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Abstract
Type 1 diabetes is a chronic disease caused by autoimmune destruction of 
pancreatic β cells. Individuals with type 1 diabetes are reliant on insulin for 
survival. Despite enhanced knowledge related to the pathophysiology of the 
disease, including interactions between genetic, immune, and environmental 
contributions, and major strides in treatment and management, disease burden 
remains high. Studies aimed at blocking the immune attack on β cells in people 
at risk or individuals with very early onset type 1 diabetes show promise in 
preserving endogenous insulin production. This Seminar will review the field of 
type 1 diabetes, highlighting recent progress within the past 5 years, challenges 
to clinical care, and future directions in research, including strategies to prevent, 
manage, and cure the disease.



 

 

Current landscape 
 

The incidence of type 1 diabetes is not uniform worldwide. Type 1 diabetes is the 
third most common chronic    disease    of     childhood,     affecting     one  in 300 
children, and there is consensus that the incidence is increasing.1 In the USA, 
epidemiological data on the incidence in adults are still scarce and suggest that 
0·55% of adults in the USA have type 1 diabetes (based on self- reporting 
methods).2 There are wide discrepancies in age-standardised prevalence 
worldwide, ranging from 3·0/1000 people in Europe to 4·4/1000  people  in  North  
America,  and  from  0·6/1000  people  in  Asia to 0·8/1000 people in Africa.3 A 
meta-analysis (for publications between January, 1980, and September, 2019) 
reported the global incidence of type 1 diabetes to be 15/100 000 people  and  the   
prevalence   to   be   9·5/10 000 people.4 However, 3·7 million missing prevalent 
cases were estimated for 2021.5 The incidence of type 1 diabetes tends to be 
highest in higher income countries, where cases account for 49% of the worldwide 
incidence. This high incidence is partly due to increased recognition secondary to 
better access to health care.3  Although there have been notable advances in our 
understanding of the timeline to diagnosis, medical management, and prevention 
and treatment of complications, type 1 diabetes remains a disease with 
substantial burden for individuals affected and their caregivers. Moreover, data 
from the T1D Exchange are discouraging in that the advances have not been 
accompanied by improvement in metabolic control (figure 1).6 Even among adults, 
only 21% had glycated haemoglobin   A1c  (HbA1c)   of    less    than    7·0%    (53 
mmol/mol). However, data from Belgium indicate that the control of type 1 diabetes 
could improve in a population receiving care from an integrated, nationwide, 
universal health-care system.7 Despite a decline in all- cause mortality in people 
with type 1 diabetes from Europe and the USA from 2000–16, this decrease does 
not compare favourably to improvements in mortality in populations without the 
condition.8 

 

Diagnosis 
 
Although a diabetes diagnosis can be made on the basis of a fasting blood glucose 
concentration of 126 mg/dL or more, or on an abnormal blood glucose concentration 
during an oral glucose tolerance test, most individuals continue to be diagnosed on 
the basis of clinical criteria. These criteria include a random blood glucose 
concentration of 200 mg/dL or more, with classic symptoms of dysglycaemia, 
polyuria, polydipsia, and weight loss. In the absence of symptoms, confirmation of an 
abnormal blood glucose concentration (fasting, postprandial HbA1c) is needed to 
establish the diagnosis. The incidence of type 1 diabetes increases during childhood 
and peaks between age 10 years and 14 years; however, diagnosis does occur in 



 

 

adulthood, as data from the UK Biobank indicate that up to 40% of type 1 diabetes 
diagnoses occur after age 30 years.9 Children are more likely to present with diabetic 
ketoacidosis than are adults,10,11 and diabetic ketoacidosis at diagnosis is 
associated longitudinally with poorer diabetes control.12 The   differential   diagnosis   
between   type   1   and    type 2 diabetes can be challenging, particularly in 
adolescents and adults with obesity, who could be misclassified as having type 2 
diabetes and be treated with oral medications.11,13 As type 1 diabetes treatment and 
prevention of complications improves, individuals diagnosed in childhood become 
adults with the condition; thus, prevalence is higher in adults than in youth.14  We  
refer readers to the 2021 comprehensive consensus report on the care of adults with 
type 1 diabetes.1 
 
 
Genetic and environmental contributions to type 1 diabetes 
 
Type 1 diabetes is a complex autoimmune disorder with multiple factors implicated 
in its pathophysiology.15 Like other autoimmune diseases, its development 
involves genetic, immune, and environmental influences. A major component of the 
genetic risk maps to the human leukocyte antigen (HLA) complex; HLA-DR and 
HLA-DQ carry the strongest association.16 HLA molecules present antigens to T 
lymphocytes, highlighting their contribution to the disease pathogenesis. Besides 
the HLA region, more than 60 other loci are linked to type 1 diabetes. These loci 
include insulin gene polymorphisms that alter the amount of insulin mRNA 
presented in the thymus and possibly affect immune tolerance to insulin. Additional 
loci include genes involved in immune regulation such as PTPN22, CTLA4, IL2RA, 
and PTPN2.17,18 Many of these genes are associated with other autoimmune 
diseases such as autoimmune thyroiditis and rheumatoid arthritis, which co-occur 
with type 1 diabetes at rates greater than would be expected by chance.19 The 
strong genetic component of type 1 diabetes has led to the development of genetic 
risk scores on the basis of single-nucleotide polymorphism genotyping in both HLA 
and non-HLA regions. These scores accurately  differentiate  between  people  with  
type 1 diabetes, people with type 2 diabetes, and controls.20 Further information on 
how genetic variation influences the immunology of type 1 diabetes is provided in 
the next section. 
 
Longitudinal studies have established that concordance of type 1 diabetes between 
monozygotic twins reaches 65% by age 60 years.21  The lack of complete 
concordance, along with rising incidence of the disease, highlights that 
environmental factors probably contribute to disease development.   Environmental   
triggers    linked    to    type 1 diabetes development include dietary factors, vitamin 
D status, obesity, and microbes as both infectious triggers and as gut microbiome 



 

 

commensals.22,23 Enterovirus is the infectious trigger for which most supporting 
evidence exists, and prospective studies in children at high risk for type 1 diabetes 
identified a link between   protracted   enterovirus   B   infections    and  the 
development of pancreatic islet autoimmunity.24 Approaches are underway to test 
whether antiviral treat- ment in newly diagnosed individuals slows disease 
progression, and a coxsackievirus B vaccine is being developed with the aim of 
delaying or preventing diabetes.25,26 
 
Immunology of type 1 diabetes 
 
An immune-driven cause is supported by the transfer of type 1 diabetes to an 
unaffected sibling after bone marrow transplantation27 and recurrence of the 
condition in recipients of pancreas–kidney transplants.28 In most cases, 
autoantibodies against β-cell antigens precede clinical type 1 diabetes by many 
years. Natural history studies evaluating individuals at high risk for developing 
type 1 diabetes elucidated the progression from serological autoimmunity (stage 
1) to dysglycaemia (stage 2), and to clinical type 1 diabetes necessitating insulin 
therapy (stage 3).29,30 Individuals with a single islet autoantibody are at low risk 
of type 1 diabetes, whereas conversion to multiple islet autoantibody positivity 
clearly marks an increased risk of progression to stage 3.31 In mouse models, 
both CD4+ and CD8+ T cells are needed for diabetes development, and in people 
with type 1 diabetes, T cells specific for islet autoantigens are detected in the 
pancreas and pancreatic draining lymph nodes.32–37 As healthy individuals also 
have self-reactive T cells in their peripheral repertoire,38,39 the participation of 
these cells in β-cell destruction implies failure of immune regulation. Of note, 
interrupting immune regulation in patients with cancer with checkpoint inhibitor 
immunotherapy can trigger insulin-dependent diabetes,40 often with serological 
evidence of islet autoantibodies.41 
 

Regulatory T cells are important in immune regulation, and their role in controlling 
autoimmunity towards pancreatic islets is highlighted by the observation that type 
1 diabetes with islet autoantibodies is a hallmark of immune dysregulation, 
polyendocrinopathy, enteropathy, X-linked (or IPEX) syndrome,42 in which FOXP3 
mutations render regulatory T cells defective.43 Despite broadly similar 
frequencies of regulatory T cells, there is evidence for their altered suppressive 
function in a subset of individuals with type 1 diabetes,44,45 and for reduced 
sensitivity of effector T cells to suppression,46 which is consistent with findings in 
mouse models.47,48 A major mechanism of regulatory T-cell function involves the 
inhibitory protein CTLA4; genetic variation at the CTLA4 locus and mutations in this 
gene are associated with type 1 diabetes risk.18,49,50 It has been suggested that 



 

 

HLA alleles associated with protection from diabetes might have a role  in  the  
selection  of  islet-specific  regulatory T cells.51 
 
Immune responses are multifactorial and involve the coordinated interaction of 
numerous cell types. In addition to B cells and T cells, roles for neutrophils, natural 
killer cells, macrophages, and dendritic cells have been suggested in type 1 
diabetes.52–54 Cytokines released by immune cells are implicated in propagating 
the autoimmune destruction of β cells.55 There is evidence for a type 1 interferon 
signature preceding diagnosis,56 and neutralising  self-reactive  antibodies   
against   type 1 interferons are associated with protection from type 1 diabetes in 
individuals with autoimmune regulator mutations.57 
 
Insulitis (immune cell infiltration of islets) is a feature of type 1 diabetes58 but has 
proved challenging to study, partly due to the scarcity of biological material and 
because it dissipates once β cells are lost. In the non-obese diabetic mouse, there 
is evidence that tertiary lymphoid organs (TLOs; organised aggregates of T cells 
and B cells) form within the inflamed pancreas.59 These organs support local 
immune responses and can directly recruit lymphocytes from the circulation via 
specialised postcapillary venules. It was previously thought that these structures 
did not form in humans with type 1 diabetes; however, a 2021 analysis60 identified 
TLOs in pancreas samples from children with the condition. Diagnosis was earlier 
in children exhibiting TLOs (mean age 11·35 years [SD 6·59]) than in children 
without TLOs (mean age 16·74 years [4·76]). Additionally, TLOs were identified in a 
few individuals with stage 1 diabetes, suggesting their formation could precede 
clinical diagnosis. 
 
The heterogeneity of type 1 diabetes with respect to age at diagnosis, disease 
severity, and pattern of insulitis gave rise to the concept of type 1 diabetes 
endotypes, which reflect underlying biological mechanisms.61 For example, the 
histological pattern observed in young children close to a diagnosis of type 1 diabetes 
shows more B cells and CD8 T cells than for children diagnosed after 13 years of 
age.62,63 This dichotomous pattern is associated with abnormalities in proinsulin 
processing, leading to elevated serum proinsulin to C-peptide ratios in children 
diagnosed before age 7 years versus children diagnosed after age 13 years.64 
 
Role of the β cell in type 1 diabetes development  
 
Increasing evidence supports a role for the β cell in the pathogenesis of type 1 
diabetes. β cells are known to upregulate HLA   molecules   in   individuals   with  
type 1 diabetes, potentially attracting the attention of infiltrating T cells.65,66 The 
expression of HLA class II molecules on pancreatic β cells in type 1 diabetes has 



 

 

been established, but this expression is modest, mainly cytoplasmic, and absent 
from autoantibody-positive individuals without diabetes.67 A 2021 analysis 
showed that pancreatic α cells express more HLA class I molecules than β cells in 
the islets of both individuals with type 1 diabetes and autoantibody-positive 
donors.68 
 
Many   genes   associated   with   susceptibility   to    type 1 diabetes are expressed 
in β cells, including IFIH1, BACH2, and PTPN2, which can modulate β-cell 
chemokine production and apoptosis.69–71 Pathway analysis of type 1 diabetes-
associated genes that are expressed by β cells suggests a key role for interferon- 
regulated pathways and the tyrosine kinase TYK2, which could have a role in RNA 
sensing following viral infection.72 The production of the T-cell chemoattractant 
CXCL10 by pancreatic β cells73 in a TYK2-regulated manner72 emphasises the 
contribution of the β cell in directing islet immune infiltration. 
 
Two additional areas to consider from a β-cell centric view of type 1 diabetes 
pathogenesis are the role of endoplasmic reticulum stress and the generation of 
β-cell neoantigens. Endoplasmic reticulum stress, which results in an aberrant 
unfolded protein response, has been implicated in β-cell dysfunction in type 1 
diabetes and could be triggered by viral infection, environmental toxins, or 
proinflammatory cytokines, such as interleukin (IL)-1β, TNFα, and interferon-γ.74–
76 One resident molecule in the endoplasmic reticulum implicated  in the unfolded 
protein response is protein kinase-like ER kinase  (PERK).77 PERK  gene  
mutations  are  linked   to neonatal diabetes in humans.78 Cellular stress, 
inflammation, and reactive oxygen species stimulate post-translational protein 
modifications including deamination, oxidation, carbonylation, and citrullination. 
These modifications introduce neoantigens in the β cell to which T cells are not 
tolerised. HLA class II molecules associated with type 1 diabetes show increased 
capacity to bind and present peptides that have undergone post- translational 
modifications,79 and these peptides are recognised by pancreas-infiltrating CD8+ 

T cells in people with type 1 diabetes.80 An important class of modified antigens 
in type 1 diabetes are hybrid insulin peptides, which comprise a fragment of insulin 
covalently linked to other protein fragments.81 Hybrid insulin peptides have been 
identified by mass spectrometry in  human  pancreatic  islets  without   type 1 
diabetes, implying their presence alone is insufficient to cause diabetes.82 
However, they have been validated as bona fide targets for the T-cell response in 
individuals with type 1 diabetes.36,83 
 
The cited  studies  raise  the  question  of  whether  type 1 diabetes is driven 
primarily by an autoimmune response or by the β cells themselves. Given the 
increasing appreciation of disease heterogeneity, we postulate that both are 



 

 

required, with the relative contribution of each varying between individuals (figure 
2). At the extreme ends of the spectrum, insulin deficiency could be almost entirely 
attributable to the immune system, as in the context of impaired immune regulation  
in  patients  with  IPEX  syndrome,  or  to  the β cell, as seen in individuals exhibiting 
insulin misfolding84 or PERK deficiency.78 However, in most cases, the situation 
will be more nuanced, with at-risk genes resulting in subtle changes in immune 
regulation or propensity for β-cell demise. The polygenic nature of type 1 diabetes 
highlights that immune or genetic inputs act collectively and occur against a 
background of environmental influences. Clearly, the environment can affect both 
the immune system and the target tissue; for example, viral infections have been 
shown to alter the autoimmune response via molecular mimicry,85 or via direct 
infection of the β cell. 
 
 
Clinical management 
 
Insulin therapy 
 
The Diabetes Control and Complication Trial, and follow- up studies from cohorts 
enrolled in that study, showed that intensive diabetes management improved 
glycaemia and decreased the risk of diabetes complications, yet increased 
coincident risks of treatment-induced hypoglycaemia.86 Over time, exogenous 
insulin has evolved from animal-derived products to recombinant human insulin 
(regular insulin), administered with excipients to  extend  the  glucodynamic  
properties  (eg, neutral protamine Hagedorn and ultralente insulin), to recombinant 
insulin analogues designed to behave as rapid-acting or basal insulin. Most 
patients initiate multiple daily injection therapy to mimic endogenous insulin 
delivery. Here, a long-acting (basal) insulin analogue is given once per day, and a 
rapid-acting (bolus) insulin analogue is given by injection to account for 
carbohydrate intake or elevated blood glucose concentrations, or both. 
 
However, when available, patients will use continuous subcutaneous insulin 
infusion (CSII; insulin pump therapy), which delivers flexible dosing of rapid-acting 
insulin to address circadian hormonal rhythms and individual insulin sensitivities 
related to food intake, stress, and exercise.87 CSII can deliver incremental insulin 
volumes as low as 0·025 U/h, allowing dose adjustments to suit even infants  and  
toddlers  with type 1 diabetes. Data from the T1D Exchange indicate that CSII use 
is widespread, although racial and ethnic disparities exist.88 The adoption of CSII 
is lowest in non-Hispanic Black populations (18%) compared with non-Hispanic 
White (72%) and Hispanic (40%) populations.89 
 
Inhaled insulin exhibits a fast onset of action, allowing for a better match with the 



 

 

postprandial glucose rise. Patients randomly assigned to Technosphere insulin 
(Technosphere, New York, NY, USA) versus analogue insulin achieved a similar 
time in range (time spent with a blood glucose concentration of 70–180 mg/dL),90 

with less time spent in hypoglycaemia.91,92 A trial is ongoing in youth aged 4–17 
years to assess the safety and pharmacokinetics in this younger population 
(NCT02527265). 
 
Continuous glucose monitoring (CGM) and goal HbA1c  
 
CGM reports interstitial blood glucose concentrations as a surrogate for capillary 
glucose, providing real-time data and glycaemic trends.93 This tool allows for an 
increase or decrease in insulin administration if blood glucose concentrations are 
rising or are predicted to fall into the hypoglycaemic range. Historically, optimising 
glycaemic control has been linked to HbA1c concentrations, with international 
societies recommending optimal glycaemic targets of less than 7% (53 mmol/mol) 
for all ages.94 However, these HbA1c targets might not be relevant for all patient 
populations (table) and can be personalised on the basis of an individual’s risk of 
hypoglycaemia and access to advanced technologies.94 In addition, glycaemic 
variability is associated with poor diabetes outcomes such as an increased risk of 
hypoglycaemia and long-term diabetes complications.96 CGM data can be used 
to measure time in range.90 Sensor-augmented pump therapy pairs CSII with 
CGM to adjust basal insulin delivery on the basis of the predicted sensor glucose 
concentration, with some algorithms providing automatic correction boluses in 
case of predicted glycaemic concentrations that are above target. Conversely, the 
system decreases basal insulin delivery and warns the person if their blood 
glucose concentration is trending towards hypoglycaemia. The user must still inject 
a bolus dose for carbohydrate intake and elevated blood glucose concentrations. 
In a further technological advancement known as the bionic pancreas, algorithms 
integrating insulin pump therapy with CGM that require only the announcement of 
meals, rather than user-initiated carbohydrate bolusing, showed improvement in 
HbA1c compared with standard care (ie, any insulin delivery in addition to 
CGM).97 These systems can decrease the overall burden of diabetes 
management and increase a person’s time in range.98,99 
 
CGM can improve glycaemia and communication between patients and health-
care providers.100–102 Smartphone applications have been developed to 
improve self-management of blood glucose concentrations,103 resulting in 
improved metabolic control and decreased hypoglycaemia in users,104 and 
reduced caregiver fear of hypoglycaemia.105 
 



 

 

Dietary management 
 
Nutrition is an essential component of diabetes management and should be 
reviewed at least once per year depending on the person’s diabetes control and 
weight status. Although both fat and protein contribute to postprandial glucose 
excursions, most patients rely on carbohydrate-based insulin dosing.106 Dietary 
counselling needs to be culturally sensitive and tailored to individual food 
preferences, with specific education on glycaemic index and food quality.107 
Current recommendations indicate that approximately 50% of adults’ and 
children’s daily caloric intake should come from carbohydrates. In adults, very low 
carbohydrate diets have been associated with lower HbA1c and triglyceride 
concentrations, and reduced insulin requirements.108 However, the effect on 
HbA1c is variable in adults who restrict carbohydrates to less than 45% of their 
dietary intake, with some studies showing no changes and some showing 
significant reductions in  HbA1c.109   A   2021   report   compared   36 children 
(median age 11·9 years) who followed a low carbohydrate diet (where daily energy 
intake from carbohydrates is less than 26% of age-recommended values) with 36 
controls matched for age, type 1 diabetes duration, and age of onset. An increased 
time in range, with more time in hypoglycaemia, was observed in the low 
carbohydrate group compared with controls. HbA1c or BMI did not differ between 
the groups.110 Further prospective studies are needed to establish the efficacy 
and safety of a low carbohydrate diet, particularly in youth, whose growth can be 
affected by carbohydrate restriction. 
 
Obesity in type 1 diabetes 
 
An often  overlooked  issue  in  the   management   of type 1 diabetes is the 
increasing prevalence of obesity (12·0–52·4% in adults).111 In a historical cohort of 
people diagnosed with type 1 diabetes who were followed up for 18 years, the 
prevalence of overweight increased by 47% and obesity by seven-fold compared 
with baseline.112 Importantly, subcutaneous insulin delivery does not  restore 
intraportal insulin-like growth factor 1 concentrations,113 contributing to increased 
serum concentrations of growth hormone and further worsening obesity-related 
insulin resistance. A 2017 survey showed that more than a third of adolescents with 
type 1 diabetes are overweight or obese, with the highest rate of obesity in female 
participants and minority ethnic individuals.114 Besides causing poor mental health 
outcomes and being a risk factor for stroke and cancer, obesity increases the risk 
of hypertension and dyslipidaemia, both of which are precursors of diabetes-related 
vascular disease. In view of this clinical reality, several drugs approved for type 2 
diabetes have been studied as repurposed adjunctive therapy. Although not 
statistically significant, insulin doses decreased and lipid panels improved in adult 



 

 

and adolescent cohorts treated with metformin, but glycaemic control was 
similar.115,116 Clinical trials with GLP-1 receptor agonists showed modest 
improvements in HbA1c with a coincident decrease in total daily insulin dose and 
bodyweight;117 however, this drug class is not licensed for use in individuals with 
type 1 diabetes.118 In adult studies, adding either sodium-glucose cotransporter 2 
or SGLT1 or SGLT2 inhibitors showed some improvement in glycaemic control, but 
had the risk for euglycaemic diabetic ketoacidosis.119,120 The only drug currently 
approved as adjunctive therapy for type 1 diabetes is pramlintide, an analogue to 
amylin  (a peptide  secreted  with  insulin  by β cells).121 This drug is co-administered 
with insulin at meals, and individuals should decrease their insulin dose to minimise 
hypoglycaemia risk. Less than 5% of individuals with type 1 diabetes are treated 
with approved and unlicensed adjunctive therapies.122 
 
Mental health 
 
The burden imposed on people with type 1 diabetes is often associated with 
mental health issues such as anxiety and depression, with depression being three 
times higher in people with type 1 diabetes than in the general population.123 
Individuals with comorbid mental health concerns have less participation in self-
care behaviours and a diminished quality of life.124 Mental health screening 
should therefore be part of routine health care for people with type 1 diabetes.125 
 
Smoking and vaping 
 
Data from the Diabetes Control and Complication Trial showed that smokers with 
type 1 diabetes were at an increased risk of developing retinopathy (43%) and 
renal disease (36%) compared with non-smokers,126 and smoking increases lipid 
concentrations, therefore contributing to dyslipidaemia. Tobacco use among 13–
15-year-olds is alarmingly high worldwide.127 In North America, 1·3% of middle 
school students and 3·8% of high school students reported current use of two or 
more tobacco products, and 11·3% reported use of electronic cigarettes.128 
Tobacco use is a leading cause of cardiovascular disease, and smoking 
represents a modifiable risk factor for people with type 1 diabetes. Due to 
challenges eliciting a smoking history in the health- care setting, providers should 
counsel their patients with type 1 diabetes irrespective of endorsed smoking 
history. 
 
Bone health 
 
In 2021, a large meta-analysis concluded that bone development, as measured 



 

 

by multiple methods, is atypical in  people  younger  than  20   years   with   type 
1 diabetes.129 We reported that bone mineral density was lower in women aged 
13–35 years than in controls; a difference that persisted in a 2-year follow-up 
study.130 This problem worsens with age as premenopausal women with type 1 
diabetes have reduced bone mineral density and calcaneal quantitative ultrasound 
compared with controls.131 Observational studies have reported the association 
of type 1 diabetes with increased risk of fractures compared with controls, with a 
seven-fold increase in hip fractures.132 Given the early onset of low bone mineral 
density leading to future bone fragility, and the availability of approved therapies, 
we suggest that bone mineral density assessment should be part of routine care 
in young adults with type 1 diabetes, particularly in women.133 
 
Preventing   and  treating  type 1 diabetes complications 
 
Hypoglycaemia remains one of the most frightening risks in the lives of individuals 
with type 1 diabetes. The American Diabetes Association classifies hypoglycaemia 
severity as level 1 with a blood glucose concentration between 54 mg/dL and 70 
mg/dL, level 2 with glucose less than 54 mg/dL, and level 3 as any event 
“characterised by altered mental and/or physical status requiring assistance for 
treatment”.134 Level 2 events particularly affect activities of daily living and can 
affect cognitive function.135,136 In response to fear of hypoglycaemia, patients’ 
and parents’ compensatory behaviours can lead to permissive hyperglycaemia 
with poorer metabolic control.137 In   5–9-year-olds   with   recent    onset 
type 1 diabetes, CGM led to a reduction in hypoglycaemia- avoidance behaviours 
in parents.138 However, studies examining the effect of CGM on severe 
hypoglycaemia in adults and youth have not had uniform results.139,140 In adults 
on multiple daily injection regimens with histories of hypoglycaemia unawareness 
or severe hypoglycaemia, CGM led to a reduction in hypoglycaemic events from 
10·8 to 3·5 per 28 days, compared with no changes in controls.141 In adults older 
than 60 years, CGM use led to a decline in time in hypoglycaemic range from 73 
min to 39 min per day, but this remained unchanged in the group using meter 
testing.142 Although most participants did not achieve the primary aim of spending 
less than 1% of time in the hypoglycaemic range, the potential for CGM to 
decrease the rate of mild hypoglycaemia is clinically relevant because recurrent 
mild hypoglycaemia is implicated in the genesis of hypoglycaemia 
unawareness.143 
 
Glucagon is  the  mainstay  rescue   therapy   for   level 3 hypoglycaemia. 
Previously, glucagon was only available as a lyophilised powder requiring 
reconstitution and intramuscular administration, but new glucagon formulations 
obviate the need for glucagon preparation during a stressful clinical scenario. 



 

 

Nasal glucagon is a powdered formulation approved as a single-dose rescue 
treatment for severe hypoglycaemia.144,145 Soluble recombinant human 
glucagon is available in two fixed- dose (weight-based) auto-injector pens or  as  
a  vial  and syringe kit to be administered subcutaneously.146 Dasiglucagon has 
improved stability secondary to seven amino acid changes compared with native 
glucagon, and is administered subcutaneously with a prefilled syringe or single-
dose auto injector.147 Soluble glucagon formulations could be included in dual-
hormone, sensor- augmented pump systems148 to decrease hypoglycaemia risk 
as glycaemic concentrations improve. 
 
Diabetic ketoacidosis is a metabolic emergency commonly associated with new 
diagnoses of type 1 diabetes but can also occur in people with a longstanding 
diagnosis, particularly in adolescent girls and individuals with a previous history of 
the condition. Diabetic ketoacidosis at diagnosis was found to have increased from 
41% in 2010, to 58% in 2017, in youth followed up at the Barbara Davis Center 
(Aurora, CO, USA).149 The condition is associated longitudinally with poorer 
diabetes control than in people who did not present in diabetic ketoacidosis,12 and 
is more prevalent in younger children, people without a family history of type 1 
diabetes, and people with lower socioeconomic status.150 During the COVID-19 
pandemic, individuals with new onset type 1 diabetes were more likely to present 
in diabetic ketoacidosis despite being COVID negative at the time of 
diagnosis.151,152 Unsurprisingly, intensive monitoring of children with genetic risk 
for type 1 diabetes from 3 months old resulted in lower diabetic ketoacidosis rates 
than for other similar registries.153 
 
Type 1 diabetes-associated comorbidities  
 
Although optimising glycaemic control is essential for preventing progression of 
microvascular and macro- vascular disease in people with type 1 diabetes, as more 
patients enter later decades of life, attention should be placed on diagnosing and 
managing comorbidities. We have summarised the current recommendations for 
screening and treatment (table);154 risk  score  calculators are also available to guide 
treatment.155 
 
Dysglycaemia is a strong contributor to vascular disease and its associated 
complications. Hypertension and dyslipidaemia, risk factors for macrovascular 
disease, are prevalent in the general population and are exacerbated by poor 
blood sugar control. Almost 10% of patients with type 1 diabetes have normal blood 
pressure in a doctor’s office but can have abnormal readings at other times. 
Conversely, 32% of patients could have white coat hypertension.156 This finding 
highlights the importance of assessing blood pressure in alternate settings such 



 

 

as a school nurse or physician’s office. In some cases, ambulatory blood pressure 
monitoring can be considered,94 especially when deciding if and when to initiate 
treatment with antihypertensive therapy. Maintaining healthy weight, with attention 
to nutrition and exercise, is essential for managing both hypertension and 
dyslipidaemia. Unfortunately, however, these preventative strategies are difficult 
to implement, especially if heathier habits are not pursued by the extended 
household or family. 
 
Microvascular complications 
 
Prevention of nephropathy, retinopathy, and neuropathy is dependent on optimal 
metabolic control.86 Screening for early signs of microvascular disease positively 
alters progression of complications.95 In a study of adolescents with type 1 
diabetes with albumin-to-creatinine ratios  in the upper third of the population, 
treatment with either an angiotensin-converting enzyme (ACE) inhibitor or statin, 
or both in combination, did not improve albumin excretion.157 However, ACE 
inhibitors decreased the incidence of microalbuminuria compared with the placebo 
group, and statins reduced total amounts of low-density lipoprotein and non-high- 
density lipoprotein cholesterol significantly. 
 
Autoimmune disease 
 
Clinicians should be aware that additional autoimmune disorders present with 
higher frequency in individuals with type 1 diabetes.158 The most common 
disorders include autoimmune thyroid disease (either hypo- thyroidism or 
hyperthyroidism), coeliac disease, and primary adrenal insufficiency. Screening for 
thyroid and coeliac disease should occur annually or when clinical symptoms 
arise, and evaluation for cortisol deficiency when a patient has unexplained 
hypoglycaemia, electrolyte disturbances, or impaired growth. Other conditions, 
although less common, need to be considered on the basis of signs or symptoms 
such as pernicious anaemia, hypogonadism, and juvenile idiopathic arthritis.159 
 
Screening for risk of type 1 diabetes development 
 
The risk for autoimmunity and type 1 diabetes is ten-fold higher in youth with a first-
degree relative with the disease than in the general population.160 The TrialNet 
Consortium has screened first-degree relatives since 2001 and has delineated the 
natural history of type 1 diabets. Specific high-risk HLA haplotypes have been 
identified and the timing of pancreatic autoantibody appearance, and the 
significance of multiple antibodies with respect to type 1 diabetes onset, has been 
elucidated. Screening this cohort has allowed for the development of clinical trials 
that aim to delay the progression from autoimmunity (stage 1) to dysglycaemia 



 

 

(stage 2), and to clinical diabetes, for which insulin therapy is required. Only very 
few participants without a family history of type 1 diabetes entered the TrialNet 
Pathway to Prevention (or TN01) because they were found to be positive for 
autoantibodies. Moreover, most individuals (86% in population screening  in  
Colorado,  USA)  develop  type 1 diabetes without having a first degree relative 
with the condition.161 Therefore, with the advent of potential disease-modifying 
agents (DMAs; see next section), medical–ethical and cost–benefit considerations 
for public health screening should be considered. A screening programme in 
Germany detected positive antibodies in 0·3% of 2–5-year-olds in primary care 
settings.30 Universal screening for coeliac disease and type 1 diabetes identified 
0·7% of youth with multiple islet autoantibodies, predicting a 44% 5-year risk of  
type 1 diabetes.162 In four prospective cohorts enrolling children by age 2·5 years 
at high risk for type 1 diabetes, 8·5% developed at least one antibody, 5% 
developed multiple antibodies, and 4% developed the disease. A genetic risk 
score based on HLA increases the yield for type 1 diabetes classification.163 A 
15-year diabetes incidence was reported to be 40% for children with a high-risk 
HLA profile versus 12% for children with a low- risk profile.164 In a 9–15-year follow-
up study of more than 8500 infants with a high risk HLA profile, the 5-year risk for 
developing multiple antibodies decreased from 4·3% at age 7·5 months to 1·1% 
by age 6·25 years.165 The authors concluded that screening at age 2 years and 
at 5–7 years led to the highest sensitivity and positive predictive value.165 Being 
able to identify people who are at high risk for developing type 1 diabetes not only 
allows for potential treatment with DMAs, but also informs those at risk to monitor 
for early symptoms of hyperglycaemia so as to avoid presenting in diabetic 
ketoacidosis.151 
 
Preventing or halting progression of β-cell demise 
 
A focus of type 1 diabetes research is preventing the autoimmune destruction of 
the pancreatic β cell.166 Primary strategies to prevent the onset of autoimmunity 
in infants at high risk for developing type 1 diabetes by modifying diet or introducing 
supplements in early life have not succeeded.167–169 Antigen-specific 
immunotherapy has also been attempted in high-risk populations by use of several 
targets based on observations made in animal models, particularly the non-obese 
diabetic mouse. Although this model increased our understanding of  type 1 
diabetes pathophysiology, translation from mouse to human has proved 
challenging.170 Antigen-specific immunotherapy with oral, subcutaneous, and 
intranasal insulins have not met their primary endpoints.171–173 Similarly, 
nicotinamide, which prevented autoimmune diabetes in animal models, did not 
slow progression from stage 1 to stage 3 diabetes.174 Finally, antigen-specific 
immunotherapy with glutamic acid decarboxylase prevented diabetes in the non-



 

 

obese diabetic mouse but did not halt the disease progression when tested in 
people who had recently developed stage 3 diabetes.175 
 
DMAs 
 
Immunomodulators target both the immune cells and cytokines implicated in 
β-cell destruction and showed promise in preclinical studies. Abatacept (a 
soluble CTLA4 fusion protein that blocks co-stimulation and T-cell activation), 
alefacept (a fusion protein that binds CD4 and CD8 T cells), rituximab (an anti-
CD20 monoclonal antibody depleting B cells), and anti- thymocyte globulin 
(depletes T cells, alters leukocyte– endothelium interactions and dendritic cell 
functional properties) preserve C-peptide production compared with placebo in 
newly diagnosed individuals.176–179 Of particular interest is the drug teplizumab, 
an anti-CD3 monoclonal antibody, which delayed progression from stage 2 to 
stage 3 diabetes by a median of 3 years.180,181 Notably, the therapy does require 
14 days of intravenous infusion. In November, 2022, teplizumab was approved by 
the US Food and Drug Administration for the treatment of  children  older  than  8   
years   with   stage 2 diabetes.182 Teplizumab is now being tested in early stage 
3 diabetes (NCT03875729). Another agent is golimumab, a human IgG1 
monoclonal antibody specific for TNF-α; 12-month treatment of individuals in early 
stage 3 diabetes resulted in a higher C-peptide area under the curve than the 
placebo.183 
 
The major dilemma for all these interventions is that the effects of immune 
modulators wane after discontinuation. An intriguing yet untested approach could 
be modelled after other autoimmune conditions in which intermittent and combined 
therapy with immunomodulatory compounds could extend the timeline to complete 
insulin dependency (stage 3; figure 3). There is substantial scope for combination 
therapy with different immunomodulatory agents. A combination of 
immunotherapies with either liraglutide184 or verapamil185 are possibilities. As in 
other autoimmune diseases, not all participants respond well to the study drug; 
empirically, it makes sense to administer a therapy and continue it only if the 
individual exhibits a positive response. However, mechanistic studies are 
beginning to separate biomarkers that distinguish responders from non-
responders, such as follicular helper T-cell populations in abatacept 
responders.186 Accumulating knowledge in this area could help in the delivery of 
immunomodulators with a precision medicine approach to individuals who will 
benefit most. There   is   emerging   interest   in   precision   medicine   in  type 1 
diabetes,187 and newly identified biomarkers can ultimately be integrated with 
multiple datasets, such as autoantibody profiles, age of diagnosis, and genetic risk 
scores, to guide targeted therapeutic interventions. For now, these drugs remain 
in the category of potential DMAs—a therapeutic option until we can prevent 



 

 

autoimmunity or develop a biological cure. 
 
The end of the partial remission period is marked by   a substantial increase in 
insulin requirement  and  a need for close attention to diet and insulin dose 
calculations. In type 1 diabetes, DMAs can represent an intermediate step to 
flatten the curve of β-cell demise, prolonging endogenous insulin production until 
a biological cure is developed (figure 3). For example, patients randomly assigned 
to golimubab treatment had only a 20% increase in total daily insulin dose during 
a 12-month period.183 The ideal DMA will delay the progression from stage 2 to 
stage 3 diabetes and extend the partial remission period without substantial acute 
or long-term side-effects (figure 3). A delay of even a few years would alter the 
timeline for the burden of disease management and the future risk of diabetes 
complications. 
Pharmacoeconomic considerations are an essential factor in the decision to 
develop current and future DMAs.188 The diabetes care market was valued at 
US$69·7 billion in 2019, with an expected compound annual growth rate of 4·5% 
for the period of 2022–25.189 Despite the fact that the type 1 diabetes market is 
growing at a compound annual growth rate of 7·9%, type 1 diabetes represents only 
10% of all diabetes cases, with a market share expected to reach only $6·9–9·6 
billion in 2025.190,191 Stakeholders might therefore evaluate the return on 
investment given that the mean cost of developing and bringing a drug to market 
ranges between $314 million and $2·8 billion.192 This cost is even more pressing 
when considering that not all participants respond positively to DMAs. This 
situation creates a difficult economic scenario in which only the pharmaceutical 
companies willing to take a relatively low profit will invest the capital needed to 
develop a DMA. If attempts to launch and support population screening do not 
work, the market would further shrink, making predicted economic gains 
unreachable. 
 
Biological treatment  
Exciting progress has been made in the area of β-cell replacement,193 and 
several β-cell products have now reached the clinical trial stage. Testing of 
ViaCyte’s pancreatic progenitor cells is ongoing (NCT03163511) and attempts to 
reduce their immunogenicity by gene editing are also in progress (NCT05210530). 
Vertex Pharmaceuticals have also reported early positive signs in the testing of 
their stem-cell derived β-cell product, with the first participant showing 
improvements in glycaemia at the 90-day timepoint.194  
 
Future directions 
 
Great strides have been made in the treatment and management of type 1 
diabetes, including faster acting insulin analogues, improved sensors, robust 



 

 

sensor- augmented pump algorithms, and novel formulations of glucagon. New 
glycaemic targets that take advantage of extensive data from CGM have been set, 
recognising that glycaemic variability contributes to negative diabetes 
outcomes. The exciting advances in β-cell replacement therapy will certainly 
augment the strides made in technology. The goal of all clinicians should be to 
optimise glycaemic control for every individual currently living with type 1 diabetes, 
and to ensure that they receive patient- centred care through a team-based 
approach. Clearly, more needs to be learned about the role of nutrition and low 
carbohydrate diets on both diabetes outcomes and overall health, particularly in 
the paediatric population in which growth and development are essential 
parameters. An extension of that goal would be to continue researching 
strategies to prevent the onset and progression of type 1 diabetes. Notable 
advances have been made, and the coming years will bring more opportunities 
to focus on specific therapies based on genetic, environmental, and 
immunological parameters. A world with no more type 1 diabetes seems elusive, 
yet with each passing year, immunotherapies and other innovative efforts show 
promise that there will one day be a durable disease prevention or remission 
strategy for those at risk of developing the disease. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 

 

 

References 
1 Patterson CC, Karuranga S, Salpea P, et al. Worldwide estimates of incidence, prevalence and mortality of 

type 1 diabetes in children and adolescents: results from the International Diabetes Federation Diabetes 
Atlas, 9th edition. Diabetes Res Clin Pract 2019; 157: 107842. 

2 Bullard KM, Cowie CC, Lessem SE, et al. Prevalence of diagnosed diabetes in adults by diabetes type—
United States, 2016. MMWR Morb Mortal Wkly Rep 2018; 67: 359–61. 

3 Green A, Hede SM, Patterson CC, et al. Type 1 diabetes in 2017: global estimates of incident and prevalent 
cases in children and adults. Diabetologia 2021; 64: 2741–50. 

4 Mobasseri M, Shirmohammadi M, Amiri T, Vahed N, Hosseini Fard H, Ghojazadeh M. Prevalence and 
incidence of type 1 diabetes in the world: a systematic review and meta-analysis. Health Promot Perspect 
2020; 10: 98–115. 

5 Gregory GA, Robinson TIG, Linklater SE, et al. Global incidence, prevalence, and mortality of type 1 diabetes 
in 2021 with projection to 2040: a modelling study. Lancet Diabetes Endocrinol 2022; 10: 741–60. 

6 Foster NC, Beck RW, Miller KM, et al. State of type 1 diabetes management and outcomes from the T1D 
Exchange in 2016–2018. Diabetes Technol Ther 2019; 21: 66–72. 

7 Lavens A, Nobels F, De Block C, et al. Effect of an integrated, multidisciplinary nationwide approach to type 
1 diabetes care on metabolic outcomes: an observational real-world study.Diabetes Technol Ther 2021; 23: 
565–76. 

8 Ruiz PLD, Chen L, Morton JI, et al. Mortality trends in 
type 1 diabetes: a multicountry analysis of six population-based cohorts. Diabetologia 2022; 65: 964–72. 

9 Thomas NJ, Jones SE, Weedon MN, Shields BM, Oram RA, Hattersley AT. Frequency and phenotype of 
type 1 diabetes in the first six decades of life: a cross-sectional, genetically stratified survival analysis from 
UK Biobank. Lancet Diabetes Endocrinol 2018; 6: 122–29. 

10 Rewers A, Dong F, Slover RH, Klingensmith GJ, Rewers M. Incidence of diabetic ketoacidosis at diagnosis 
of type 1 diabetes in Colorado youth, 1998–2012. JAMA 2015; 313: 1570–72. 

11 Casu A, Kanapka LG, Foster NC, et al. Characteristics of adult- compared to childhood-onset type 1 diabetes. 
Diabet Med 2020; 37: 2109–15. 

12 Duca LM, Wang B, Rewers M, Rewers A. Diabetic ketoacidosis at diagnosis of type 1 diabetes predicts poor 
long-term glycemic control. Diabetes Care 2017; 40: 1249–55. 

13 Leslie RD, Evans-Molina C, Freund-Brown J, et al. Adult-onset type 1 diabetes: current understanding and 
challenges. Diabetes Care 2021; 44: 2449–56. 

14 Holt RIG, DeVries JH, Hess-Fischl A, et al. The management of type 1 diabetes in adults. A consensus report by 
the American Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD). 
Diabetologia 2021; 64: 2609–52. 

15 Ilonen J, Lempainen J, Veijola R. The heterogeneous pathogenesis  of type 1 diabetes mellitus. Nat Rev 
Endocrinol 2019; 15: 635–50. 

16 Todd JA. Etiology of type 1 diabetes. Immunity 2010; 32: 457–67. 
17 Redondo MJ, Steck AK, Pugliese A. Genetics of type 1 diabetes.Pediatr Diabetes 2018; 19: 346–53. 
18 Robertson CC, Inshaw JRJ, Onengut-Gumuscu S, et al. Fine- mapping, trans-ancestral and genomic 

analyses identify causal variants, cells, genes and drug targets for type 1 diabetes. Nat Genet 2021; 53: 
962–71. 

19 Nederstigt C, Uitbeijerse BS, Janssen LGM, Corssmit EPM, 
de Koning EJP, Dekkers OM. Associated auto-immune disease in type 1 diabetes patients: a systematic review 
and meta-analysis.   Eur J Endocrinol 2019; 180: 135–44. 

20 Sharp SA, Rich SS, Wood AR, et al. Development and standardization of an improved type 1 diabetes 
genetic risk score for use in newborn screening and incident diagnosis. Diabetes Care 2019; 42: 200–07. 

21 Redondo MJ, Jeffrey J, Fain PR, Eisenbarth GS, Orban T. Concordance for islet autoimmunity among 
monozygotic twins.    N Engl J Med 2008; 359: 2849–50. 

22 Esposito S, Toni G, Tascini G, Santi E, Berioli MG, Principi N. Environmental factors associated with type 1 
diabetes.Front Endocrinol 2019; 10: 592. 

23 Ferrara-Cook C, Geyer SM, Evans-Molina C, et al. Excess BMI accelerates islet autoimmunity in older children 
and adolescents. Diabetes Care 2020; 43: 580–87. 

24 Vehik K, Lynch KF, Wong MC, et al. Prospective virome analyses in young children at increased genetic risk 
for type 1 diabetes. Nat Med 2019; 25: 1865–72. 

25 Hyöty H, Leon F, Knip M. Developing a vaccine for type 1  diabetes by targeting coxsackievirus B. Expert Rev 
Vaccines 2018; 17: 1071–83. 

26 Dunne JL, Richardson SJ, Atkinson MA, et al. Rationale for enteroviral vaccination and antiviral  therapies  in  
human type 1 diabetes. Diabetologia 2019; 62: 744–53. 

27 Lampeter EF, Homberg M, Gries FA, et al. Transfer of insulin- dependent diabetes between HLA-identical 
siblings by bone marrow transplantation. Lancet 1993; 341: 1243–44. 

28 Vendrame F, Pileggi A, Laughlin E, et al. Recurrence of type 1 diabetes after simultaneous pancreas-kidney 
transplantation, despite immunosuppression, is associated with autoantibodies and pathogenic autoreactive 
CD4 T-cells. Diabetes 2010;59: 947–57 



 

 

29 American Diabetes Association. 2. Classification and diagnosis of diabetes: standards of medical care in 
diabetes–2018. Diabetes Care 2018; 41 (suppl 1): S13–27. 

30 Ziegler AG, Kick K, Bonifacio E, et al. Yield of a public health screening of children for islet autoantibodies in 
Bavaria, Germany. JAMA 2020; 323: 339–51. 

31 Ziegler AG, Rewers M, Simell O, et al. Seroconversion to multiple islet autoantibodies and risk of 
progression to diabetes in children. JAMA 2013; 309: 2473–79. 

32 Kent SC, Chen Y, Bregoli L, et al. Expanded T cells from pancreatic lymph nodes of type 1 diabetic subjects 
recognize an insulin epitope. Nature 2005; 435: 224–28. 

33 Coppieters KT, Dotta F, Amirian N, et al. Demonstration of islet- autoreactive CD8 T cells in insulitic lesions from 
recent onset and long-term type 1 diabetes patients. J Exp Med 2012; 209: 51–60. 

34 Pathiraja V, Kuehlich JP, Campbell PD, et al. Proinsulin-specific, HLA-DQ8, and HLA-DQ8-transdimer-restricted 
CD4+ T cells infiltrate islets in type 1 diabetes. Diabetes 2015; 64: 172–82. 

35 Seay HR, Yusko E, Rothweiler SJ, et al. Tissue distribution and clonal diversity of the T and B cell repertoire in 
type 1 diabetes. JCI Insight 2016; 1: e88242. 

36 Babon JA, DeNicola ME, Blodgett DM, et al. Analysis of self-antigen specificity of islet-infiltrating T cells from 
human donors with type 1 diabetes. Nat Med 2016; 22: 1482–87. 

37 Anderson AM, Landry LG, Alkanani AA, et al. Human islet T cells are highly reactive to preproinsulin in type 1 
diabetes. Proc Natl Acad Sci USA 2021; 118: e2107208118. 

38 Culina S, Lalanne AI, Afonso G, et al. Islet-reactive CD8+ T cell frequencies in the pancreas, but not in blood, 
distinguish type 1 diabetic patients from healthy donors. Sci Immunol 2018; 3: eaao4013. 

39 Yu W, Jiang N, Ebert PJ, et al. Clonal deletion prunes but does not eliminate self specific αβ CD8+ T 
lymphocytes. Immunity 2015; 42: 929–41. 

40 Kotwal A, Haddox C, Block M, Kudva YC. Immune checkpoint inhibitors: an emerging cause of insulin-
dependent diabetes. BMJ Open Diabetes Res Care 2019; 7: e000591. 

41 Quandt Z, Young A, Perdigoto AL, Herold KC, Anderson MS. Autoimmune endocrinopathies: an emerging 
complication of immune checkpoint inhibitors. Annu Rev Med 2021; 72: 313–30. 

42 Barzaghi F, Passerini L, Bacchetta R. Immune dysregulation, polyendocrinopathy, enteropathy, x-linked 
syndrome: a paradigm of immunodeficiency with autoimmunity. Front Immunol 2012; 3: 211. 

43 Gambineri E, Perroni L, Passerini L, et al. Clinical and molecular profile of a new series of patients with 
immune dysregulation, polyendocrinopathy, enteropathy, X-linked syndrome: inconsistent correlation 
between forkhead box protein 3 expression and disease severity. J Allergy Clin Immunol 2008; 122: 1105–
12. 

44 Lindley S, Dayan CM, Bishop A, Roep BO, Peakman M, Tree TI. Defective suppressor function in CD4+CD25+ 
T-cells from patients with type 1 diabetes. Diabetes 2005; 54: 92–99. 

45 Brusko TM, Wasserfall CH, Clare-Salzler MJ, Schatz DA, Atkinson MA. Functional defects and the influence of 
age on the frequency of CD4+ CD25+ T-cells in type 1 diabetes. Diabetes 2005; 54: 1407–14. 

46 Schneider A, Rieck M, Sanda S, Pihoker C, Greenbaum C, Buckner JH. The effector T cells of diabetic 
subjects are resistant to regulation via CD4+ FOXP3+ regulatory T cells. J Immunol 2008; 181: 7350–55. 

47 You S, Belghith M, Cobbold S, et al. Autoimmune diabetes onset results from qualitative rather than 
quantitative age-dependent changes in pathogenic T-cells. Diabetes 2005; 54: 1415–22. 

48 Clough LE, Wang CJ, Schmidt EM, et al. Release from regulatory T cell-mediated suppression during the 
onset of tissue-specific autoimmunity is associated with elevated IL-21. J Immunol 2008; 180: 5393–401. 

49 Schubert D, Bode C, Kenefeck R, et al. Autosomal dominant immune dysregulation syndrome in humans 
with CTLA4 mutations. Nat Med 2014; 20: 1410–16. 

50 Schwab C, Gabrysch A, Olbrich P, et al. Phenotype, penetrance,   and treatment of 133 cytotoxic T-lymphocyte 
antigen 4-insufficient subjects. J Allergy Clin Immunol 2018; 142: 1932–46. 

51 Wen X, Yang J, James E, Chow IT, Reijonen H, Kwok WW. Increased islet antigen-specific regulatory and 
effector CD4+ T cells in healthy individuals with the type 1 diabetes-protective haplotype. Sci Immunol 2020; 
5: eaax8767. 

52 Vecchio F, Lo Buono N, Stabilini A, et al. Abnormal neutrophil signature in the blood and pancreas of 
presymptomatic and symptomatic type 1 diabetes. JCI Insight 2018; 3: e122146. 

53 Carrero JA, McCarthy DP, Ferris ST, et al. Resident macrophages of pancreatic islets have a seminal role in 
the initiation of autoimmune diabetes of NOD mice. Proc Natl Acad Sci USA 2017; 114: E10418–27. 

54 Wållberg M, Cooke A. Immune mechanisms in type 1 diabetes.Trends Immunol 2013; 34: 583–91. 
55 Ramos-Rodríguez M, Raurell-Vila H, Colli ML, et al. The impact of proinflammatory cytokines on the β-cell 

regulatory landscape provides insights into the genetics of type 1 diabetes.Nat Genet 2019; 51: 1588–95. 
56 Ferreira RC, Guo H, Coulson RM, et al. A type I interferon transcriptional signature precedes autoimmunity in 

children genetically at risk for type 1 diabetes. Diabetes 2014; 63: 2538–50. 
57 Meyer S, Woodward M, Hertel C, et al. AIRE-deficient patients harbor unique high-affinity disease-

ameliorating autoantibodies. Cell 2016; 166: 582–95. 
58 Morgan NG, Leete P, Foulis AK, Richardson SJ. Islet inflammation in human type 1 diabetes mellitus. IUBMB Life 

2014; 66: 723–34. 



 

 

59 Kendall PL, Yu G, Woodward EJ, Thomas JW. Tertiary lymphoid structures in the pancreas promote selection 
of B lymphocytes in autoimmune diabetes. J Immunol 2007; 178: 5643–51. 

60 Korpos É, Kadri N, Loismann S, et al. Identification and characterisation of tertiary lymphoid organs in human 
type 1 diabetes. Diabetologia 2021; 64: 1626–41. 

61 Battaglia M, Ahmed S, Anderson MS, et al. Introducing the endotype concept to address the challenge of 
disease heterogeneity in type 1 diabetes. Diabetes Care 2020; 43: 5–12. 

62 Leete P, Willcox A, Krogvold L, et al. Differential insulitic profiles determine the extent of β-cell destruction and 
the age at onset of type 1 diabetes. Diabetes 2016; 65: 1362–69. 

63 Arif S, Leete P, Nguyen V, et al. Blood and islet phenotypes indicate immunological heterogeneity in type 1 
diabetes. Diabetes 2014;63: 3835–45. 

64 Leete P, Oram RA, McDonald TJ, et al. Studies of insulin and proinsulin in pancreas and serum support the 
existence of aetiopathological endotypes of type 1 diabetes associated with age at diagnosis. Diabetologia 
2020; 63: 1258–67. 

65 Pujol-Borrell R, Todd I, Doshi M, Gray D, Feldmann M, Bottazzo GF. Differential expression and regulation 
of MHC products in the endocrine and exocrine cells of the human pancreas. Clin Exp Immunol 1986; 65: 
128–39. 

66 Foulis AK, Farquharson MA, Hardman R. Aberrant expression of class II major histocompatibility complex 
molecules by B cells and hyperexpression of class I major histocompatibility complex molecules by insulin 
containing islets in type 1 (insulin-dependent) diabetes mellitus. Diabetologia 1987; 30: 333–43. 

67 Quesada-Masachs E, Zilberman S, Rajendran S, et al. Upregulation of HLA class II in pancreatic beta cells 
from organ donors with type 1 diabetes. Diabetologia 2022; 65: 387–401. 

68 Benkahla MA, Sabouri S, Kiosses WB, Rajendran S, Quesada-Masachs E, von Herrath MG. HLA class I 
hyper-expression unmasks beta cells but not alpha cells to the immune system in pre-diabetes. J 
Autoimmun 2021; 119: 102628. 

69 Eizirik DL, Sammeth M, Bouckenooghe T, et al. The human pancreatic islet transcriptome: expression of 
candidate genes for type 1 diabetes and the impact of pro-inflammatory cytokines. PLoS Genet 2012; 8: 
e1002552. 

70 Bergholdt R, Brorsson C, Palleja A, et al. Identification of novel type 1 diabetes candidate genes by integrating 
genome-wide association data, protein-protein interactions, and human pancreatic islet gene expression. 
Diabetes 2012; 61: 954–62. 

71 Marroquí L, Santin I, Dos Santos RS, Marselli L, Marchetti P, Eizirik DL. BACH2, a candidate risk gene for 
type 1 diabetes, regulates apoptosis in pancreatic β-cells via JNK1 modulation and crosstalk with the 
candidate gene PTPN2. Diabetes 2014;63: 2516–27. 

72 Marroqui L, Dos Santos RS, Fløyel T, et al. TYK2, a candidate gene for type 1 diabetes, modulates apoptosis 
and the innate immune response in human pancreatic β-cells. Diabetes 2015; 64: 3808–17. 

73 Roep BO, Kleijwegt FS, van Halteren AG, et al. Islet inflammation and CXCL10 in recent-onset type 1 diabetes. 
Clin Exp Immunol 2010; 159: 338–43 

74 Engin F, Yermalovich A, Nguyen T, et al. Restoration of the unfolded protein response in pancreatic β cells 
protects mice against type 1 diabetes. Sci Transl Med 2013; 5: 211ra156. 

75 Zhang K, Kaufman RJ. From endoplasmic-reticulum stress to the inflammatory response. Nature 2008; 454: 
455–62. 

76 Marhfour I, Lopez XM, Lefkaditis D, et al. Expression of endoplasmic reticulum stress markers in the islets of 
patients with type 1 diabetes. Diabetologia 2012; 55: 2417–20. 

77 Teske BF, Wek SA, Bunpo P, et al. The eIF2 kinase PERK and the integrated stress response facilitate 
activation of ATF6 during endoplasmic reticulum stress. Mol Biol Cell 2011; 22: 4390–405. 

78 Fatani TH. EIF2AK3 novel mutation in a child with early-onset diabetes mellitus, a case report. BMC Pediatr 
2019; 19: 85. 

79 Marre ML, McGinty JW, Chow I-T, et al. Modifying enzymes are elicited by ER stress, generating epitopes that 
are selectively recognized by CD4+ T cells in patients with type 1 diabetes. Diabetes 2018; 67: 1356–68. 

80 Gonzalez-Duque S, Azoury ME, Colli ML, et al. Conventional and neo-antigenic peptides presented by β cells are 
targeted by   circulating naïve CD8+ T cells in type 1 diabetic and healthy donors. Cell Metab 2018; 28: 946–960. 

81 Delong T, Wiles TA, Baker RL, et al. Pathogenic CD4 T cells in 
type 1 diabetes recognize epitopes formed by peptide fusion. Science2016; 351: 711–14. 

82 Wiles TA, Powell R, Michel R, et al. Identification of hybrid insulin peptides (HIPs) in mouse and human islets by 
mass spectrometry.       J Proteome Res 2019; 18: 814–25. 

83 Baker RL, Rihanek M, Hohenstein AC, et al. Hybrid insulin peptides are autoantigens in type 1 diabetes. Diabetes 
2019; 68: 1830–40. 

84 Colombo C, Porzio O, Liu M, et al. Seven mutations in the human insulin gene linked to permanent 
neonatal/infancy-onset diabetes mellitus. J Clin Invest 2008; 118: 2148–56. 

85 Cole DK, Bulek AM, Dolton G, et al. Hotspot autoimmune T cell receptor binding underlies pathogen and 
insulin peptide cross- reactivity. J Clin Invest 2016; 126: 2191–204. 

86 Nathan DM, Genuth S, Lachin J, et al. The effect of intensive treatment of diabetes on the development and 
progression of long- term complications in insulin-dependent diabetes mellitus. 



 

 

N Engl J Med 1993; 329: 977–86. 
87 Peters AL, Ahmann AJ, Battelino T, et al. Diabetes technology— continuous subcutaneous insulin infusion 

therapy and continuous glucose monitoring in adults: an Endocrine Society clinical  practice guideline. J Clin 
Endocrinol Metab 2016; 101: 3922–37. 

88 Martyn-Nemeth P, Hayman LL. Racial-ethnic disparities in technology use and healthcare in persons with 
type 1 diabetes. J Cardiovasc Nurs 2022; 37: 405–06. 

89 Agarwal S, Schechter C, Gonzalez J, Long JA. Racial–ethnic disparities in diabetes technology use among 
young adults with type 1 diabetes. Diabetes Technol Ther 2021; 23: 306–13. 

90 Battelino T, Danne T, Bergenstal RM, et al. Clinical targets for continuous glucose monitoring data 
interpretation: recommendations from the international consensus on time in range. Diabetes Care 2019; 42: 
1593–603. 

91 Akturk HK, Snell-Bergeon JK, Rewers A, et al. Improved postprandial glucose with inhaled Technosphere 
insulin compared with insulin Aspart in patients with type 1 diabetes on multiple daily injections: the STAT 
study. Diabetes Technol Ther 2018; 20: 639–47. 

92 Boss AH, Petrucci R, Lorber D. Coverage of prandial insulin requirements by means of an ultra-rapid-acting 
inhaled insulin.      J Diabetes Sci Technol 2012; 6: 773–79. 

93 Prendin F, Del Favero S, Vettoretti M, Sparacino G, Facchinetti A. Forecasting of glucose levels and 
hypoglycemic events: head-to-head comparison of  linear  and  nonlinear  data-driven  algorithms  based on 
continuous glucose monitoring data only.  Sensors (Basel) 2021;  21: 1647. 

94 American Diabetes Association Professional Practice Committee. 
14. Children and adolescents: standards of medical care in diabetes—2022. Diabetes Care 2022; 45 (suppl 1): 
S208–31. 

95 American Diabetes Association Professional Practice Committee. 
11. Chronic kidney disease and risk management: standards of medical care in diabetes–2022. Diabetes 
Care 2022;45 (suppl 1): S175–84. 

96 Zhou Z, Sun B, Huang S, Zhu C, Bian M. Glycemic variability: adverse clinical outcomes and how to improve 
it?Cardiovasc Diabetol 2020; 19: 102. 

97 Russell SJ, Beck RW, Damiano ER, et al. Multicenter, randomized trial of a bionic pancreas in type 1 diabetes. N 
Engl J Med 2022; 387: 1161–72. 

98 Garg SK, Weinzimer SA, Tamborlane WV, et al. Glucose outcomes with the in-home use of a hybrid closed-
loop insulin delivery system in adolescents and adults with type 1 diabetes.Diabetes Technol Ther 2017; 19: 
155–63. 

99 Breton MD, Kovatchev BP. One year real-world use of the Control- IQ advanced hybrid closed-loop technology. 
Diabetes Technol Ther 2021; 23: 601–08. 

100 Ray MK, McMichael A, Rivera-Santana M, Noel J, Hershey T. 
Technological ecological momentary assessment tools to study type 1 diabetes in youth: viewpoint of 
methodologies. JMIR Diabetes 
2021; 6: e27027. 

101 Frye SS, Perfect MM, Silva GE. Diabetes management mediates the association between sleep duration 
and glycemic control in youth with type 1 diabetes mellitus. Sleep Med 2019; 60: 132–38. 

102 Patel NJ, Savin KL, Kahanda SN, et al. Sleep habits in adolescents with type 1 diabetes: variability in sleep 
duration linked with glycemic control. Pediatr Diabetes 2018; 19: 1100–06. 

103 Barnes TL, Lee S, Thompson N, Mullen K, Chatterton P, 
Gandrud L. Barriers to glucose testing and attitudes toward mobile app and device use in a large cohort of T1D 
pediatric patients: implications for diabetes management. J Diabetes Sci Technol 2018; 12: 1246–47. 

104 Klee P, Bussien C, Castellsague M, et al. An intervention by a patient-designed do-it-yourself mobile device 
app reduces HbA1c in children and adolescents with type 1 diabetes: a randomized double- crossover 
study. Diabetes Technol Ther 2018; 20: 797–805. 

105 Prakasam G, Rees C, Lyden M, Parkin CG. Use of a novel smartphone-based diabetes management 
system improved feelings of confidence and safety and reduced hypoglycemia fear among 
parents/caregivers of children/adolescents with type 1 diabetes.J Diabetes Sci Technol 2017; 11: 182–83. 

106 McArdle PD, Mellor D, Rilstone S, Taplin J. The role of carbohydrate in diabetes management. Pract Diabetes 
2016; 33: 237–42. 

107 Rovner AJ, Nansel TR, Gellar L. The effect of a low-glycemic diet vs a standard diet on blood glucose  levels  
and  macronutrient intake in children with type 1 diabetes. J Am Diet Assoc 2009;     109: 303–07. 

108 Nielsen JV, Jönsson E, Ivarsson A. A low carbohydrate diet in  type 1 diabetes: clinical experience—a brief 
report. Ups J Med Sci 2005; 110: 267–73. 

109 Turton JL, Raab R, Rooney KB. Low-carbohydrate diets for type 1 diabetes mellitus: a systematic review. PLoS 
One 2018; 13: e0194987. 

110 Neuman V, Plachy L, Pruhova S, et al. Low-carbohydrate diet among children with type 1 diabetes: a multi-center 
study. Nutrients 2021;   13: 3903. 

111 Corbin KD, Driscoll KA, Pratley RE, Smith SR, Maahs DM, Mayer-Davis EJ. Obesity in type 1 diabetes: 
pathophysiology, clinical impact, and mechanisms. Endocr Rev 2018; 39: 629–63. 

112 Conway B, Miller RG, Costacou T, et al. Temporal patterns in overweight and obesity in type 1 diabetes. Diabet 
Med 2010; 27: 398–404. 



 

 

113 van Dijk PR, Logtenberg SJ, Groenier KH, Kleefstra N, Bilo HJ, Arnqvist HJ. Effect of i.p. insulin administration on 
IGF1 and IGFBP1 in type 1 diabetes. Endocr Connect 2014; 3: 17–23. 

114 Minges KE, Whittemore R, Weinzimer SA, Irwin ML, Redeker NS, Grey M. Correlates of overweight and obesity 
in 5529 adolescents with type 1 diabetes: the T1D Exchange clinic registry. 
Diabetes Res Clin Pract 2017; 126: 68–78. 

115 Petrie JR, Chaturvedi N, Ford I, et al. Cardiovascular and metabolic effects of metformin in patients with type 
1 diabetes (REMOVAL): a double-blind, randomised, placebo-controlled trial. 
Lancet Diabetes Endocrinol 2017; 5: 597–609. 

116 Libman IM, Miller KM, DiMeglio LA, et al. Effect of metformin added to insulin on glycemic control among 
overweight/obese adolescents with type 1 diabetes: a randomized clinical trial. JAMA 2015; 314: 2241–50. 

117 Dimitrios P, Michael D, Vasilios K, et al. Liraglutide as adjunct to insulin treatment in patients with type 1 
diabetes: 
A systematic review and meta-analysis. Curr Diabetes Rev 2020;16: 313–26. 

118 Wang W, Liu H, Xiao S, Liu S, Li X, Yu P. Effects of insulin plus glucagon-like peptide-1 receptor agonists (GLP-
1RAs) in treating type 1 diabetes mellitus: a systematic review and meta-analysis. Diabetes Ther 2017; 8: 727–
38. 

119 Danne T, Cariou B, Banks P, et al. HbA1c and hypoglycemia reductions at 24 and 52 weeks with sotagliflozin in 
combination with insulin in adults with type 1 diabetes: the European in Tandem2 study. Diabetes Care 2018; 41: 
1981–90. 

120 Dandona P, Mathieu C, Phillip M, et al. Efficacy and safety of dapagliflozin in patients with inadequately 
controlled type 1 diabetes: the DEPICT-1 52-week study. Diabetes Care 2018; 41: 2552–59. 

121 Ratner RE, Dickey R, Fineman M, et al. Amylin replacement with pramlintide as an adjunct to insulin 
therapy improves long- term glycaemic and weight control in type 1 diabetes mellitus: 
a 1-year, randomized controlled trial. Diabet Med 2004; 21: 1204–12. 

122 Lyons SK, Hermann JM, Miller KM, et al. Use of adjuvant pharmacotherapy in type 1 diabetes: international 
comparison of 49,996 individuals in the Prospective Diabetes Follow-up and T1D Exchange registries. Diabetes 
Care 2017; 40: e139–40. 

123 Smith KJ, Béland M, Clyde M, et al. Association of diabetes with anxiety: a systematic review and meta-
analysis. J Psychosom Res 2013; 74: 89–99. 

124 Roy T, Lloyd CE. Epidemiology of depression and diabetes:  a systematic review. J Affect Disord 2012; 142 
(suppl): S8–21. 

125 Robinson DJ, Coons M, Haensel H, Vallis M, Yale JF. Diabetes and mental health. Can J Diabetes 2018; 42 
(suppl 1): S130–41. 

126 Braffett BH, Rice MM, Young HA, Lachin JM. Mediation of the association of smoking and microvascular 
complications by glycemic control in type 1 diabetes. PLoS One 2019; 
14: e0210367. 

127 Ma C, Xi B, Li Z, et al. Prevalence and trends in tobacco use among adolescents aged 13–15 years in 143 
countries, 1999–2018: findings from the Global Youth Tobacco Surveys. Lancet Child Adolesc Health 2021; 5: 
245–55. 

128 Gentzke ASWT, Wang TW, Cornelius M, et al. Tobacco product use and associated factors among middle 
and high school students— National Youth Tobacco Survey, United States, 2021. 
MMWR Surveill Summ 2022; 71: 1–29. 

129 Loxton P, Narayan K, Munns CF, Craig ME. Bone mineral density and type 1 diabetes in children and 
adolescents: a meta-analysis. Diabetes Care 2021; 44: 1898–905. 

130 Mastrandrea LD, Wactawski-Wende J, Donahue RP, Hovey KM, Clark A, Quattrin T. Young women with type 1 
diabetes have lower bone mineral density that persists over time. Diabetes Care 2008;  31: 1729–35. 

131 Strotmeyer ES, Cauley JA, Orchard TJ, Steenkiste AR, Dorman JS. Middle-aged premenopausal women with 
type 1 diabetes have lower bone mineral density and calcaneal quantitative ultrasound than nondiabetic women. 
Diabetes Care 2006; 29: 306–11. 

132 Vestergaard P. Discrepancies in bone mineral density and fracture risk in patients with type 1 and type 2 
diabetes—a meta-analysis. Osteoporos Int 2007; 18: 427–44. 

133 Starup-Linde J, Hygum K, Harsløf T, Langdahl B. Type 1 diabetes and bone fragility: links and risks. Diabetes 
Metab Syndr Obes 2019; 12: 2539–47. 

134 American Diabetes Association Professional Pratice Committee. 6. Glycemic targets: standards of medical care 
in diabetes—2022. Diabetes Care 2022; 45 (suppl 1): S83–96. 

135 van Duinkerken E, Snoek FJ, de Wit M. The cognitive and psychological effects of living with type 1 diabetes: a 
narrative review. Diabet Med 2020; 37: 555–63. 

136 Gonder-Frederick LA, Zrebiec JF, Bauchowitz AU, et al. Cognitive function is disrupted by both hypo- and 
hyperglycemia in school- aged children with type 1 diabetes: a field study. Diabetes Care 2009; 32: 1001–06. 

137 Haugstvedt A, Wentzel-Larsen T, Graue M, Søvik O, Rokne B. Fear of hypoglycaemia in mothers and fathers 
of children with type 1 diabetes is associated with poor glycaemic control and parental emotional distress: a 
population-based study. Diabet Med 2010; 27: 72–78. 

138 Youngkin EM, Majidi S, Noser AE, Stanek KR, Clements MA,  Patton SR. Continuous glucose monitoring 
decreases hypoglycemia avoidance behaviors, but not worry in parents of youth with new  onset type 1 diabetes. 
J Diabetes Sci Technol 2021; 15: 1093–97. 



 

 

139 van Beers CA, DeVries JH. Continuous glucose monitoring: impact  on hypoglycemia. J Diabetes Sci Technol 
2016; 10: 1251–58. 

140 Tamborlane WV, Beck RW, Bode BW, et al. Continuous glucose monitoring and intensive treatment of type 1 
diabetes. N Engl J Med 2008; 359: 1464–76. 

141 Heinemann L, Freckmann G, Ehrmann D,  et  al.  Real-time continuous glucose monitoring in adults with type 1 
diabetes and impaired hypoglycaemia awareness or severe hypoglycaemia treated with multiple daily insulin 
injections (HypoDE): a multicentre, randomised controlled trial. Lancet 2018; 391: 1367–77. 

142 Pratley RE, Kanapka LG, Rickels MR, et al. Effect of continuous glucose monitoring on hypoglycemia in older 
adults with type 1 diabetes: a randomized clinical trial. JAMA 2020; 323: 2397–406. 

143 Hermanns N, Heinemann L, Freckmann G, Waldenmaier D, Ehrmann D. Impact of CGM on the management of 
hypoglycemia problems: overview and secondary analysis of the HypoDE study.J Diabetes Sci Technol 2019; 
13: 636–44. 

144 Deeb LC, Dulude H, Guzman CB, et al. A phase 3 multicenter, open-label, prospective study designed to 
evaluate the effectiveness and ease of use of nasal glucagon in the treatment of moderate and 
severe hypoglycemia in children and adolescents with type 1 diabetes in the home or school setting. Pediatr 
Diabetes 2018; 19: 1007–13. 

145 Rickels MR, Ruedy KJ, Foster NC, et al. Intranasal glucagon for treatment of insulin-induced hypoglycemia in 
adults with type 1 diabetes: a randomized crossover noninferiority study.Diabetes Care 2016; 39: 264–70. 

146 Haymond MW, DuBose SN, Rickels MR, et al. Efficacy and safety of mini-dose glucagon for treatment of 
nonsevere hypoglycemia  in adults with type 1 diabetes. J Clin Endocrinol Metab 2017;102: 2994–3001. 

147 Hövelmann U, Bysted BV, Mouritzen U, et al. Pharmacokinetic and pharmacodynamic characteristics of 
Dasiglucagon, a novel soluble and stable glucagon analog. Diabetes Care 2018; 41: 531–37. 

148 El-Khatib FH, Balliro C, Hillard MA, et al. Home use of a bihormonal bionic pancreas versus insulin pump 
therapy in adults with type 1 diabetes: a multicentre randomised crossover trial. Lancet 2017; 389: 369–80. 

149 Alonso GT, Coakley A, Pyle L, Manseau K, Thomas S, Rewers A. Diabetic ketoacidosis at diagnosis of type 1 
diabetes in Colorado children, 2010–2017. Diabetes Care 2020; 43: 117–21. 

150 Ehrmann D, Kulzer B, Roos T, Haak T, Al-Khatib M, Hermanns N. Risk factors and prevention strategies for 
diabetic ketoacidosis in people with established type 1 diabetes. Lancet Diabetes Endocrinol 2020; 8: 436–
46. 

151 Gottesman BL, Yu J, Tanaka C, Longhurst CA, Kim JJ. Incidence of new-onset type 1 diabetes among US 
children curing the COVID-19 global pandemic. JAMA Pediatr 2022; 176: 414–15. 

152 Dżygało K, Nowaczyk J, Szwilling A, Kowalska A. Increased frequency of severe diabetic ketoacidosis at type 1 
diabetes onset among children during COVID-19 pandemic lockdown: an observational cohort study. Pediatr 
Endocrinol Diabetes Metab 2020; 26: 167–75. 

153 Elding Larsson H, Vehik K, Bell R, et al. Reduced prevalence of diabetic ketoacidosis at diagnosis of type 1 
diabetes in young children participating in longitudinal follow-up. Diabetes Care 2011; 34: 2347–52. 

154 American Diabetes Association. Introduction: standards of medical care in diabetes–2022. Diabetes Care 2022; 
45 (suppl 1): S1–2. 

155 Steno Diabetes Center Copenhagen. Individualised interactive CVD & ESKD risk calculator. 
https://steno.shinyapps.io/T1RiskEngine/ (accessed Sept 18, 2022). 

156 Darcan S, Goksen D, Mir S, et al. Alterations of blood pressure in type 1 diabetic children and adolescents. 
Pediatr Nephrol 2006;21: 672–76. 

157 Marcovecchio ML, Chiesa ST, Bond S, et al. ACE inhibitors and statins in adolescents with type 1 diabetes. N 
Engl J Med 2017; 377: 1733–45. 

158 Nederstigt C, Uitbeijerse BS, Janssen LGM, Corssmit EPM, 
de Koning EJP, Dekkers OM. Associated auto-immune disease in type 1 diabetes patients: a systematic review 
and meta-analysis.  Eur J Endocrinol 2019; 180: 135–44. 

159 Szabłowski M, Okruszko MA, Pochodowicz K, et al. Coincidence of juvenile idiopathic arthritis and type 1 
diabetes: a case-based review. Rheumatol Int 2022; 42: 371–78. 

160 Krischer JP, Lynch KF, Lernmark Å, et al. Genetic and environmental interactions modify the risk of 
diabetes-related autoimmunity by 6 years of age: the TEDDY study. Diabetes Care 2017; 40: 1194–202. 

161 Geno Rasmussen CR, Rewers M, Baxter J, et al. Population screening for T1D and celiac disease—
autoimmunity screening for kids (ASK). Diabetes 2018; 67 (suppl 1): 182-OR. 

162 Insel RA, Dunne JL, Atkinson MA, et al. Staging presymptomatic type 1 diabetes: a scientific statement of JDRF, 
the Endocrine  Society, and the American Diabetes Association. Diabetes Care 2015; 38: 1964–74. 

163 Steck AK, Vehik K, Bonifacio E, et al. Predictors of progression from the appearance of islet autoantibodies 
to early childhood diabetes: the environmental determinants of diabetes in the young (TEDDY). Diabetes 
Care 2015; 38: 808–13. 

164 Anand V, Li Y, Liu B, et al. Islet autoimmunity and HLA markers of presymptomatic and clinical type 1 
diabetes: joint analyses of prospective cohort studies in Finland, Germany, Sweden, and 
the U.S. Diabetes Care 2021; 44: 2269–76. 

165 Bonifacio E, Weiß A, Winkler C, et al. An age-related exponential decline in the risk of multiple islet 
autoantibody seroconversion during childhood. Diabetes Care 2021; 44: 2260–68. 

166 Mastrandrea LD, Quattrin T. Preventing type 1 diabetes development and preserving beta-cell function. 



 

 

Curr Opin Endocrinol Diabetes Obes 2022; 29: 386–91. 
167 Chase HP, Lescheck E, Rafkin-Mervis L, et al. Nutritional intervention to prevent (NIP) type 1 diabetes a pilot trial. 

Infant Child Adolesc Nutr 2009; 1: 98–107. 
168 Hummel S, Pflüger M, Hummel M, Bonifacio E, Ziegler A-G. Primary dietary intervention study to reduce the risk 

of islet autoimmunity in children at increased risk for type 1 diabetes: the BABYDIET study. Diabetes Care 2011; 
34: 1301–05. 

169 Knip M, Åkerblom HK, Al Taji E, et al. Effect of hydrolyzed infant formula vs conventional formula on risk of type 1 
diabetes: the TRIGR randomized clinical trial. JAMA 2018; 319: 38–48. 

170 Chen Y-G, Mathews CE, Driver JP. The role of NOD mice in type 1 diabetes research: lessons from the past 
and recommendations for the future. Front Endocrinol 2018; 9: 51. 

171 Assfalg R, Knoop J, Hoffman KL, et al. Oral insulin immunotherapy in children at risk for type 1 diabetes  in  a  
randomised  controlled trial. Diabetologia 2021; 64: 1079–92. 

172 Diabetes Prevention Trial—Type 1 Diabetes Study Group. Effects of insulin in relatives of patients with type 1 
diabetes mellitus.N Engl J Med 2002; 346: 1685–91. 

173 Näntö-Salonen K, Kupila A, Simell S, et al. Nasal insulin to prevent type 1 diabetes in children with HLA 
genotypes and autoantibodies conferring increased risk of disease: a double-blind, randomised controlled 
trial. Lancet 2008; 372: 1746–55. 

174 Gale EAM. European Nicotinamide Diabetes Intervention Trial (ENDIT): a randomised controlled trial of 
intervention before the onset of type 1 diabetes. Lancet 2004; 363: 925–31. 

175 Ludvigsson J, Krisky D, Casas R, et al. GAD65 antigen therapy in recently diagnosed type 1 diabetes mellitus. N 
Engl J Med 2012; 366: 433–42. 

176 Orban T, Bundy B, Becker DJ, et al. Costimulation modulation with abatacept in patients with recent-onset 
type 1 diabetes: follow-up 1 year after cessation of treatment. Diabetes Care 2014; 37: 1069–75. 

177 Rigby MR, Harris KM, Pinckney A, et al. Alefacept provides sustained clinical and immunological effects in new-
onset type 1 diabetes patients. J Clin Invest 2015; 125: 3285–96. 

178 Pescovitz MD, Greenbaum CJ, Krause-Steinrauf H, et al. Rituximab, B-lymphocyte depletion, and 
preservation of beta-cell function. N Engl J Med 2009; 361: 2143–52. 

179 Haller MJ, Long SA, Blanchfield JL, et al. Low-dose anti-thymocyte globulin preserves c-peptide, reduces 
HbA(1c), and increases regulatory to conventional T-cell ratios in new-onset type 1 diabetes: two-year clinical 
trial data. Diabetes 2019; 68: 1267–76. 

180 Herold KC, Bundy BN, Long SA, et al. An anti-CD3 antibody, Teplizumab, in relatives at risk for type 1 diabetes. 
N Engl J Med 2019; 381: 603–13. 

181 Sims EK, Bundy BN, Stier K, et al. Teplizumab improves and stabilizes beta cell function in antibody-positive 
high-risk individuals. Sci Transl Med 2021; 13: eabc8980. 

182 US DFA. FDA approves first drug that can delay onset of 
type 1 diabetes. Nov 17, 2022. https://www.fda.gov/news-events/ press-announcements/fda-approves-first-drug-
can-delay-onset-type- 1-diabetes# (accessed Dec 1, 2022). 

183 Quattrin T, Haller MJ, Steck AK, et al. Golimumab and beta-cell function in youth with new-onset type 1 
diabetes. N Engl J Med 2020; 383: 2007–17. 

184 von Herrath M, Bain SC, Bode B, et al. Anti-interleukin-21 antibody and liraglutide for the preservation of β-cell 
function in adults with recent-onset type 1 diabetes: a randomised, double-blind, placebo- controlled, phase 2 
trial. Lancet Diabetes Endocrinol 2021; 9: 212–24. 

185 Ovalle F, Grimes T, Xu G, et al. Verapamil and beta cell function in adults with recent-onset type 1 diabetes. Nat 
Med 2018; 24: 1108–12. 

186 Edner NM, Heuts F, Thomas N, et al. Follicular helper T cell profiles predict response to costimulation 
blockade in type 1 diabetes. Nat Immunol 2020; 21: 1244–55. 

187 Chung WK, Erion K, Florez JC, et al. Precision medicine in diabetes: a consensus report from the American 
Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD). Diabetes Care 
2020; 43: 1617–35. 

188 Fortune Business Insights. Diabetes drugs market size, share and industry analysis by drug class, diabetes 
type, route of administration, distribution channel, and regional forecast 2019–2026. June, 2019. 
https://www.fortunebusinessinsights.com/ industry-reports/diabetes-drugs-market-100570 (accessed 
May 12, 2022). 

189 Mordor Intelligence. Diabetes care drugs market—growth, trends, COVID-19 impact, and forecasts (2023–
2028). https://www. mordorintelligence.com/industry-reports/diabetes-drugs-market (accessed March 17, 
2023). 

190 Market Research Future. Type 1 diabetes treatment market research report: by product and by end user—
forecast to 2027. https://www. marketresearchfuture.com/reports/type-1-diabetes-treatment- market-8199 
(accessed May 12, 2022). 

191 Data Monitor Healthcare. Future market dynamics in type 1 diabetes. 
https://pharmaintelligence.informa.com/resources/ product-content/sitecore/shell/~/media/Informa-Shop-Window/ 
Pharma/Files/PDFs/infographics/3543_Datamonitor_Type1_ diabetes_Infographic.pdf (accessed May 11, 2022). 

192 Wouters OJ, McKee M, Luyten J. Estimated research and development investment needed to bring a new 
medicine to market, 2009-2018. JAMA 2020; 323: 844–53. 

193 Melton D. The promise of stem cell-derived islet replacement therapy. Diabetologia 2021; 64: 1030–36. 



 

 

194 Markmann JF, Naji A, Rickels MR, et al. Stem cell-derived, fully differentiated islet cells for type 1 diabetes. 
Diabetes 2022; 71 (suppl 1): 259-OR. 

 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
  



 

 

 
Figures and Table legends  
 

 
 

Figure 1: Average HbA1c by year of age - Red line represents 2010–12 cohort, and blue line represents 2016–
18 cohort. Participants must be contained in both cohorts with at least a 3-year duration for the 2010–12 collection. 
HbA1c=glycated haemoglobin. *≥80 years old are pooled.6 Reproduced from Foster et al,6 by permission of 
Mary Ann Liebert. 
 
 
 
 
 
 
 
 
 



 

 

 
 

Figure 2: Crosstalk between immune system and target tissue in the pathogenesis of type 1 diabetes Type 1 
diabetes development involves interplay between the immune system (left) and the pancreatic β cells (right). Most 
cases of type 1 diabetes are likely to involve subtle alterations in immune function; for example, changes mediated by 
genes in loci associated with T-cell regulation (HLA, CTLA4, PTPN2, PTPN22, and IL2RA), alongside changes in β-cell 
biology that are either genetic or environmental. Environmental factors can trigger β-cell stress and promote 
neoantigen generation. Infection can influence β cells by eliciting inflammation and promoting autoimmunity via 
molecular mimicry, whereby T cells activated in response to a microbial antigen also react with a self-antigen. 
Monogenic forms of diabetes show the extremes of the dichotomy between the immune system and target tissue: 
in IPEX syndrome, diabetes maps to regulatory T-cell defects and failed immune regulation, whereas in PERK 
deficiency, diabetes maps to the β cell. HLA=human leukocyte antigen. IPEX=immune dysregulation, 
polyendocrinopathy, enteropathy, X-linked. PDL1=programmed death-ligand 1. PERK=protein kinase-like ER 
kinase. 
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Table: Current recommendations for screening and treatment of type 1 diabetes comorbidities 



 

 

 

Figure 3: Stages of type 1 diabetes diagnosis and the partial remission period 
GB[ Timeline from stage 1 to stage 3 type 1 diabetes. Diagnosis 1 occurs in stage 2 with dysglycaemia, at a time when 
the amount of functional β-cell mass is variable. Diagnosis 2 occurs when the need for insulin therapy ensues; the 
partial remission period is characterised by improved metabolic control with decreased insulin requirement. Diagnosis 
3 occurs at the end of the remission period. Patients will require higher insulin doses that increase the risk of 
hypoglycaemia when attempting to optimise glucose control. This diagnosis is labelled as such because it refers to the 
traumatic event that is often unexpected by the person with type 1 diabetes (and their family, if applicable). (B) 
Depiction of the potential effect of a disease-modifying agent in lengthening the timeline from stage 1 to stage 3, and 
the length of the partial remission period. The dotted line in stage 3B exemplifies the concept that the degree 
of functional β-cell mass is variable. 

 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 

 


