immunology – tolerance to 

self antigens. The issue was addressed by the author 

some 25 years ago [15], in the wake of Pierre Grabar’s 

construal of the immune system’s primordial role as the 

body’s housekeeper, clearing up the detritus of 

apoptotic (and, where needed, necrotic) cell death [16]. 

Being shape-specific and clonal, the immune system 

was ideally adapted to expand and contract in response 

to specific housekeeping need. What to others before 

him had been a canon of absolute tolerance to self 

antigens, was to Grabar the absence of a technology 

sufficiently sensitive to detect a natural process of waste 

removal – until it was intense, when it was given the 

label ‘autoimmunity’ in order that it should comply with 

the tolerance paradigm [17]. Grabar’s great contribution 

was to breach the doctrine of self-tolerance that had 

previously obliged autoimmunity to be a pathology. 

Autoimmunity is nevertheless inflammatory, and may 

be expected to further accelerate apoptotic death of the 

troubled beta cell [18]. 

Orphan Observations  

‘Orphan observations’ are facts which don’t fit, and 
which tend to be ignored as a result. Concerns over the 
duality of diabetes first emerged through epidemiology, 
though few noted their significance at the time. 
Yemenite immigrants to Israel in the 1950’s suffered 
very little diabetes but, after 25 years in a land of plenty, 
experienced a 40-fold increase in its prevalence. 
Intriguingly, it wasn’t just T2D – the proportion of 
insulin dependency among the new diabetics was 
similar to that among Israelis of European origin [19]. 
The observation is a classic orphan, but fundamentally 
important because it suggests a common driver for both 
major forms of diabetes. Again, it is seldom remarked 
upon, but clearly documented, that wherever in the world 
there has been a rise in T2D, there has been a 
corresponding increase in type 1 [20], and many studies 
report how the frequency of T1D among the relatives of 
those with type 2 is many times greater than that in the 
general population [21, 22].

 
Most recently, Hussen et al 

report how having a parent with any type of diabetes 
increases the risk of T1D in the child [23].

 
 More 

fundamental still is the changing status of islet 
autoantibodies. Sero-positivity was always the exclusive 

hallmark of T1D, but reports of isle-related autoantibodies 
in people T2D have posed serious taxonomic difficulty 
[24]. Finally, there is now evidence for insulin resistance, 
not just in those with type 1 disease, but in those at-risk as 

well [2527].
 
When weighed together, orphan observations 

can shape a new paradigm, and the notion that T1D may be 
T2D accelerated into childhood by a reactive genotype is 
an example. 

The Accelerator Hypothesis 

Insulin resistance, largely (but not always) the result of 

excess weight gain, is generally believed to drive type 2 

diabetes. The metabolic up-regulation of the islets, and 

the glucotoxicity and lipotoxicity that result from the 

metabolic disturbance associated with insulin resistance, 

are thought to stress the beta cell and hasten its apoptosis 

[2830]. Excess weight gain is a feature of childhood over 

recent time, and it has been known for 40 years (though 

little mentioned) that children who develop T1D are on 

average heavier as toddlers than their peers who do not 

[31]. The observation resurfaced during the 1990’s 

[3234], and in 2001 the accelerator hypothesis formalised 

an alternative paradigm to autoimmunity – that Type 1 and 

type 2 diabetes are the same disorder of insulin resistance, 

set against different genetic backgrounds [35]. Beta cell 

stress, according to the hypothesis, provokes an immune 

response (autoimmunity) which is particularly intense in 

the small proportion of the population that carries reactive 

HLA genotypes, and a recent meta-analysis found in all the 

studies it reviewed that people with T1D showed greater 

weight gain during the first year of life compared with 

controls [36]. Crucially, if the immune reaction (the 

autoimmunity of T1D) is the response to beta cell stress, 

rather than the driver, it is arguably not the appropriate 

target for prevention. Evidence for the hypothesis has been 

set out in a number of reviews [3742], and its early 

predictions have held firm in several reports worldwide 

[4346],
 
 though not in all [4749],

  
and for diverse reasons 

[5052]. The hypothesis anticipates that measures to 

reduce insulin demand will reduce the incidence of  

T1D but it does not dismiss autoimmunity. Rather, 

autoimmunity is regarded as a response to beta cell stress, 

not its cause, but inflammatory in its own right. The 

hypothesis is conceptually simple, but important if it resets 

the target for prevention of childhood diabetes from the 

immune system to insulin demand. 

Tempo – the Central Concept Underlying 

the Accelerator Hypothesis  

Diabetes is ultimately a disorder of beta cell loss [53], and 

the accelerator hypothesis is concerned with variation in 

the tempo of the loss. Beta cells are lost progressively over 

a lifetime [54], but the loss is of no consequence for most, 

given the substantial reserve [55]. However, if for 

whatever reason the loss is accelerated, it may become 

critical, and the age at presentation of diabetes will 
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depend on the degree of acceleration (Figure 1). Rather 

than categorise diabetes into types 1 and 2 (or indeed 

1½ [56],  LADA [57], hybrid [58], or double diabetes 

[59]), the accelerator hypothesis sees a continuous 

spectrum – a single process of beta cell loss which 

progresses at different rates, from ‘no’ diabetes during the 

lifetime of most people, through ‘slow’ diabetes in 

adulthood to ‘fast’ diabetes in childhood. The probability 

of developing diabetes is defined by an infinitely variable 

interaction between level of demand and immune response. 

The variation in diabetes is one of tempo, not of type. Only 

tempo can explain how T2D, that a generation ago was 

confined to middle age and beyond, has now become the 

fasting growing chronic disorder of childhood and how 

T1D, for decades a disorder of adolescence, is now rising 

fastest in the under 5’s [60]. 

Testing the Accelerator Hypothesis 

No evidence is complete without a randomized controlled 

trial, and no hypothesis is complete without a mechanism. 

If the accelerator hypothesis is to progress beyond 

speculation, it will be necessary to demonstrate that beta 

loss is slowed (and the incidence of T1D reduced) by 

protecting the beta cell against stress, and that beta cell 

rest is indeed the mechanism that drives the immune 

response that we call autoimmunity. Glucose is the 

principal stressor of the beta cell, and metformin is a 

recognized hypoglycaemic agent that is safe in children.  

The editor-in-chief of this journal was the first to test 

the ability of metformin to slow the progression of beta 

cell loss in a pilot study of 21 children recently diagnosed 

with T1D [61]. There were 26 control children on insulin 

alone. Six of the metformin-treated group entered complete 

insulin remission for 12 months or more, and their C-

peptide at the end of the study was significantly higher than 

that of the control group. It is not clear whether the 

metformin was simply re-sensitising the children to their 

own residual insulin, or preserving beta-cell function (the 

higher C-peptide might suggest true preservation), but the 

study provided impetus to the planning and ultimately 

funding by JDRF of the autoimmune diabetes Accelerator 

Prevention Trial (adAPT) currently recruiting in the UK. 

adAPT will expose children at high risk of T1D (double 

antibody positive) to metformin for five years in order to 

establish whether beta cell protection can reduce the 

incidence of diabetes. Mechanistic studies involving T 

cells (B. Roep, Leiden) will also seek to determine whether 

beta cell rest reduces immune reactivity to specific beta 

cell antigens.  

adAPT (Eudract # 2015-000748-41) is currently 

seeking youngsters throughout Scotland and the North 

of England who are the siblings or offspring age 5-16y 

of people who themselves developed T1D before the 

age of 25y. The 4-5% who are double antibody positive 

have a 40% chance of developing T1D over the course 

of the trial [62],  and will be invited to join a three stage 

randomised controlled trial of metformin. Stage 1 (four 

months, Pilot study) will validate the protocol, and 

establish the numbers that may ultimately be needed to 

achieve a reliable result. Stage 2 (36 months, Proof of 

principle) will indicate whether the rate of beta cell loss 

is slower in the treated group. C-peptide levels measured 

during the course of a multi-point mixed meal tolerance 

test will provide the outcome measure, but a subgroup 

will also be invited to participate in 7-day studies of 

continuous glucose monitoring. Stage 3 of adAPT (60 

months, T1D incidence) will compare the numbers who 

develop T1D in the active and placebo groups. adAPT 

will not report fully until 2022. 

adAPT is testing a new paradigm in type 1 diabetes. 

Where the immune activity in T1D has been looked upon 

previously as an immune attack by a dysregulated immune 

system, adAPT views it as a normal, if intense, response to 

beta cell stress caused by metabolic overload in people 

carrying a particular immunogenotype. A successful 

outcome to the trial may lead towards a safe, cheap and 

universally available approach to the prevention of type 1 

diabetes.   

References

1. Himsworth, HP. Diabetes mellitus: its differentiation into insulin-

sensitive and insulin-insensitive types. Lancet 1936; i:127130. 
2. Himsworth HP, Kerr RB. Insulin sensitive and insulin-insensitive 

types of diabetes mellitus. Clin Sci 1939; 4:119152. 

3. Martin FIR, Stocks AE. Insulin sensitivity and 131l-insulin 
metabolism in juvenile-type diabetics. Aust Ann Med 1967; 

76:289296. 

4. Ginsberg HN. Investigation of insulin sensitivity in treated 
subjects with ketosis prone diabetes mellitus. Diabetes 1977; 

26:278283. 

5. Harano Y, Ohgaku S, Hidaka H, Haneda K, Kikkawa R, 

Shigeta Y, et al. Glucose, insulin and somatostatin infusion for 
the determination of insulin sensitivity. J Clin Endocrinol 

Metab 1977; 45:11241127. 

6. Defronzo RA, Bendler R, Simonson D.  Insulin resistance is a 
prominent feature of insulin-dependent diabetes. Diabetes 

1982; 37:795801. 

7. Joslin EP, Root HF, White P, Marble A, Bailey CC. The 
treatment of diabetes mellitus. London: Henry Kimpton; 1947. 

p. 144146. 

 

Fig. 1. The concept of tempo as it applies to diabetes. 

A single process advancing at different rates. 



52 T. J. Wilkin 

 

8. Gepts W. Pathologic anatomy of the pancreas in juvenile 

diabetes mellitus. Diabetes 1965; 14:619633.  
9. Nerup J, Platz P, Anderson OO, et al. HLA antigens and 

diabetes mellitus. Lancet 1974; 2:864866. 

10. Bottazzo GF, Florin-Christensen A, Doniach D. Islet-cell 
antibodies in diabetes mellitus with autoimmune polyendocrine 

deficiencies. Lancet 1974; 2:12791283. 

11. Bonifacio E. Immunotherapy in T1D: a shorter but more 

winding road? Diabetes 2012; 61:22142215. 

12. Greenbaum CJ. Perspective: rethink the immune connection. 

Nature 2012; 485:S9. 
13. von Herrath M, Nepom GT. Animal models of human type 1 

diabetes. Nat Immunol 2009; 10:129132. 

14. Nucci AM, Becker DJ, Virtanen SM, Cuthbertson D, Softness 
B, Huot C, et al. Growth differences between North American 

and European children at risk for type 1 diabetes. Pediatr 

Diabetes 2012; 13:425431. 
15. Wilkin TJ.  Autoimmunity:  attack, or defence?  Autoimmunity 

1989; 3:5773. 

16. Grabar P. Autoantibodies and the physiological role of 
immunoglobulins. Immunol Today 1983; 4:337–340. 

17. Grabar P. Hypothesis. Auto-antibodies and immunological 

theories: an analytical review. Clin Immunol Immunopathol 

1975; 4:453466. 

18. Donath MY, Størling J, Maedler K, Mandrup-Poulsen T. 

Inflammatory mediators and islet beta-cell failure: a link 
between type 1 and type 2 diabetes. J Mol Med (Berl) 2003; 

81:455470 

19. Keen H, Jarrett RJ. Environmental factors and genetic 
interactions. In: Creutzfeld W, Kobberling J, Neel JV (eds) The 

Genetics of Diabetes Mellitus. Berlin: Springer-Verlag; 1976. 

pp. 203–214. 
20. Gale EAM The rise of childhood T1D in the 20th century. 

Diabetes 2002; 51:33533361. 

21. Gottlieb MS. Diabetes in offspring and siblings of juvenile- and 
maturity-onset-type diabetics. J Chronic Dis 1980; 33:331–339. 

22. Dahlquist G, Blom L, Tuvemo T, Nyström L, Sandström A, 

Wall S. The Swedish childhood diabetes study: results from a 
nine year case register and a one year case-referent study 

indicating that type 1 (insulin-dependent) diabetes mellitus is 

associated with both type 2 (non-insulin-dependent) diabetes 
mellitus and autoimmune disorders. Diabetologia 1989;32:2–6.   

23. Hussen H, Persson M, Moradi T. Maternal overweight and 

obesity are associated with increased risk of type 1 diabetes in 
offspring of parents without diabetes regardless of ethnicity. 

Diabetologia 2015; 58:1464–1473.   

24. Reinehr T, Schober E, Wiegand S, Thon A, Holl R; DPV-Wiss 
Study Group. Beta-cell autoantibodies in children with type 2 

diabetes mellitus: subgroup or misclassification? Arch Dis 

Child 2006; 91:473477. 
25. Fourlanos S, Harrison LC, Colman PG. The accelerator 

hypothesis and increasing incidence of T1D. Curr Opin 

Endocrinol Diabetes Obes 2008; 15:321325. 
26. Xu P, Cuthbertson D, Greenbaum C, Palmer JP, Krischer JP, 

and Diabetes Prevention Trial-Type 1 Study Group.  Role of 

insulin resistance in predicting progression to T1D. Diabetes 
Care 2007; 30:2314–2320.  

27. Mrena S, Virtanen SM, Laippala P, Kulmala P, Hannila ML, 

Akerblom HK, et al. Models for predicting type 1 diabetes in 

siblings of affected children. Diabetes Care 2006; 29: 

662667. 

28. Maedler K, Spinas GA, Lehmann R, Sergeev P, Weber M, 
Fontana A, et al. Glucose induces b-cell apoptosis via 

upregulation of the Fas receptor in human islets. Diabetes 2001; 

50:1683–1690,  
29. Donath MY, Gross DJ, Cerasi E, Kaiser N. Hyperglycemia-

induced beta-cell apoptosis in pancreatic islets of Psammomys 
obesus during development of diabetes. Diabetes 1999; 48: 

738744. 

30. Robertson RP1, Harmon J, Tran PO, Poitout V. Beta-cell 
glucose toxicity, lipotoxicity, and chronic oxidative stress in 

type 2 diabetes. Diabetes 2004; 53:S119S124. 

31. Baum JD, Ounsted M, Smith MA. Weight gain in infancy and 

subsequent development of diabetes mellitus in childhood. 
Lancet 1975; 2:866 

32. Johansson C, Samuelsson U, Ludvigsson J. A high weight gain 

in early life is associated with an increased risk of type 1 
(insulin-dependent) diabetes. Diabetologia 1994; 37: 91–94. 

33. Hyppönen E, Kenward MG, Virtanen SM, Piitulainen A, Virta-

Autio P, Tuomilehto J, et al. Infant feeding, early weight gain 

and risk of type 1 diabetes. Diabetes Care 1999; 22:19611965. 

34. Bruining GJ. Association between infant growth before onset of 

juvenile type-1 diabetes and autoantibodies to IA-2. 
Netherlands Kolibrie study group of childhood diabetes. Lancet 

2000; 356:655656. 

35. Wilkin TJ. The accelerator hypothesis: weight gain as the 
missing link between Type I and Type II diabetes. Diabetologia 

2001; 44:914922. 

36. Harder T, Roepke K, Diller N, Stechling Y, Dudenhausen JW, 
Plagemann A. Birth weight, early weight gain, and subsequent 

risk of type 1 diabetes:systematic review and meta-analysis. 

Am J Epidemiol 2009;169:14281436. 
37. Wilkin TJ. The great weight gain experiment, accelerators, and 

their implications for autoantibodies in diabetes. Arch Dis 

Child 2006; 91:456458. 
38. Wilkin TJ. The Accelerator Hypothesis in: Nutritional 

Management of Diabetes Mellitus and Dysmetabolic syndrome 

(eds. JP Bantle and G Slama). Nestle International Workshops 

2006; Karger, Basel pp. 139153.  

39. Wilkin TJ. Changing perspectives in diabetes: their impact on 

its classification. Diabetologia 2007; 50:15871592.  
40. Wilkin TJ. Diabetes: 1 and 2, or one and the same? Progress 

with the accelerator hypothesis. Pediatric Diabetes 2008; 9:2332.    

41. Wilkin TJ The accelerator hypothesis; a review of the evidence 
for insulin resistance as the basis for type 1 as well as type 2 

diabetes. Int J Obes (Lond) 2009; 33:716726. 

42. Wilkin TJ. The convergence of type 1 and type 2 diabetes in 
childhood: the accelerator hypothesis. Padiatr Diabetes 2012; 

13:334339. 

43. Kibirige M, Metcalf B, Renuka R, Wilkin TJ. Testing the 
accelerator hypothesis: the relationship between body mass and 

age at diagnosis of type 1 diabetes. Diabetes Care 2003; 26: 

28652870. 
44. Betts P, Mulligan J, Ward P, Smith B, Wilkin TJ. Increasing 

body weight predicts the earlier onset of insulin-dependant 

diabetes in childhood: testing the 'accelerator hypothesis' (2). 

Diabet Med 2005; 22:144151. 

45. Knerr I, Wolf J, Reinehr T, Stachow R, Grabert M, Schober E, 

et al. DPV Scientific Initiative of Germany and Austria. The 
'accelerator hypothesis': relationship between weight, height, 

body mass index and age at diagnosis in a large cohort of 9,248 

German and Austrian children with type 1diabetes mellitus. 

Diabetologia 2005;48: 25012504. 

46. Kordonouri O, Hartmann R. Higher body weight is associated 

with earlier onset of Type 1diabetes in children: confirming the 

'Accelerator Hypothesis'. Diabet Med 2005; 22:17831784. 

47. Dabelea D, D'Agostino RB Jr, Mayer-Davis EJ, Pettitt DJ, 

Imperatore G, Dolan LM, et al. SEARCH for Diabetes in Youth 
Study Group. Testing the accelerator hypothesis: body size, 

beta-cell function, and age at onset of type 1(autoimmune) 

diabetes. Diabetes Care 2006; 29:290294. 

48. O'Connell MA, Donath S, Cameron FJ.  Major increase in T1D 

- no support for the accelerator hypothesis. Diabet Med 2007; 

24:920923.  
49. Field SF, Howson JMM, Smyth DJ, Walker NM, Todd JA 

Analysis of the type 2 diabetes gene, TCF7L2, in 13,795 T1D 

cases and control subjects. Diabetologia 2007; 50:212213. 
50. Wilkin TJ.  Testing the accelerator hypothesis: body size, beta-

cell function, and age at onset of type 1 (autoimmune) diabetes: 

response to Dabelea et al. Diabetes Care 2006;29: author reply 

14621463. 

51. Wilkin TJ. Major increase in T1D: no support for the 

accelerator hypothesis. Diabet Med 2008; 25: author reply 377; 

discussion 377378. 



The Accelerator Hypothesis – an Evolving Concept 53 

 

52. Wilkin TJ. The accelerator hypothesis cannot be tested using 

the type 2 diabetes gene, TCF7L2. Diabetologia 2007; 50:1780. 
53. Butler AE, Janson J, Bonner-Weir S, Ritzel R, Rizza RA, 

Butler PC. Beta-cell deficit and increased beta-cell apoptosis in 

humans with type 2 diabetes. Diabetes 2003; 52:102–110. 
54. Weir GC, Bonner-Weir S. Five stages of evolving beta-cell 

dysfunction during progression to diabetes. Diabetes 2004; 

53:S16S21. 
55. Matveyenko AV, Butler PC. Relationship between beta-cell 

mass and diabetes onset. Diabetes Obes Metab 2008; 10(Suppl 

4):2331. 
56. Juneja R, Palmer JP. Type 1 1/2 diabetes: myth or reality? 

Autoimmunity 1999; 29:6583. 

57. Tuomi T, Groop LC, Zimmet PZ, Rowley, MJ, Knowles W, 
Mackay IR. Antibodies to glutamic acid decarboxylase reveal 

latent autoimmune diabetes mellitus in adults with a non-

insulin-dependent onset of disease. Diabetes 1993; 42:359362. 

58. Pozzilli P, Guglielmi C, Pronina E, Petraikina E. Double or 

hybrid diabetes associated with an increase in type 1 and type 2 
diabetes in children and youths. Pediatr Diabetes 2007; 8(Suppl 

9):8895. 

59. Libman IM, Becker DJ. Coexistence of type 1 and type 2 
diabetes mellitus: "double" diabetes? Pediatr Diabetes 2003; 

4:110113. 

60. Patterson CC, Gyürüs E, Rosenbauer J, Cinek O, Neu A, 
Schober E, et al. Trends in childhood type 1 diabetes incidence 

in Europe during 19892008: evidence of non-uniformity over 

time in rates of increase. Diabetologia 2012; 55:21422147. 
61. Saranac LM, Bjelakovic B, Zivanovic S, Novak M. 

Intervention with metformin in childhood diabetes may slow 

decline of C-peptide – the accelerator hypothesis. Abstr 931 
EASD annual scientific meeting, Stockholm 2010. 

62. Achenbach P1, Warncke K, Reiter J, Naserke HE, Williams AJ, 

Bingley PJ, et al. Stratification of type 1 diabetes risk on the 
basis of islet autoantibody characteristics. Diabetes 2004; 

53:384392. 

 


