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Microvascular and Macrovascular
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1. Introduction

Diabetes mellitus is a serious chronic disorder of childhood and represents a major public
health problem. Type 1 diabetes is the predominant form of diabetes during childhood and
adolescence, accounting for about 90% of cases, although the growing epidemic of obesity
has been associated with an increasing number of cases of childhood-onset type 2 diabetes
(Craig et al., 2009; Patterson et al., 2009).

The global incidence of type 1 diabetes is increasing worldwide, at an annual rate of 3-5%,
particularly in children under the age of 5 years, and this trend leads to a significant health
burden (Patterson et al., 2009). Recent studies have shown that in European countries
childhood-onset type 1 diabetes is associated with three to four fold increased mortality
when compared with the general population (Asao et al., 2003; Skrivarhaug et al., 2006).
Similar data emerged from a long-term study of a young cohort with type 1 diabetes in the
USA, where mortality was 7 times higher than in the non-diabetic population (Secrest et al.,
2010a). The high mortality reported for individuals with type 1 diabetes is mainly due to
diabetes-related acute and chronic complications. As recently emerged from a large
population-based cohort with long-standing childhood-onset type 1 diabetes, during the
first decade of diabetes acute complications, such as diabetic ketoacidosis and
hypoglycemia, are the main causes of death, being responsible for about 73% of cases,
whereas during subsequent decades cardiovascular (CVD) and renal diseases become the
main determinants of mortality (Secrest et al., 2010b).

Diabetes vascular complications are divided in micro- and macrovascular disease.
Microvascular complications include nephropathy (DN), retinopathy (DR) and neuropathy,
whereas macrovascualar complications refer to cardiovascular, cerebrovascular and
peripheral vascular disease (Marshall and Flyvbjerg, 2006). As a result of vascular
complications, diabetes is the leading cause of blindness in working age people, is
responsible for up to 40% cases of renal failure and is a major determinant of cardiovascular
morbidity and mortality (Marshall and Flyvbjerg, 2006).

2. Microvascular complications of type 1 diabetes

Diabetic microvascular complications result from damage to the microvasculature of the
kidney, retina and neurons and they generally progress throughout different stages.
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2.1 Diabetic nephropathy

2.1.1 Classification of diabetic nephropathy and structural kidney changes

The changing occurring in the kidney in patients with type 1 diabetes are generally
classified in five stages (Mogensen, 1999). The first stage is characterized by increases in
glomerular filtration rate (GFR) and kidney hypertrophy. During the second phase subtle
morphological changes occur together with progressive increases in urinary albumin
excretion within the normal range. The third stage, also called incipient nephropathy, is
characterized by the development of microalbuminuria, defined as an albumin excretion
rate (AER) between 30-300 mg/24h or 20-200 pg/min, and by more profound structural
changes. During the fourth phase there is a further increase in AER leading to
macroalbuminuria (AER >200 pg/min or >300 mg/24h) and a consistent fall in GFR.
Without any treatment this phase leads to the final stage of end stage renal disease (ESRD).
Typical morphological changes occurring in the diabetic kidney are represented by diffuse
glomerular basement membrane thickening, mesangial expansion, hyalinosis of the
mesangium and arteriolar walls, broadening and effacement of podocyte foot processes,
reduction in podocyte number, glomerulosclerosis and tubule-interstitial fibrosis (Osterby,
1992). These morphological changes develop years before the clinical appearance of DN and
this is an alarming aspect, given that when the disease is clinically evident some of the
structural damage is already irreversible.

Thickening of the basement membrane is a common bioptic finding related to DN and is
associated with loss of glycosaminoglycans and associated negative charges, with consequent
increased loss of anionic albumin (Fioretto and Mauer, 2007; Fioretto et al., 1994, Mauer and
Najafian, 2006). A subsequent increase in the size of membrane pores leads to the development
of non-selective proteinuria. An imbalance between the production and the degradation of
mesangial matrix proteins, together with an increase in mesangial cells number, is responsible
for mesangial expansion in DN (Fioretto and Mauer, 2007; Mauer and Najafian, 2006).

* Hyperfiltration/hyperperfusion phase (often at diagnosis)
* Increased renal size
Stage 1) « AER: May be increased, but it becomes normal after starting insulin treatment )

* Normoalbuminuria/Silent phase (2-5 years after diagnosis)
* Basement membrane thickening
Stage 2| « AER: Normal with transient increases related to poor glycemic control or exercise

* Microalbuminuria or incipient nephropathy phase (after 6-15 years)
¢ Further basement membrane thickening and mesangial expansion

Stage3| « AER: 20-200ug/min or 30-300 mg /24h )
* Overt diabetic nephropathy/Macroalbuminuria phase (after 15-25 years) )
* Marked renal abnormalities, reduced renal function, increased blood pressure

Stage4| « AER: >200 pg/min or >300 me/24h )
* End stage renal disease phase (after 25-30 years) h
* Advanced glomerulopathy; marked decreased renal function, hypertension

Stage 5| « AER: Macroalbuminuria / Often decreased due to glomerular occlusion )

Fig. 1. Stages of diabetic nephropathy
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Changes in the podocyte is another key feature of DN (Mauer and Najafian, 2006).
Podocytes are highly specialised epithelial cells, interconnected by foot processes, which
delimit the slit diaphragm, the main size-selective barrier in the glomerulus. The first
detectable alteration in podocytes in the context of DN is a broadening and effacement of
their foot processes (Kriz et al., 1998), which leads to a decrease in their density and number
and a detachment from the glomerular basement membrane. The last phenomena are
directly correlated to levels of albumin-creatinine ratio (ACR) and to the decline in GFR
(Fioretto and Mauer, 2007). Podocytes can also undergo hypertrophy, apoptosis and
increased synthesis of collagen IV, whereas there is a decreased synthesis of proteins, such
as nephrin (Fioretto and Mauer, 2007).

Another characteristic of DN is the hyalinosis of the afferent and efferent arterioles in the
glomerulus, due to the accumulation of complement components, fibrinogen,
immunoglobulins, albumin and other plasma proteins (Fioretto and Mauer, 2007).
Hypertrophy and sclerosis of the iuxtaglomerular apparatus is another frequent finding in
DN (Mauer and Najafian, 2006).

2.1.2 Epidemiology of diabetic nepropathy

DN affects about one third of people with type 1 diabetes after a disease duration of 20
years and represents an important determinant of mortality (Jones et al., 2005). This has
been recently confirmed in patients with both childhood-onset and adult-onset type 1
diabetes (Groop et al., 2009; Orchard et al., 2010). In a large cohort of adults with type 1
diabetes the presence of microalbuminuria, macroalbuminuria and ESRD was associated
with 2.8, 9.2, and 18.3 times higher standardized mortality ratio, respectively (Groop et al.,
2009). Similarly, Orchard et al. reported a standardized mortality ratio of 6.4, 12.5 and 29.8
for individuals with microalbuminuria, proteinuria and ESRD, respectively, in a cohort
with childhood-onset type 1 diabetes followed longitudinally for 30 years (Orchard et al.,
2010).

The natural history of DN has changed over the last decades and, whereas earlier landmark
studies indicated that patients with microalbuminuria had a 60-85% risk of progressing to
overt proteinuria within 6-14 years (Mogensen and Christensen, 1984; Parving et al., 1982;
Viberti et al., 1982), more recent studies have reported a rate of progression of 30% over 10
years, and an increasing number of cases of regression to normoalbuminuria (31 to 58%) (de
Boer et al., 2011; Hovind et al., 2004; Perkins et al., 2003). Regression to normoalbuminuria
has been associated with a better metabolic control, a better lipid and blood pressure profile
as well as with non-modifiable risk factors, such as younger age and shorter duration of
microalbuminuria (Hovind et al., 2004; Perkins et al., 2003). These data are encouraging and
highlight the positive effect of improvements in treatment, particularly glycemic (1993) and
blood pressure control (Lewis et al.,, 1993), in influencing the natural history of DN.
However, this changing trend may be also related to an overestimation of the rate of
progression in earlier studies.

With regards to young people with childhood onset type 1 diabetes, recent studies from
Sweden (Nordwall et al.,, 2004) and Australia (Mohsin et al.,, 2005) have shown a
decreasing trend in DN. However, these positive results have not been consistently
reported. In fact, data from Iceland (Tryggvason et al., 2005) and the UK (Amin et al,,
2009) indicated an unchanged trend in the incidence of microalbuminuria and DN over
the last decades.

www.intechopen.com



198 Type 1 Diabetes Complications

2.1.3 Early manifestations of diabetic nephropathy in youth with type 1 diabetes
Microalbuminuria is the most common abnormal finding in children and adolescents with
type 1 diabetes, whereas overt proteinuria is found in less than 1-1.5% of them (Jones et al.,
1998; Schultz et al., 1999b). Microalbuminuria often develops during puberty, whereas its
prevalence during prepubertal years is rare (Janner et al., 1994; Lawson et al., 1996;
Norgaard et al., 1989; Rudberg et al., 1993). The overall prevalence of microalbuminuria in
youth with type 1 diabetes ranges between 4 and 26% (Bojestig et al., 1996; Cook and
Daneman, 1990; Dahlquist and Rudberg, 1987; Joner et al., 1992; Jones et al., 1998; Mathiesen
et al., 1986; Moore and Shield, 2000; Norgaard et al., 1989; Olsen et al., 2000; Rudberg et al.,
1993; Schultz et al., 1999b). This large variation in the prevalence of microalbuminuria is due
to differences in study design, duration of diabetes, age range, and glycemic control. Most
studies investigating microalbuminuria have been cross-sectional and clinic based, with
only a few being longitudinal, but mainly with a retrospective design. Jones et al. (Jones et
al., 1998) reported a prevalence of 14.5% during 8.5 years of diabetes duration, whereas
Rudberg et al. (Rudberg et al., 1993) reported a prevalence of 24% after 15 years diabetes
duration. The most recent data from the Oxford Regional Prospective Study (ORPS), a
population-based inception cohort of children with type 1 diabetes, has shown a cumulative
prevalence of microalbuminuria of 25.7% after 10 years and of 50.7% after 19 years of
diabetes duration (Amin et al., 2008).

After puberty, rates of rise in albumin excretion tend to decline and, longitudinal studies
suggest that microalbuminuria is persistent in only 50% of adolescents; whereas in the other
40-50% urinary albumin excretion returns into the normal range after 3-10 years from the
onset of microalbuminuria (Amin et al., 2008; Gorman et al., 1999). However, with longer
follow-up cases of transient or intermittent microalbuminuria may become persistent. In
addition, although urinary albumin excretion may return into the normal range, the renal
morphological changes associated with microalbuminuria can persist and increase the risk
of its recurrence and progression (Steinke and Mauer, 2008). Few data are available on the
rate of progression of microalbuminuria to macroalbuminuria in young people with type 1
diabetes. The ORPS has shown a progression rate of around 13% after 3.2 years from the
onset of microalbuminuria, a rate similar to that reported in adults (Amin et al., 2008).
Another renal abnormality often detected in youth with type 1 diabetes is increased GFR
(Amin et al., 2005; Rudberg et al., 1992). Hyperfiltration, which has been associated with
increased renal size often precedes the onset of microalbuminuria (Amin et al., 2005;
Rudberg et al., 1992). In some, although not all studies, increased GFR has emerged as an
independent predictor of microalbuminuria, and a recent meta-analysis has reported a 2.7

increased risk of developing microalbuminuria associated with hyperfiltration (Magee et al.,
2009).

2.2 Diabetic retinopathy

2.2.1 Classification and structural changes

DR begins with the appearance of non-proliferative retinal abnormalities, which then progress
to sight-threatening proliferative lesions (Aiello et al., 1998; Williams and Pickup, 2004) . The
early stage of DR is characterised by the development of capillary microaneuryms, which
consist in small blind outgrowths of retinal capillaries developing in areas where the wall is
weakened (Aiello et al., 1998; D'Amico, 1994; Williams and Pickup, 2004). As the retinal
damage progresses, there is the appearance of non-proliferative abnormalities, including
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hemorrhages, exudates and the development of vascular obstruction, intraretinal
microvascular abnormalities, and infarction of the retinal nerve fibers causing cotton wool
spots (Aiello et al., 1998; D' Amico, 1994; Williams and Pickup, 2004). Although this stage is not
sight-threatening, it is highly predictive of progression to more advanced stages of
retinopathy. Proliferative retinopathy is characterized by the development of new vessels,
secondary to ischemia, on the surface of the retina and/or the optic disc (Aiello et al., 1998;
D'Amico, 1994; Williams and Pickup, 2004). These new vessels can bleed into the vitroretinal
space, and cause visual loss. In addition, the subsequent formation of fibrous tissue can cause
tractional retinal detachment (Williams and Pickup, 2004). This stage is associated with a high
risk for visual impairment related to hemorrhages and retinal detachment.

Diabetic macular oedema can complicate both non-proliferative and proliferative
retinopathy and is a serious cause of vision loss in patients with diabetes (Ciulla et al., 2003).
It is characterized by increased microvascular permeability and deposition of hard retinal
exudates (Ciulla et al., 2003). This stage involves the breakdown of the blood-retinal barrier,
with leakage of plasma from small blood vessels in the macula. Swelling of the macula is
then followed by deposition of hard retinal exudates as a consequence of deposition of
lipids and lipoproteins following plasma re-absorption (Ciulla et al., 2003).

Proposed disease severity level Dilated ophthalmoscopy findings
No apparent retinopathy No abnormalities
Mild nonproliferative DR Microaneurysms only

More than just microaneurysms, but less than

Moderate nonproliferative DR severe nonproliferative DR

No signs of proliferative DR, with any of the

following:

- More than 20 intraretinal hemorrhages in
each of four quadrants

- Definite venous beading in two or more
quadrants

- Prominent intaretinal = microvascular
anomalies in one or more quadrants

One or more of the following:

Proliferative DR - Neovascularization

- Vitreous or preretinal hemorrhage

Severe nonproliferative DR

Table 1. International clinical DR disease severity scale

Retinal damage in diabetes is mainly due to leakage of retinal blood vessels and inadequate
retinal perfusion (Aiello et al., 1998; D'Amico, 1994; Williams and Pickup, 2004). It has been
suggested that one of the initial alterations in the retinal hemodynamic is represented by
retinal vasodilatation and hyperperfusion, due to hypoxia and increased release of nitric
oxide (Joussen et al.,, 2004). This is followed by an impairment of the retinal vascular
autoregulation with increased tension in the epithelial wall and increased vascular
permeability, which, in turn, cause vascular leakage and aneurysm formation (Kohner et al.,
1995; Scherrer et al., 1994).
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Early structural abnormalities in the retinal microvasculature are characterised by
thickening of the basement membrane, loss of endothelial cells and pericytes and increased
capillary permeability (Kohner et al., 1995). An important characteristic of retinopathy is the
loss of pericytes from the retinal capillaries (D'Amico, 1994; Feng et al., 2007; Frank, 2004).
Pericytes are contractile cells which have an important role in the regulation of the capillary
blood flow and their loss has been associated with the development of retinal
microaneurysms (Feng et al.,, 2007, Kuwabara and Cogan, 1963). The loss of pericytes,
associated with that of capillary endothelial cells, contributes to the disruption of the
integrity of the blood-retinal barrier. Thickening of the capillary basement membrane and
deposition of extracellular matrix components are additional mechanisms contributing to
the alterations in the retinal blood flow (Feng et al., 2007).

Retinal leukostasis has been also associated with DR and, in particular, with capillary
occlusion and the consequent appearance of retinal areas of non perfusion (Aiello et al.,
1998; D'Amico, 1994; Williams and Pickup, 2004). These alterations contribute, in turn, to
retinal ischemia, which is a potent stimulus for vascular neoformation (Miyamoto and
Ogura, 1999).

2.2.2 Epidemiology of retinopathy

DR is the leading cause of blindness in people of working age in Western countries (Ciulla et
al., 2003). The prevalence of DR increases with age and its was approximately 17.7 per 100
people with diabetes in the year 2005 (Deshpande et al., 2008). DR can be diagnosed already
after 5 years from the onset of diabetes, and almost all patients will show variable degrees of
DR after 20 years diabetes duration.

Recent data from the Wisconsin Epidemiologic Study of DR have shown that the 25-year
cumulative incidence of visual impairment in adults with type 1 diabetes was 13% and that
of severe visual impairment was 3%. Patients with onset of diabetes during more recent
years have a lower prevalence of visual impairment when compared with those diagnosed
in the past, independently of duration of diabetes (Klein et al., 2010). This is in agreement
with some other recent studies reporting a declining incidence of retinopathy and other
microvascular complications (Nathan et al., 2009; Nordwall et al., 2004).

2.2.3 Early manifestations of retinopathy in youth with type 1 diabetes

Early stages of DR can be detected in young people with type 1 diabetes, as shown by a
population based study from Australia, where early background retinopathy was detected
in 24% of the study population after 6-year diabetes duration (Donaghue et al., 2005).
Similarly, in a Swedish study retinopathy was detected in 27% of young patients after 13
years of duration (Nordwall et al., 2006). Children with type 1 diabetes under the age of 10
years are at minimal risk of DR, but the prevalence rate increases after 5 years from
diagnosis in post-pubertal patients (Klein et al.,, 1984). In an incident cohort, early
retinopathy was detected in 12% of prepubertal children compared to 29% of adolescents,
after 6 year type 1 diabetes duration (Donaghue et al., 2005). Interestingly, adolescents with
type 1 diabetes have a higher risk of progression to sight-threatening DR when compared to
adults and the progression may be particularly rapid when glycemic control is poor
(Maguire et al., 2005). As for DN, cases of regression have also been reported for DR
(Maguire et al., 2005).
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2.3 Diabetic neuropathy

Diabetic neuropathy is the most common neuropathy in industrialized countries, and it is
associated with a wide range of clinical manifestations (Tesfaye et al.,, 2010). Diabetic
neuropathy is defined as a clinical or subclinical disorder, without any additional causes other
than diabetes, and can be either somatic or autonomic (Boulton et al., 2005). Early diagnosis
and treatment of diabetic neuropathy are important given that peripheral neuropathy is
associated with a high risk of feet injury in patients with type 1 diabetes (Boulton et al., 2005).
In addition, diabetic autonomic neuropathy can lead to a significantly increased morbidity and
mortality, mainly when involves the cardiovascular system (Boulton et al., 2005).

2.3.1 Classification and epidemiological data of diabetic neuropathy

Chronic distal symmetric polyneuropathy (DPN) is the most common form of diabetic
neuropathy and affects 30-50% of patients with type 1 diabetes and can be asymptomatic in
up to 50% of them (Tesfaye et al., 2010). DPN implies symmetric damage of peripheral small
sensory and large motor nerve fibres. It generally starts from the most distal end of the feet
and then extend proximally over time and can lead to foot ulceration and amputation of
lower limbs (Boulton et al., 2005). Dysfunction of peripheral small nerve fibres is
characterised by parasthesiae, burning, and deep aching pain. If larger nerve fibres are
affected, vibration, light touch and joint position senses are impaired, and tendon reflexes
are absent (Boulton et al., 2005). Less common forms of diabetic somatic neuropathy include
focal or multifocal neuropathies, which are characterized by entrapment of a peripheral
nerve commonly the median, ulnar or peroneal nerve (Boulton et al., 2005).

Diabetic autonomic neuropathy is a disorder of the autonomic nervous system in the context
of diabetes and can affect the cardiovascular, gastrointestinal, urogenital systems and the
sudomotor function (Tesfaye et al., 2010). Autonomic neuropathy can be observed in around
20% of asymptomatic patients with diabetes (Tesfaye et al., 2010). Clinical symptoms of
autonomic neuropathy do not generally occur until long after the onset of diabetes. Subclinical
autonomic dysfunction can, however, occur within two years of diagnosis in patients with type
1 diabetes (Boulton et al., 2005). Dysautonomic features may reflect the involvement of
different systems and manifest as postural hypotension and orthostatic lightheadedness,
gastroparesis, gastric fullness, early satiety, sexual dysfunction, bladder dysfunction, gustatory
sweating or anhidrosis and pupillomotor dysfunction (Boulton et al., 2005).

Autonomic neuropathy
Peripheral neuropathies - Cardiovascular: Postural hypotension,
Generalized symmetric polyneuropathies resting tachicardia, exercise intolerance
- Acute sensory - Genitourinary: Bladder dysfunction,
- Chronic sensorimotor Erectile dysfunction
- Autonomic - Gastrointestinal: Gastric paresis,
Focal and multifocal neuropathies constipation/diarrhea, fecal
- Cranial inconinence
- Truncal - Sudomotor: Gustatory sweating,
- Focal limb Anhidrosis, Heat intolerance, Dry skin
- Proximal motor - Metabolic: hypoglycemia unawareness
- Pupillomotor dysfunction

Table 2. Neuropathies in diabetes
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Diabetic neuropathy is characterized by a reduction in the number of fibers, degeneration of
the myelin sheath as well as changes affecting the endoneurial connective tissue, vessels and
perineurium (Greene et al., 1992). The process of nerve demyelination may progress to
Wallerian degeneration, in which the nerve axon is also injured and the distal part of the
axon dies (Greene et al., 1992).

2.3.2 Early signs of diabetic neuropathy in youth with type 1 diabetes

In the most comprehensive epidemiological studies involving both adult and pediatric
patients, DPN was detected in 9 to 58% of the study populations (Boulton et al., 2005). Data on
autonomic neuropathy indicate a prevalence ranging from 14% to 75%, with a high number of
youth with type 1 diabetes presenting suclinical signs of autonomic dysfunction, even after a
short duration of T1D. This variability across different studies is mainly related to differences
in the characteristics of the study cohorts as well as to the use of different testing modalities
and different criteria and cut off values (Trotta et al., 2004; Verrotti et al., 2009).

3. Macrovascular complications of type 1 diabetes

Patients with type 1 diabetes have an increased risk of developing cardiovascular disease
(CVD) relative to the nondiabetic population, and premature atherosclerosis represents the
main cause of morbidity and mortality in type 1 diabetes populations (Laing et al., 2003).
There is extensive evidence in support of the concept that atherosclerosis begins early in life
(Ross, 1993) and therefore identification of CVD risk factors and preventive strategies
should be started during childhood and adolescence (Dahl-Jorgensen et al., 2005). Children
and adolescents with type 1 diabetes represent a high risk population with regards to CVD,
given that cardiovascular risk factors are common among them (Dahl-Jorgensen et al., 2005;
Margeirsdottir et al., 2008; van Vliet et al.) and they can contribute to their poor long-term
prognosis (Skrivarhaug et al., 2006). A recent study has shown that as many as 86% of youth
with type 1 diabetes has at least one, 45% at least two and 15% at least three CVD risk
factors, including high HbAlc, high blood pressure, dyslipidemia, smoking and family
history of CVD events (Margeirsdottir et al., 2008). These data are alarming given that it is
well known that CVD risk factors can persist or track over time (Berenson, 2002) and
therefore contribute to the overall burden associated with type 1 diabetes.

3.1 Early signs of macrovascular disease in youth with type 1 diabetes

The early stages of the atherosclerotic process are silent, but autopsy studies have detected
early structural alterations in the arteries of youth, where they have been associated with the
same risk factors than in adults (Berenson et al., 1998). The earliest recognizable pathologic
intimal lesions are the fatty streaks, which make their appearance in the aorta of children
even before 3 years of age (McGill et al., 2000; Williams et al., 2002). Fatty streaks represent
an early manifestation of lipid accumulation in the vessel wall and they have been
associated with increased cholesterol levels as well as with hyperglycemia (McGill et al.,
2000).

Technology progresses over the last years have made possible to look for early surrogate
markers of atherosclerotic vascular disease. These markers are represented by structural
alterations such as increased intima-media thickness as well as functional changes
represented by decreased flow-mediated dilatation and increased arterial stiffness, as
detected by pulse wave velocity (Dahl-Jorgensen et al., 2005).
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Several studies have consistently shown that children and adolescents with type 1 diabetes
present signs of endothelial dysfunction, as measured by flow-mediated dilation in the
brachial artery (Jarvisalo et al., 2004; Singh et al., 2003). In addition, increased aortic and
carotid intima-media thickness has been reported in children with type 1 diabetes (Harrington
et al.,, 2010; Jarvisalo et al., 2001). Besides, markers of inflammation and oxidative stress are
significantly increased in youth with type 1 diabetes when compared with age-matched
controls and they can mediate vascular damage (Snell-Bergeon et al., 2010).

Progression of CVD in youth with type 1 diabetes can be more aggressive than in adults
with diabetes, therefore highlighting the importance of early preventive strategies (Dahl-
Jorgensen et al., 2005).

Early manifestations of CVD in youth with type 1 diabetes
Increased inflammatory markers

Increased oxidative stress

Increased intima-media thickness

Decreased flow-mediated dilatation

Increased pulse wave velocity

Table 3. Early manifestations of CVD in youth with type 1 diabetes

4. Pathogenesis of micro- and macrovascular complications

Vascular complications in the context of diabetes are the result of an interplay between
hemodynamic and metabolic factors and the consequent activation of common intermediate
pathways, associated with increased synthesis and release of growth factors, cytokines,
chemokines and oxidant species, which are all final mediators of vascular damage (Cooper,
2001).

A strong association exists between the presence of micro- and macrovascular complications in
people with type 1 diabetes (Girach and Vignati, 2006). In particular, it is well known that DN
is a key risk factor for cardiovascular complications and many patients with renal impairment
die of CVD-related causes even before developing ESRD (Groop et al., 2009). In addition, there
is growing evidence suggesting that increases in albumin excretion, even within the normal
range, in the general population as well as in people with type 1 diabetes, represents a
determinant of CVD (Klausen et al., 2004). The link between micro- and macrovascular disease
could be represented by endothelial dysfunction, as an underlining feature of both processes,
as well as by a certain degree of inflammation, which has been associated to the presence of
both micro- and macrovascular complications (Schalkwijk and Stehouwer, 2005).

4.1 Glycemic control

Chronic hyperglycemia is known to activate several deleterious pathways implicated in the
damage of vessels: protein glycation, increased glucose flux through alternative polyol and
hexosamine pathways, increased oxidative stress, which then stimulate secondary
intracellular signaling pathways leading to production of growth factors, cytokines and
inflammatory factors (Brownlee, 2001).

Several epidemiological studies have shown a direct and strong association between long-
term glycemic control, as expressed by HbAlc levels, and the risk of developing
nephropathy, retinopathy and neuropathy (Amin et al., 2008; Danne et al., 1998; Gallego et
al., 2008; Nordwall et al., 2009). In addition, HbAlc has been shown to be a key determinant
also of early signs of atherosclerosis (McGill et al., 1995).
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Fig. 2. Risk factors for the development of vascular complications in adolescents with type 1
diabetes

The Diabetes Control and Complications Trial (DCCT) and the Epidemiology of Diabetes
Interventions and Complications (EDIC) studies have clearly shown the beneficial effect of
strict glycemic control in reducing the risk of microvascular and macrovascular complications
in subjects with type 1 diabetes (1993; 2003). In the adolescent cohort of the DCCT, a positive
effect of improved glycemic control on complication risk was obtained. Intensive insulin
therapy reduced the risk for the development and progression of DR by 76% and 54%; the
occurrence of microalbuminuria and proteinuria by 39% and 54% and that of clinical
neuropathy by 60% when compared to the conventional treated group (1994). Data from the
DCCT/EDIC study also showed that intensive insulin therapy reduced the risk for any
cardiovascular disease by 42% and of nonfatal myocardial infarction, stroke or death from
CVD cause by 57% (Nathan et al., 2005). The beneficial effect of intensive insulin treatment in
patients with childhood-onset type 1 diabetes also emerged from the Oslo study, where long-
term glycemic control predicted coronary atherosclerosis (Larsen et al., 2002).

In addition, the EDIC study raised the important concept of ‘metabolic memory’; in other
words although after the end of the DCCT HbAlc levels became comparable between the
intensively and conventionally treated groups, patients belonging to the first group still kept
an advantage from prior better HbAlc levels (2003). Therefore, the EDIC data highlighted
the need of implementing intensive management as soon as type 1 diabetes is diagnosed.
This was further supported by recent data related to DR, showing that, although at year 10
of the EDIC there was still a decrease in DR progression risk in the intensively treated adult
group, in the adolescent cohort retinopathy progression at year 10 of the EDIC did not differ
between the previous DCCT intensively and conventionally treated groups, thus indicating
loss of the metabolic memory (White et al., 2010). Interestingly, 79% of the difference in the
metabolic effect between adults and adolescents after 10 years from the end of the DCCT
was due to the difference in mean HbAlc levels during the DCCT between the two cohorts.
This 1% difference, which did not seem to play a major role during the DCCT and early
EDIC years with regards to the outcomes, seems to be a major player in the long run (White
et al., 2010).
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4.2 Blood pressure and plasma lipids

Elevated blood pressure and alterations in its circadian rhythm are common findings in
people with type 1 diabetes and have been associated with the risk of developing vascular
complications (Gallego et al., 2008; Marcovecchio et al., 2009b; Tesfaye et al., 1996). Increases
in blood pressure have been found to precede or occur concomitant with the appearance of
microalbuminuria in adolescents with type 1 diabetes (Marcovecchio et al., 2009b; Schultz et
al., 2001). Similarly, higher than normal systolic and diastolic blood pressure independently
contribute to the development of DR (Gallego et al., 2008). Blood pressure has been also
associated with early markers of atherosclerosis (Dahl-Jorgensen et al., 2005).

Lipid abnormalities have also been linked to the development and progression of micro-
and macrovascular complications in adolescents with diabetes (Dahl-Jorgensen et al., 2005;
Kordonouri et al., 1996; Marcovecchio et al., 2009a).

4.3 Duration and age at onset of type 1 diabetes

Duration of diabetes is another major determinant of complication risk. Although vascular
complications rarely appear before puberty, prepubertal duration of diabetes is an
important determinant for their development (Coonrod et al., 1993; Orchard et al., 1990).
Patients with type 1 diabetes from early childhood and especially those diagnosed under
five years of age seem to have slightly delayed onset of persistent microalbuminuria during
the first 10 to 15 years duration compared with patients diagnosed later in childhood or
during puberty. However, this initial protective effect of a younger age at diagnosis
disappears over time (Amin et al.,, 2008; Donaghue et al., 2003). After 15 years of diabetes
duration the risk of developing microalbuminuria is similar between subjects diagnosed
with diabetes before 5 years of age when compared with those diagnosed between 5-11
years of age or after the age of 11 years, suggesting that age at the onset of diabetes does not
influence the overall risk for microalbuminuria (Amin et al., 2008). A recent study has
highlighted that also for DR, although patients diagnosed at a young age have a longer time
free of proliferative retinopathy, this advantage then gradually disappears and youth
diagnosed before the age of 15 years have a higher risk of proliferative retinopathy when
compared with those diagnosed when aged 15-40 years (Hietala et al., 2010).

4.4 Puberty

Puberty is an important factor implicated in the development and progression of vascular
complications. Poor glycemic control is a common finding among adolescents with type 1
diabetes (1994; Holl et al., 2003). In addition, puberty is associated with a decrease in insulin
sensitivity, and adolescents with type 1 diabetes are more insulin resistant when compared
with healthy controls (Dunger, 1992). Rapid growth, hormonal and metabolic changes
characterise this period of life and can influence complications risk (Dunger, 1992).

4.5 Gender

A gender dimorphism has been reported for vascular complications. In particular, during
adolescence the risk for microalbuminuria is higher in female than in male subjects with
comparable glycemic control (Amin et al., 2008; Jones et al., 1998), whereas among adults
with type 1 diabetes the risk is higher for males (Hovind et al., 2004). These differences have
been related to variations in the hormonal milieu and to a higher degree of insulin resistance
in girls (Schultz et al., 1999a).
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4.6 Other factors

Genetic factors represent another important contributing factor for the development of
vascular complications, as suggested by their familial clustering, and by the observation that
only a subset of patients with poor glycemic control develop severe long-term complications
(1997). Family history of cardiovascular risk factors is associated with increased risk of
microvascular complications in the offspring (Monti et al., 2007; Seaquist et al., 1989).

A high body mass index (BMI) represents another potential risk factor for microvascular
complications in youth with type 1 diabetes (Stone et al., 2006). In addition, obesity is a well-
known risk factor for cardiovascular disease (Dahl-Jorgensen et al., 2005).

Environmental factors, including diet and lifestyle, can also contribute to the risk of
developing vascular complications. Smoking in people with type 1 diabetes has been
associated with an increased risk of developing vascular complications (Chase et al., 1991;
Mohamed et al., 2007).

5. Management of microvascular and macrovascular complications

5.1 Screening

Diabetic microvascular and macrovascular complications are often asymptomatic during
their early stages, and once symptoms develop, they may be difficult to reverse. Therefore,
longitudinal repeated screening for vascular complications initiated during early
adolescence is currently recommended

The American Diabetes Association (ADA) recommends to start screening in patients with
type 1 diabetes aged 10 years or older after a disease duration of 3-5 years, with yearly
follow-up (Silverstein et al., 2005). The International Society for Pediatric and Adolescent
Diabetes (ISPAD) recommends screening from the age of 11 years in those with 2 year
diabetes duration and from 9 years in those with a 5 year duration for both nephropathy
and retinopathy (Donaghue et al., 2007). Measurement of urinary albumin excretion is the
basis for early detection of microalbuminuria and can be achieved with: 1) 24-hour urine
collection; 2) overnight timed urine collections; 3) albumin-creatinine ratio (ACR) or
albumin concentration on a early morning spot urinary sample (Donaghue et al., 2007). 24-
hour or timed urine collections are often difficult to collect in children and adolescents.
Assessing ACR in early morning urines is the easiest method to carry out in an office setting
and it generally provides accurate information (Donaghue et al., 2007).

With regards to DR, several techniques can be used, including direct and indirect
ophthalmoscopy, stereoscopic digital and color film based fundus photography, mydriatic
or nonmydriatic digital color or monochromatic single-field photography. The best
technique to identify and grade retinopathy is represented by retinal photography, through
dilated pupils, but dilated indirect ophtalmoscopy associated with biomicroscopy is an
acceptable alternative (Ciulla et al., 2003).

In contrast to well-established criteria for when starting screening for DN and DR, it is unclear
when to commence screening for neuropathy. History and physical examination are generally
the recommended methods of screening (Donaghue et al., 2007). Clinical examination,
including history of pain, paresthesia, numbness and physical examination of ankle reflexes
and vibration and light touch sensation, is a fundamental part of screening, although not being
as sensitive or specific as nerve conduction studies (Donaghue et al., 2007). Autonomic
neuropathy can be assessed with specific autonomic nerve tests, such as heart rate response to
deep breathing, standing from a lying position, Valsalva maneuver, heart rate variations at
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rest, QT interval, postural changes in BP and pupil responses to light and dark adaptation
(Donaghue et al., 2007). These tests need to be carefully standardized and therefore they are
largely used as screening methods for complications at a population level.

Additional screening concerns risk factors for CVD, such as dyslipidemia and hypertension.
Blood lipids should be checked soon after diagnosis and if normal then repeated after 5
years (Donaghue et al., 2007). Office blood pressure should be assessed annually and in case
of abnormal values, hypertension needs to be confirmed by ambulatory blood pressure
monitoring.

When to start
e Microvascular complications: at age 11 with 2 year duration of
type 1 diabetes or from age 9 with 5 year duration (for
nephropathy and retinopathy; unclear for neuropathy)
e Macrovascular complications: after 12 years
Screening Method:
1) Diabetic nephropathy
e Annual albumin-creatinine ratio in a spot urine sample or first
morning albumin concentration
2) Diabetic retinopathy
e Annual dilated fundus ophthalmoscopy or fundal photography
3) Diabetic neuropathy
e History and physical examination
e Nerve conduction and autonomic tests
4) Macrovascular disease
e Annual assessments of blood pressure
e Assessment of lipid levels every 5 years

Table 4. Screening for micro- and macrovascular complications in youth with type 1 diabetes

5.2 Interventions

Improving glycemic control is the cornerstone of treatment strategies aiming at reducing the
development and progression of microvascular and macrovascular complications. The
DCCT and EDIC study clearly showed the importance of a strict glycemic control both in
adults and in adolescents with type 1 diabetes (1994). The importance of keeping HbAlc
within targets has also been highlighted by other studies, but similarly to the DCCT,
subsequent studies have confirmed the difficulties encountered when dealing with young
people with type 1 diabetes (Holl et al., 2003; Petitti et al., 2009). Tight glycemic control in
the DCCT and subsequent studies was associated with a higher risk of complications, such
as hypoglycemia and weight gain (1994). In addition, poor compliance is an important issue
to be taken into account in adolescents with type 1 diabetes. Furthermore, other factors
besides insulin therapy are relevant for metabolic control, such as dietary habits, education,
family interactions, cultural and psychological aspects (Holl et al., 2003), and therefore they
need to be taken into account in order to define a successful treatment plan.

Treatment with angiotensin converting enzyme inhibitors (ACEIs) is recommended when
hypertension is confirmed (Donaghue et al., 2007). ACEIs are treatment of choice in adults
with microalbuminuria, based on evidence that their use decrease the rate of progression
and even increase rates of regression of microalbuminuria (Lewis et al., 1993). A beneficial
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effect of anti-hypertensive treatment, and in particular of treatment with ACEIs, has also
been demonstrated for DR (Chaturvedi et al., 1998). The EURODIAB Controlled Trial of
Lisinopril in type 1 diabetes showed a significant effect of lisinopril in reducing by around
50% the progression of retinopathy in normotensive and normo- or microalbuminuric
patients (Chaturvedi et al., 1998). However, there is no universal recommendation for the
use of ACEIs in children and adolescents with microalbuminuria. The ADA recommends to
start treatment with ACEIs in presence of persistent microalbuminuria (Silverstein et al.,
2005). Similarly, the recent ISPAD guidelines suggest to use ACEIs or angiotensin receptor
blockers in presence of persistent microalbuminuria, in order to prevent progression to
proteinuria (Donaghue et al., 2007), even though the lack of evidence in this context is
acknowledged.

Dyslipidemia should be managed firstly with improvements in glycemic control and dietary
changes and, in case of persistence of high cholesterol levels, treatment with statins should
be considered, although there is no enough evidence of their use in children apart from
those with familial hypercholesterolemia (Donaghue et al., 2007). However, in adults statins
have been shown to be effective in the primary and secondary prevention of major
cardiovascular events (2002).

Adolescents with type 1 diabetes need to be persuaded to avoid smoking. In addition, it is of
paramount importance also to avoid increases in BMI, given that adiposity is a well known
risk factor for cardiovascular complications, and in some studies it has also been associated
with microvascular complications of type 1 diabetes (Donaghue et al., 2007).

Targets to reduce diabetic vascular complications

e HbAlc: £7.5% (without severe hypoglycemia)

e LDL cholesterol: <2.6mmol/1

e HDL cholesterol: >1.1mmol/1

e Triglycerides: <1.7mmol/1

e Blood pressure: <90th percentile for age, sex and height
e  BMI <95th centile

e Avoid smoking

e  Physical activity: moderate: >1hr/day

e Sedentary activities: <2hr/day

e  Healthy diet

Table 5. Recommendations to reduce diabetic vascular complications (ISPAD guideline
2006-2007)

New potential therapeutic possibilities for the treatment of vascular complications are
emerging and they include drugs targeting specific pathways implicated in their
pathogenesis. These include inhibitors of aldose reductase, inhibitors of protein kinase C,
antagonists of advanced glycation end-products, glycosaminoglycans, inhibitors of growth
factors and anti-oxidants (Soro-Paavonen and Forbes, 2006). Up to now, there are no
definitive data to recommend the use of these new potential therapies but the overall
objective of targeting specific metabolic and hemodynamic pathways implicated in the
pathogenesis of diabetic vascular complications could lead to validation of these classes of
drugs and discovery of novel pharmaceuticals.

www.intechopen.com



Microvascular and Macrovascular
Complications in Children and Adolescents with Type 1 Diabetes 209

6. Conclusions

The risk for micro- and macrovascular complications is high in young patients with
childhood-onset type 1 diabetes and their development negatively influence their long-term
prognosis.

Early identification of risk factors and prevention of diabetes complications are of
paramount importance in children and adolescents. Diabetic vascular complications are
often asymptomatic during their early stages, and once symptoms develop, it can be
difficult to reverse them. Therefore, screening for vascular complications started during
early adolescence, as currently recommended, is essential. Identification of risk factors and
subclinical signs of complications is of paramount importance for the early implementation
of preventive and therapeutic strategies, which could change the course of vascular
complications and improve the prognosis of youth with diabetes. Efforts should be made for
optimizing glycemic control, to keep blood pressure and lipid levels within target levels, to
avoid smoking, promote exercise and a healthy diet. Future studies are required to test the
efficacy and safety of new therapies, which could target specific metabolic or hemodynamic
pathways implicated in the pathogenesis of diabetic complications.

Further advances in genomics, proteomics and in other ‘omics” and the integration of the
findings of these different sciences will hopefully allow a better understanding of the
pathogenesis of diabetic vascular complications in the near future and will potentially lead
to a personalized medicine for young patients with diabetes

7. References

(1993). The effect of intensive treatment of diabetes on the development and progression of
long-term complications in insulin-dependent diabetes mellitus. The Diabetes
Control and Complications Trial Research Group. N Engl ] Med 329, 977-986.

(1994). Effect of intensive diabetes treatment on the development and progression of long-
term complications in adolescents with insulin-dependent diabetes mellitus:
Diabetes Control and Complications Trial. Diabetes Control and Complications
Trial Research Group. ] Pediatr 125, 177-188.

(1997). Clustering of long-term complications in families with diabetes in the diabetes
control and complications trial. The Diabetes Control and Complications Trial
Research Group. Diabetes 46, 1829-18309.

(2002). MRC/BHF Heart Protection Study of cholesterol lowering with simvastatin in 20,536
high-risk individuals: a randomised placebo-controlled trial. Lancet 360, 7-22.

(2003). Sustained effect of intensive treatment of type 1 diabetes mellitus on development
and progression of diabetic nephropathy: the Epidemiology of Diabetes
Interventions and Complications (EDIC) study. Jama 290, 2159-2167.

Aiello, L.P., Gardner, T.W.,, King, G.L., Blankenship, G., Cavallerano, J.D., Ferris, F.L., 3rd,
and Klein, R. (1998). Diabetic retinopathy. Diabetes Care 21, 143-156.

Amin, R., Turner, C., van Aken, S., Bahu, T.K., Watts, A., Lindsell, D.R., Dalton, R.N., and
Dunger, D.B. (2005). The relationship between microalbuminuria and glomerular
filtration rate in young type 1 diabetic subjects: The Oxford Regional Prospective
Study. Kidney Int 68, 1740-1749.

www.intechopen.com



210 Type 1 Diabetes Complications

Amin, R.,, Widmer, B., Dalton, R.N., and Dunger, D.B. (2009). Unchanged incidence of
microalbuminuria in children with type 1 diabetes since 1986: a UK based inception
cohort. Arch Dis Child 94, 258-262.

Amin, R., Widmer, B., Prevost, A.T., Schwarze, P., Cooper, J., Edge, J., Marcovecchio, L.,
Neil, A., Dalton, R.N., and Dunger, D.B. (2008). Risk of microalbuminuria and
progression to macroalbuminuria in a cohort with childhood onset type 1 diabetes:
prospective observational study. Bmj 336, 697-701.

Asao, K., Sarti, C., Forsen, T., Hyttinen, V., Nishimura, R., Matsushima, M., Reunanen, A.,
Tuomilehto, J., and Tajima, N. (2003). Long-term mortality in nationwide cohorts of
childhood-onset type 1 diabetes in Japan and Finland. Diabetes care 26, 2037-2042.

Berenson, G.S. (2002). Childhood risk factors predict adult risk associated with subclinical
cardiovascular disease. The Bogalusa Heart Study. The American journal of
cardiology 90, 3L-7L.

Berenson, G.S., Srinivasan, S.R., Bao, W., Newman, W.P., 3rd, Tracy, R.E., and Wattigney,
W.A. (1998). Association between multiple cardiovascular risk factors and
atherosclerosis in children and young adults. The Bogalusa Heart Study. N Engl |
Med 338, 1650-1656.

Bojestig, M., Arnqvist, H.]., Karlberg, B.E., and Ludvigsson, J. (1996). Glycemic control and
prognosis in type I diabetic patients with microalbuminuria. Diabetes Care 19, 313-
317.

Boulton, AlJ., Vinik, A.l.,, Arezzo, ]J.C., Bril, V., Feldman, E.L., Freeman, R., Malik, R.A.,
Maser, R.E., Sosenko, J.M., and Ziegler, D. (2005). Diabetic neuropathies: a
statement by the American Diabetes Association. Diabetes care 28, 956-962.

Brownlee, M. (2001). Biochemistry and molecular cell biology of diabetic complications.
Nature 414, 813-820.

Chase, H.P., Garg, S.K., Marshall, G., Berg, C.L., Harris, S., Jackson, W.E., and Hamman, R.E.
(1991). Cigarette smoking increases the risk of albuminuria among subjects with
type I diabetes. JAMA 265, 614-617.

Chaturvedi, N., Sjolie, A.K., Stephenson, J.M., Abrahamian, H., Keipes, M., Castellarin, A.,
Rogulja-Pepeonik, Z., and Fuller, J.H. (1998). Effect of lisinopril on progression of
retinopathy in normotensive people with type 1 diabetes. The EUCLID Study
Group. EURODIAB Controlled Trial of Lisinopril in Insulin-Dependent Diabetes
Mellitus. Lancet 351, 28-31.

Ciulla, T.A.,, Amador, A.G., and Zinman, B. (2003). Diabetic retinopathy and diabetic
macular edema: pathophysiology, screening, and novel therapies. Diabetes Care 26,
2653-2664.

Cook, J.J.,, and Daneman, D. (1990). Microalbuminuria in adolescents with insulin-
dependent diabetes mellitus. Am J Dis Child 144, 234-237.

Coonrod, B.A., Ellis, D., Becker, D.J., Bunker, C.H., Kelsey, S.F., Lloyd, C.E., Drash, A.L,,
Kuller, L.H., and Orchard, T.J. (1993). Predictors of microalbuminuria in
individuals with IDDM. Pittsburgh Epidemiology of Diabetes Complications
Study. Diabetes Care 16, 1376-1383.

Cooper, MLE. (2001). Interaction of metabolic and haemodynamic factors in mediating
experimental diabetic nephropathy. Diabetologia 44, 1957-1972.

www.intechopen.com



Microvascular and Macrovascular
Complications in Children and Adolescents with Type 1 Diabetes 211

Craig, M.E., Hattersley, A., and Donaghue, K.C. (2009). Definition, epidemiology and
classification of diabetes in children and adolescents. Pediatr Diabetes 10 Suppl 12,
3-12.

D'Amico, D.J. (1994). Diseases of the retina. N Engl ] Med 331, 95-106.

Dahl-Jorgensen, K., Larsen, ].R., and Hanssen, K.F. (2005). Atherosclerosis in childhood and
adolescent type 1 diabetes: early disease, early treatment? Diabetologia 48, 1445-
1453.

Dahlquist, G., and Rudberg, S. (1987). The prevalence of microalbuminuria in diabetic
children and adolescents and its relation to puberty. Acta Paediatr Scand 76, 795-
800.

Danne, T., Kordonouri, O., Enders, 1., Hovener, G., and Weber, B. (1998). Factors modifying
the effect of hyperglycemia on the development of retinopathy in adolescents with
diabetes. Results of the Berlin Retinopathy Study. Hormone research 50 Suppl 1, 28-
32.

de Boer, I.H., Rue, T.C., Cleary, P.A., Lachin, ].M., Molitch, M.E., Steffes, M.\W., Sun, W.,
Zinman, B., and Brunzell, ].D. (2011). Long-term Renal Outcomes of Patients With
Type 1 Diabetes Mellitus and Microalbuminuria: An Analysis of the Diabetes
Control and Complications Trial/Epidemiology of Diabetes Interventions and
Complications Cohort. Arch Intern Med 171, 412-420.

Deshpande, A.D., Harris-Hayes, M., and Schootman, M. (2008). Epidemiology of diabetes
and diabetes-related complications. Phys Ther 88, 1254-1264.

Donaghue, K.C., Chiarelli, F., Trotta, D., Allgrove, J., and Dahl-Jorgensen, K. (2007). ISPAD
clinical practice consensus guidelines 2006-2007. Microvascular and macrovascular
complications. Pediatr Diabetes 8, 163-170.

Donaghue, K.C., Craig, M.E., Chan, A K., Fairchild, ].M., Cusumano, J.M., Verge, C.F.,
Crock, P.A., Hing, S.J., Howard, N.J., and Silink, M. (2005). Prevalence of diabetes
complications 6 years after diagnosis in an incident cohort of childhood diabetes.
Diabet Med 22, 711-718.

Donaghue, K.C,, Fairchild, ].M., Craig, M.E., Chan, A.K,, Hing, S., Cutler, L.R., Howard, N.J.,
and Silink, M. (2003). Do all prepubertal years of diabetes duration contribute
equally to diabetes complications? Diabetes care 26, 1224-1229.

Dunger, D.B. (1992). Diabetes in puberty. Arch Dis Child 67, 569-570.

Feng, Y., vom Hagen, F., Lin, J., and Hammes, H.P. (2007). Incipient diabetic retinopathy--
insights from an experimental model. Ophthalmologica 221, 269-274.

Fioretto, P., and Mauer, M. (2007). Histopathology of diabetic nephropathy. Semin Nephrol
27,195-207.

Fioretto, P., Steffes, M.W., and Mauer, M. (1994). Glomerular structure in nonproteinuric
IDDM patients with various levels of albuminuria. Diabetes 43, 1358-1364.

Frank, R.N. (2004). Diabetic retinopathy. N Engl ] Med 350, 48-58.

Gallego, P.H., Craig, M.E., Hing, S., and Donaghue, K.C. (2008). Role of blood pressure in
development of early retinopathy in adolescents with type 1 diabetes: prospective
cohort study. BM] (Clinical research ed 337, a918.

Girach, A., and Vignati, L. (2006). Diabetic microvascular complications--can the presence of
one predict the development of another? ] Diabetes Complications 20, 228-237.

www.intechopen.com



212 Type 1 Diabetes Complications

Gorman, D., Sochett, E., and Daneman, D. (1999). The natural history of microalbuminuria
in adolescents with type 1 diabetes. ] Pediatr 134, 333-337.

Greene, D.A., Sima, A.A., Stevens, M.]., Feldman, E.L., and Lattimer, S.A. (1992).
Complications: neuropathy, pathogenetic considerations. Diabetes care 15, 1902-
1925.

Groop, P.H., Thomas, M.C., Moran, J.L., Waden, ]., Thorn, L.M., Makinen, V.P., Rosengard-
Barlund, M., Saraheimo, M., Hietala, K., Heikkila, O., and Forsblom, C. (2009). The
presence and severity of chronic kidney disease predicts all-cause mortality in type
1 diabetes. Diabetes 58, 1651-1658.

Harrington, J., Pena, A.S., Gent, R., Hirte, C., and Couper, J. 2010. Aortic intima media
thickness is an early marker of atherosclerosis in children with type 1 diabetes
mellitus. | Pediatr 156, 237-241.

Hietala, K., Harjutsalo, V., Forsblom, C., Summanen, P., and Groop, P.H. (2010). Age at
onset and the risk of proliferative retinopathy in type 1 diabetes. Diabetes care.

Holl, RW., Swift, P.G., Mortensen, H.B., Lynggaard, H., Hougaard, P., Aanstoot, H.].,
Chiarelli, F., Daneman, D., Danne, T., Dorchy, H., Garandeau, P., Greene, S., Hoey,
H.M., Kaprio, E.A., Kocova, M., Martul, P., Matsuura, N., Robertson, K.J., Schoenle,
E.J., Sovik, O., Tsou, RM., Vanelli, M., and Aman, ]. (2003). Insulin injection
regimens and metabolic control in an international survey of adolescents with type
1 diabetes over 3 years: results from the Hvidore study group. Eur ] Pediatr 162, 22-
29.

Hovind, P., Tarnow, L., Rossing, P., Jensen, B.R., Graae, M., Torp, L., Binder, C., and Parving,
HH. (2004). Predictors for the development of microalbuminuria and
macroalbuminuria in patients with type 1 diabetes: inception cohort study. Bmj
328, 1105.

Janner, M., Knill, S.E., Diem, P., Zuppinger, K.A., and Mullis, P.E. (1994). Persistent
microalbuminuria in adolescents with type I (insulin-dependent) diabetes mellitus
is associated to early rather than late puberty. Results of a prospective longitudinal
study. Eur ] Pediatr 153, 403-408.

Jarvisalo, M.J., Jartti, L., Nanto-Salonen, K., Irjala, K. Ronnemaa, T. Hartiala, J.J.,
Celermajer, D.S., and Raitakari, O.T. (2001). Increased aortic intima-media
thickness: a marker of preclinical atherosclerosis in high-risk children. Circulation
104, 2943-2947.

Jarvisalo, M.]., Raitakari, M., Toikka, J.O., Putto-Laurila, A., Rontu, R., Laine, S., Lehtimaki,
T., Ronnemaa, T., Viikari, J., and Raitakari, O.T. (2004). Endothelial dysfunction and
increased arterial intima-media thickness in children with type 1 diabetes.
Circulation 109, 1750-1755.

Joner, G., Brinchmann-Hansen, O., Torres, C.G., and Hanssen, K.F. (1992). A nationwide
cross-sectional study of retinopathy and microalbuminuria in young Norwegian
type 1 (insulin-dependent) diabetic patients. Diabetologia 35, 1049-1054.

Jones, C.A., Krolewski, A.S., Rogus, J., Xue, J.L., Collins, A., and Warram, J.H. (2005).
Epidemic of end-stage renal disease in people with diabetes in the United States
population: do we know the cause? Kidney Int 67, 1684-1691.

www.intechopen.com



Microvascular and Macrovascular
Complications in Children and Adolescents with Type 1 Diabetes 213

Jones, C.A., Leese, G.P., Kerr, S., Bestwick, K., Isherwood, D.I., Vora, J.P., Hughes, D.A., and
Smith, C. (1998). Development and progression of microalbuminuria in a clinic
sample of patients with insulin dependent diabetes mellitus. Arch Dis Child 78,
518-523.

Joussen, A.M., Poulaki, V., Le, M.L., Koizumi, K., Esser, C., Janicki, H., Schraermeyer, U.,
Kociok, N., Fauser, S., Kirchhof, B., Kern, T.S., and Adamis, A.P. (2004). A central
role for inflammation in the pathogenesis of diabetic retinopathy. FASEB ] 18, 1450-
1452.

Klausen, K., Borch-Johnsen, K., Feldt-Rasmussen, B., Jensen, G., Clausen, P., Scharling, H.,
Appleyard, M., and Jensen, ].S. (2004). Very low levels of microalbuminuria are
associated with increased risk of coronary heart disease and death independently
of renal function, hypertension, and diabetes. Circulation 110, 32-35.

Klein, R., Klein, B.E., Moss, S.E., Davis, M.D., and DeMets, D.L. (1984). The Wisconsin
epidemiologic study of diabetic retinopathy. II. Prevalence and risk of diabetic
retinopathy when age at diagnosis is less than 30 years. Arch Ophthalmol 102, 520-
526.

Klein, R., Lee, K.E., Gangnon, R.E., and Klein, B.E. (2010). The 25-year incidence of visual
impairment in type 1 diabetes mellitus the wisconsin epidemiologic study of
diabetic retinopathy. Ophthalmology 117, 63-70.

Kohner, EMM., Patel, V., and Rassam, S.M. (1995). Role of blood flow and impaired
autoregulation in the pathogenesis of diabetic retinopathy. Diabetes 44, 603-607.

Kordonouri, O., Danne, T., Hopfenmuller, W., Enders, 1., Hovener, G., and Weber, B. (1996).
Lipid profiles and blood pressure: are they risk factors for the development of early
background retinopathy and incipient nephropathy in children with insulin-
dependent diabetes mellitus? Acta Paediatr 85, 43-48.

Kriz, W., Gretz, N., and Lemley, K.V. (1998). Progression of glomerular diseases: is the
podocyte the culprit? Kidney Int 54, 687-697.

Kuwabara, T., and Cogan, D.G. (1963). Retinal vascular patterns. VI. Mural cells of the
retinal capillaries. Arch Ophthalmol 69, 492-502.

Laing, S.P., Swerdlow, A.],, Slater, S.D., Burden, A.C., Morris, A., Waugh, N.R., Gatling, W.,
Bingley, P.J., and Patterson, C.C. (2003). Mortality from heart disease in a cohort of
23,000 patients with insulin-treated diabetes. Diabetologia 46, 760-765.

Larsen, J., Brekke, M., Sandvik, L., Arnesen, H., Hanssen, K.F., and Dahl-Jorgensen, K.
(2002). Silent coronary atheromatosis in type 1 diabetic patients and its relation to
long-term glycemic control. Diabetes 51, 2637-2641.

Lawson, M.L., Sochett, E.B., Chait, P.G., Balfe, ].W., and Daneman, D. (1996). Effect of
puberty on markers of glomerular hypertrophy and hypertension in IDDM.
Diabetes 45, 51-55.

Lewis, E.J.,, Hunsicker, L.G., Bain, R.P., and Rohde, R.D. (1993). The effect of angiotensin-
converting-enzyme inhibition on diabetic nephropathy. The Collaborative Study
Group. N Engl ] Med 329, 1456-1462.

Magee, G.M., Bilous, R.W., Cardwell, C.R., Hunter, S.J., Kee, F., and Fogarty, D.G. (2009). Is
hyperfiltration associated with the future risk of developing diabetic nephropathy?
A meta-analysis. Diabetologia 52, 691-697.

www.intechopen.com



214 Type 1 Diabetes Complications

Maguire, A., Chan, A., Cusumano, J., Hing, S., Craig, M., Silink, M., Howard, N., and
Donaghue, K. (2005). The case for biennial retinopathy screening in children and
adolescents. Diabetes Care 28, 509-513.

Marcovecchio, M.L., Dalton, R.N., Prevost, A.T., Acerini, C.L., Barrett, T.G., Cooper, ].D.,
Edge, J., Neil, A., Shield, J., Widmer, B., Todd, J.A., and Dunger, D.B. (2009a).
Prevalence of abnormal lipid profiles and the relationship with the development of
microalbuminuria in adolescents with type 1 diabetes. Diabetes care 32, 658-663.

Marcovecchio, M.L., Dalton, R.N., Schwarze, C.P., Prevost, A.T., Neil, H.A., Acerini, C.L.,
Barrett, T., Cooper, ].D., Edge, J., Shield, J.,, Widmer, B., Todd, J.A., and Dunger,
D.B. (2009b). Ambulatory blood pressure measurements are related to albumin
excretion and are predictive for risk of microalbuminuria in young people with
type 1 diabetes. Diabetologia 52, 1173-1181.

Margeirsdottir, H.D., Larsen, J.R., Brunborg, C., Overby, N.C., and Dahl-Jorgensen, K.
(2008). High prevalence of cardiovascular risk factors in children and adolescents
with type 1 diabetes: a population-based study. Diabetologia 51, 554-561.

Marshall, SM., and Flyvbjerg, A. (2006). Prevention and early detection of vascular
complications of diabetes. BMJ (Clinical research ed 333, 475-480.

Mathiesen, E.R., Saurbrey, N., Hommel, E., and Parving, H.H. (1986). Prevalence of
microalbuminuria in children with type 1 (insulin-dependent) diabetes mellitus.
Diabetologia 29, 640-643.

Mauer, M., and Najafian, B. (2006). The structure of human diabetic nephropathy. In The
Diabetic Kidney. P. Cortes, and C.E. Mogensen, eds. (Humana Press), pp. 361-374.

McGill, H.C,, Jr., McMahan, C.A., Herderick, E.E., Malcom, G.T., Tracy, R.E., and Strong, ].P.
(2000). Origin of atherosclerosis in childhood and adolescence. Am ] Clin Nutr 72,
13075-1315S.

McGill, H.C,, Jr.,, McMahan, C.A., Malcom, G.T., Oalmann, M.C., and Strong, J.P. (1995).
Relation of glycohemoglobin and adiposity to atherosclerosis in youth.
Pathobiological Determinants of Atherosclerosis in Youth (PDAY) Research Group.
Arterioscler Thromb Vasc Biol 15, 431-440.

Miyamoto, K., and Ogura, Y. (1999). Pathogenetic potential of leukocytes in diabetic
retinopathy. Semin Ophthalmol 14, 233-239.

Mogensen, C.E. (1999). Microalbuminuria, blood pressure and diabetic renal disease: origin
and development of ideas. Diabetologia 42, 263-285.

Mogensen, C.E., and Christensen, C.K. (1984). Predicting diabetic nephropathy in insulin-
dependent patients. N Engl ] Med 311, 89-93.

Mohamed, Q., Gillies, M.C., and Wong, T.Y. (2007). Management of diabetic retinopathy: a
systematic review. JAMA 298, 902-916.

Mohsin, F., Craig, M.E., Cusumano, J., Chan, A K, Hing, S., Lee, ].W., Silink, M., Howard,
N.J., and Donaghue, K.C. (2005). Discordant trends in microvascular complications
in adolescents with type 1 diabetes from 1990 to 2002. Diabetes care 28, 1974-1980.

Monti, M.C., Lonsdale, ]J.T., Montomoli, C., Montross, R., Schlag, E., and Greenberg, D.A.
(2007). Familial risk factors for microvascular complications and differential male-
female risk in a large cohort of American families with type 1 diabetes. The Journal
of clinical endocrinology and metabolism 92, 4650-4655.

www.intechopen.com



Microvascular and Macrovascular
Complications in Children and Adolescents with Type 1 Diabetes 215

Moore, T.H., and Shield, J.P. (2000). Prevalence of abnormal urinary albumin excretion in
adolescents and children with insulin dependent diabetes: the MIDAC study.
Microalbinuria in Diabetic Adolescents and Children (MIDAC) research group.
Arch Dis Child 83, 239-243.

Nathan, D.M., Cleary, P.A., Backlund, J.Y., Genuth, S.M., Lachin, ].M., Orchard, T.J., Raskin,
P., and Zinman, B. (2005). Intensive diabetes treatment and cardiovascular disease
in patients with type 1 diabetes. N Engl ] Med 353, 2643-2653.

Nathan, D.M., Zinman, B., Cleary, P.A., Backlund, J.Y., Genuth, S., Miller, R., and Orchard,
T.J. (2009). Modern-day clinical course of type 1 diabetes mellitus after 30 years'
duration: the diabetes control and complications trial/epidemiology of diabetes
interventions and complications and pittsburgh epidemiology of diabetes
complications experience (1983-2005). Arch Intern Med 169, 1307-1316.

Nordwall, M., Arnqvist, H.J., Bojestig, M., and Ludvigsson, J. (2009). Good glycemic control
remains crucial in prevention of late diabetic complications--the Linkoping
Diabetes Complications Study. Pediatr Diabetes 10, 168-176.

Nordwall, M., Bojestig, M., Arnqvist, H.]., and Ludvigsson, J. (2004). Declining incidence of
severe retinopathy and persisting decrease of nephropathy in an unselected
population of Type 1 diabetes-the Linkoping Diabetes Complications Study.
Diabetologia 47, 1266-1272.

Nordwall, M., Hyllienmark, L., and Ludvigsson, J. (2006). Early diabetic complications in a
population of young patients with type 1 diabetes mellitus despite intensive
treatment. | Pediatr Endocrinol Metab 19, 45-54.

Norgaard, K., Storm, B., Graae, M., and Feldt-Rasmussen, B. (1989). Elevated albumin
excretion and retinal changes in children with type 1 diabetes are related to long-
term poor blood glucose control. Diabet Med 6, 325-328.

Olsen, B.S., Sjolie, A., Hougaard, P., Johannesen, ]J.,, Borch-Johnsen, K., Marinelli, K.,
Thorsteinsson, B., Pramming, S., and Mortensen, H.B. (2000). A 6-year nationwide
cohort study of glycaemic control in young people with type 1 diabetes. Risk
markers for the development of retinopathy, nephropathy and neuropathy. Danish
Study Group of Diabetes in Childhood. ] Diabetes Complications 14, 295-300.

Orchard, T.J., Dorman, ].S., Maser, R.E., Becker, D.]., Drash, A.L., Ellis, D., LaPorte, R.E., and
Kuller, L.H. (1990). Prevalence of complications in IDDM by sex and duration.
Pittsburgh Epidemiology of Diabetes Complications Study II. Diabetes 39, 1116-
1124.

Orchard, T.J., Secrest, A.M., Miller, R.G., and Costacou, T. (2010). In the absence of renal
disease, 20 year mortality risk in type 1 diabetes is comparable to that of the general
population: a report from the Pittsburgh Epidemiology of Diabetes Complications
Study. Diabetologia 53, 2312-2319.

Osterby, R. (1992). Glomerular structural changes in type 1 (insulin-dependent) diabetes
mellitus: causes, consequences, and prevention. Diabetologia 35, 803-812.

Parving, H.H., Oxenboll, B., Svendsen, P.A., Christiansen, ].S., and Andersen, A.R. (1982).
Early detection of patients at risk of developing diabetic nephropathy. A
longitudinal study of urinary albumin excretion. Acta Endocrinol (Copenh) 100,
550-555.

www.intechopen.com



216 Type 1 Diabetes Complications

Patterson, C.C., Dahlquist, G.G., Gyurus, E., Green, A., and Soltesz, G. (2009). Incidence
trends for childhood type 1 diabetes in Europe during 1989-2003 and predicted new
cases 2005-20: a multicentre prospective registration study. Lancet 373, 2027-2033.

Perkins, B.A., Ficociello, L.H., Silva, K.H., Finkelstein, D.M., Warram, J.H., and Krolewski,
A.S. (2003). Regression of microalbuminuria in type 1 diabetes. N Engl ] Med 348,
2285-2293.

Petitti, D.B., Klingensmith, G.J., Bell, R.A., Andrews, ].S., Dabelea, D., Imperatore, G.,
Marcovina, S., Pihoker, C., Standiford, D., Waitzfelder, B., and Mayer-Davis, E.
(2009). Glycemic control in youth with diabetes: the SEARCH for diabetes in Youth
Study. ] Pediatr 155, 668-672 e661-663.

Ross, R. (1993). The pathogenesis of atherosclerosis: a perspective for the 1990s. Nature 362,
801-809.

Rudberg, S., Persson, B., and Dahlquist, G. (1992). Increased glomerular filtration rate as a
predictor of diabetic nephropathy--an 8-year prospective study. Kidney Int 41, 822-
828.

Rudberg, S., Ullman, E., and Dahlquist, G. (1993). Relationship between early metabolic
control and the development of microalbuminuria--a longitudinal study in children
with type 1 (insulin-dependent) diabetes mellitus. Diabetologia 36, 1309-1314.

Schalkwijk, C.G., and Stehouwer, C.D. (2005). Vascular complications in diabetes mellitus:
the role of endothelial dysfunction. Clin Sci (Lond) 109, 143-159.

Scherrer, U., Randin, D., Vollenweider, P., Vollenweider, L., and Nicod, P. (1994). Nitric
oxide release accounts for insulin's vascular effects in humans. J Clin Invest 94,
2511-2515.

Schultz, C.J., Konopelska-Bahu, T., Dalton, R.N., Carroll, T.A., Stratton, 1., Gale, E.A., Neil,
A., and Dunger, D.B. (1999a). Microalbuminuria prevalence varies with age, sex,
and puberty in children with type 1 diabetes followed from diagnosis in a
longitudinal study. Oxford Regional Prospective Study Group. Diabetes Care 22,
495-502.

Schultz, C.J., Konopelska-Bahu, T., Dalton, R.N., Carroll, T.A., Stratton, I., Gale, E.A., Neil,
A., and Dunger, D.B. (1999b). Microalbuminuria prevalence varies with age, sex,
and puberty in children with type 1 diabetes followed from diagnosis in a
longitudinal study. Oxford Regional Prospective Study Group. Diabetes Care 22,
495-502.

Schultz, C.J., Neil, H.A., Dalton, R.N., Konopelska Bahu, T., and Dunger, D.B. (2001). Blood
pressure does not rise before the onset of microalbuminuria in children followed
from diagnosis of type 1 diabetes. Oxford Regional Prospective Study Group.
Diabetes care 24, 555-560.

Seaquist, E.R., Goetz, F.C., Rich, S., and Barbosa, J. (1989). Familial clustering of diabetic
kidney disease. Evidence for genetic susceptibility to diabetic nephropathy. N Engl
J Med 320, 1161-1165.

Secrest, A.M., Becker, D.J., Kelsey, S.F., LaPorte, R.E., and Orchard, T.J. (2010a). All-cause
mortality trends in a large population-based cohort with long-standing childhood-
onset type 1 diabetes: the Allegheny County type 1 diabetes registry. Diabetes care
33, 2573-2579.

www.intechopen.com



Microvascular and Macrovascular
Complications in Children and Adolescents with Type 1 Diabetes 217

Secrest, A.M., Becker, DJ., Kelsey, S.F., Laporte, R.E., and Orchard, T.J. (2010b). Cause-
specific mortality trends in a large population-based cohort with long-standing
childhood-onset type 1 diabetes. Diabetes 59, 3216-3222.

Silverstein, J., Klingensmith, G., Copeland, K., Plotnick, L., Kaufman, F., Laffel, L., Deeb, L.,
Grey, M., Anderson, B., Holzmeister, L.A., and Clark, N. (2005). Care of children
and adolescents with type 1 diabetes: a statement of the American Diabetes
Association. Diabetes care 28, 186-212.

Singh, T.P., Groehn, H., and Kazmers, A. (2003). Vascular function and carotid intimal-
medial thickness in children with insulin-dependent diabetes mellitus. ] Am Coll
Cardiol 41, 661-665.

Skrivarhaug, T., Bangstad, H.]., Stene, L.C., Sandvik, L., Hanssen, K.F., and Joner, G. (2006).
Long-term mortality in a nationwide cohort of childhood-onset type 1 diabetic
patients in Norway. Diabetologia 49, 298-305.

Snell-Bergeon, J.K., West, N.A., Mayer-Davis, E.J., Liese, A.D., Marcovina, S.M., D'Agostino,
R.B.,, Jr, Hamman, RF., and Dabelea, D. (2010). Inflammatory markers are
increased in youth with type 1 diabetes: the SEARCH Case-Control study. ] Clin
Endocrinol Metab 95, 2868-2876.

Soro-Paavonen, A., and Forbes, ].M. (2006). Novel therapeutics for diabetic micro- and
macrovascular complications. Curr Med Chem 13, 1777-1788.

Steinke, J.M., and Mauer, M. (2008). Lessons learned from studies of the natural history of
diabetic nephropathy in young type 1 diabetic patients. Pediatr Endocrinol Rev 5
Suppl 4, 958-963.

Stone, M.L., Craig, M.E., Chan, AK,, Lee, ]JW., Verge, C.F., and Donaghue, K.C. (2006).
Natural history and risk factors for microalbuminuria in adolescents with type 1
diabetes: a longitudinal study. Diabetes care 29, 2072-2077.

Tesfaye, S., Boulton, A.]., Dyck, P.J., Freeman, R., Horowitz, M., Kempler, P., Lauria, G.,
Malik, R.A., Spallone, V., Vinik, A., Bernardi, L., and Valensi, P. (2010). Diabetic
neuropathies: update on definitions, diagnostic criteria, estimation of severity, and
treatments. Diabetes care 33, 2285-2293.

Tesfaye, S., Stevens, L.K., Stephenson, ].M., Fuller, ].H., Plater, M., Ionescu-Tirgoviste, C.,
Nuber, A., Pozza, G., and Ward, ].D. (1996). Prevalence of diabetic peripheral
neuropathy and its relation to glycaemic control and potential risk factors: the
EURODIAB IDDM Complications Study. Diabetologia 39, 1377-1384.

Trotta, D., Verrotti, A., Salladini, C., and Chiarelli, F. (2004). Diabetic neuropathy in children
and adolescents. Pediatr Diabetes 5, 44-57.

Tryggvason, G., Indridason, O.S., Thorsson, A.V., Hreidarsson, A.B., and Palsson, R. (2005).
Unchanged incidence of diabetic nephropathy in Type 1 diabetes: a nation-wide
study in Iceland. Diabet Med 22, 182-187.

van Vliet, M., Van der Heyden, ].C., Diamant, M., Von Rosenstiel, I.A., Schindhelm, R.K.,
Aanstoot, H.J., and Veeze, H.J. 2010. Overweight is highly prevalent in children
with type 1 diabetes and associates with cardiometabolic risk. ] Pediatr 156, 923-
929.

Verrotti, A., Loiacono, G., Mohn, A., and Chiarelli, F. (2009). New insights in diabetic
autonomic neuropathy in children and adolescents. Eur ] Endocrinol 161, 811-818.

www.intechopen.com



218 Type 1 Diabetes Complications

Viberti, G.C., Jarrett, R.J., and Keen, H. (1982). Microalbuminuria as prediction of
nephropathy in diabetics. Lancet 2, 611.

White, N.H., Sun, W., Cleary, P.A., Tamborlane, W.V., Danis, R.P., Hainsworth, D.P., and
Davis, M.D. (2010). Effect of prior intensive therapy in type 1 diabetes on 10-year
progression of retinopathy in the DCCT/EDIC: comparison of adults and
adolescents. Diabetes 59, 1244-1253.

Williams, C.L., Hayman, L.L., Daniels, S.R., Robinson, T.N., Steinberger, J., Paridon, S., and
Bazzarre, T. (2002). Cardiovascular health in childhood: A statement for health
professionals from the Committee on Atherosclerosis, Hypertension, and Obesity
in the Young (AHOY) of the Council on Cardiovascular Disease in the Young,
American Heart Association. Circulation 106, 143-160.

Williams, G., and Pickup, J.C. (2004). Diabetic eye disease. (Blackwell Publishing).

www.intechopen.com



Type 1 Diabetes Complications
Edited by Prof. David Wagner

ISBN 978-953-307-788-8

Hard cover, 482 pages

Publisher InTech

Published online 25, November, 2011
Published in print edition November, 2011

This book is a compilation of reviews about the complication of Type 1 Diabetes. T1D is a classic autoimmune
disease. Genetic factors are clearly determinant but cannot explain the rapid, even overwhelming expanse of
this disease. Understanding etiology and pathogenesis of this disease is essential. The complications
associated with T1D cover a range of clinical obstacles. A number of experts in the field have covered a range
of topics for consideration that are applicable to researcher and clinician alike. This book provides apt
descriptions of cutting edge technologies and applications in the ever going search for treatments and cure for
diabetes.

How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:

Francesco Chiarelli and M. Loredana Marcovecchio (2011). Microvascular and Macrovascular Complications
in Children and Adolescents with Type 1 Diabetes, Type 1 Diabetes Complications, Prof. David Wagner (Ed.),
ISBN: 978-953-307-788-8, InTech, Available from: http://www.intechopen.com/books/type-1-diabetes-
complications/microvascular-and-macrovascular-complications-in-children-and-adolescents-with-type-1-
diabetes

INTECH

open science | open minds

InTech Europe InTech China

University Campus STeP Ri Unit 405, Office Block, Hotel Equatorial Shanghai

Slavka Krautzeka 83/A No.65, Yan An Road (West), Shanghai, 200040, China

51000 Rijeka, Croatia FE EETmERFERKESS _ EBEFF R ARIRE M AKI0582TT
Phone: +385 (51) 770 447 Phone: +86-21-62489820

Fax: +385 (51) 686 166 Fax: +86-21-62489821

www.intechopen.com



© 2011 The Author(s). Licensee IntechOpen. This is an open access article
distributed under the terms of the Creative Commons Atiribution 3.0
License, which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.




