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Too few patients with ‘“Type 1 diabetes have enough good metabolic control to prevent
complications. Residual insulin secretion is important, but also other physiological
differences between patients contribute to the degree of blood glucose balance. Still,
the treatment plays an important role and the way how the diabetes team work with
the patient is absolutely crucial. It is proven that HbAlc can be influenced by intensity
of treatment, and also that patients at certain clinics have lower HbAlc than at other
clinics. Psychological approach and treatment policy explains some of this difference.
Although it is difficult to study such factors in randomized, controlled double-blind
studies, we have performed studies giving evidence of the importance of attitudes,
goals, how the diabetes team works and what message it conveys. Thus some parts of
treatment which could be called “art of medicine”, based on skill, experience, empathy
and similar “soft” values should not be neglected.
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Introduction

Type 1 diabetes is a very serious disease which in spite of a
very intensive and heavy treatment causes serious acute and late
complications and even increased mortality. However, there is
hope as good metabolic control can prevent such complications,'?
and we have been able to get lower HbAlc for decades than many
comparable clinics, even in Sweden, without increasing the risk of
severe hypoglycaemia.’

The problem is that most Type 1 diabetes patients in the world do
not have enough good blood glucose control. Without any residual
insulin secretion it is in fact very difficult to get a near physiological
blood glucose, and most of the classical Type 1 diabetes patients lose
their residual insulin secretion within a few years from diagnosis.*
Even when beta cell function declines a small residual insulin
secretion will be important. It contributes to lower HbAlc and less
blood glucose fluctuations, and only slight residual insulin secretion is
enough to diminish the risk of keto-acidosis.> A quite modest residual
insulin secretion, shown as a response to a beta cell stimulation with
serum C-peptide >0.20pmol/ml, decreases the risk of both serious
hypoglycaemia and late complications.®

In addition c-peptide per se may have a physiological function.”
Thus it has been reported that C-peptide influences vascular
permeability, decreases leakage in retinal vessels, and has a positive
effect on nerve function. Thus, one important step to reach the aim
good metabolic control would be to preserve residual insulin secretion.
Treatment with monoclonal CD3-antibodies has shown encouraging
results®!" and with suitable dose in the right patient population the
benefit might well justify adverse events and risks. Treatment with
auto-antigen is another concept of creating tolerance and stop the
autoimmune process.'> In a Phase II trial GAD-alum-treatment was

promising with significant preservation of residual insulin secretion
accomplished by a very easy, well tolerated treatment, so far without
any adverse events,”® and the efficacy remind still after 4years.!
However, another Phase II trial with a slightly different design and
other patient population failed to show effect,'s and a European Phase
III trial did not reach the primary endpoint, even though there were
positive results in several pre specified subgroups.'®

Combination therapies may become a solution for several patients
with recent-onset diagnosis of Type 1 diabetes!” but for those who
have completely lost their beta cells and have nothing to preserve there
is only to hope for islet cell transplantations'®? or perhaps artificial
pancreas®' if these patients should get near physiological blood
glucose balance without very heavy intense traditional treatment. In
spite of progress in the field we have to count with more traditional
treatment for the majority of T1D patients the coming years.

Physiological factors in addition to beta cell function

Patients, and lay people, often talk about more or less “severe”
diabetes, as if diabetes not always were the same serious disease!?
They are certainly right! Even though the degree of own insulin
secretion is most important, there are other physiological factors
influencing the blood glucose balance, factors which are difficult for
the patient to do anything about. Puberty is such an example of a factor
which is difficult for the patient to manage, very clearly influencing
both insulin resistances by fluctuating hormones and insulin demand
by the rapid growth in addition to the decreased insulin sensitivity.
Furthermore, as well as genetic traits contribute to Type 2 diabetes,
with its increased insulin resistance, these genetic traits can of course
also add to the burden of Type 1 diabetes. Thus, it has been suggested
that some patients seem to have both Type 1 and Type 2 diabetes, so
called “double diabetes” or 1.5 diabetes.”>? As a third example it is
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worth mentioning the variation in glycation at similar blood glucose
concentrations. Degree of blood glucose control is usually estimated
by measuring HbAlc, which certainly seems well correlated to
glycation of other tissues and development of vascular complications.
However, the correlation between blood glucose measured by glucose
sensors and HbA Ic¢ is not perfect, with a rather wide inter-individual
variation.?* This suggests that there may very well be patients with
reasonably good blood glucose balance, but too high HbAlc, while
there are others with surprisingly good HbAlc in spite of common
and pronounced hyper-glycaemia. There is really no justice!

Does the diabetes team play any role for the degree of
metabolic control?

It seems self-evident that the treatment recommendations play
an important role for the degree of metabolic control of the patients.
Patients may get prescriptions of insulin doses which are inadequate,
and dietary recommendations which make it more instead of less
difficult to get good blood glucose balance. Still there was for many
years an ongoing, sometimes rather emotional, discussion among
dialectologists who meant that we are all as good as everybody else.
All types of treatment were said to be as good as any other type, one
daily dose of insulin was as good as two or more doses, no diet was
as good as any other diet etc. The DCCT study did effectively show
that intensity of treatment does play a role' and later the Hvidore study
showed that different clinics do have very different results (mean
HbA Ic in their patients).”> However, it has been very difficult to point
out any clear reason for this difference in degree of metabolic control?®
and the difference has persisted in spite of making the different clinics
aware of that some clinics seem to be more successful than others.?”’
One part of the explanation might have been different or selection of
patient populations, but on the other hand it has been found that also in
Sweden the pediatric diabetes clinics have very different mean HbAlc
among their patients,”® in spite of very similar patient populations at
the different pediatric clinics, and without any possible selection bias
as all patients within a catchment area of a clinic by necessity is taken
care of by that clinic. One might suspect differences in use of e.g.
insulin pumps, but clinics with high proportion of pumps among their
patients have not lower HbA lc among their patients, but if anything
in Sweden rather the opposite tendency. This is in accordance with
difficulties to show that use of pumps have any heavy impact on
degree of metabolic control® although pumps may be very useful in
some patients and certainly may have other advantages in suitable
patients. Neither are there any strong evidence that use of insulin
analogues have improved degree of metabolic control in general,
but of course in single individuals.’® Better means of monitoring
blood glucose with use of continuous glucose monitoring may
certainly be of great help, and this technique will probably make a
change for the patients and families, but because of costs one cannot
expect such techniques to be used by a majority of patients in many
countries still for some years. And not even continuous use of glucose
sensors (CGM) has been proven to mean any difference in HbAlc
for teenagers with diabetes, and very limited benefit for children.’!
So what is the mysterious explanation to why some patients at some
clinics do better than others?

Education and motivation crucial

Knowledge how to treat diabetes is crucial, if that knowledge is
adequate and relevant! But knowledge is only of practical value if
the individual is willing and able to use that knowledge! There are
probably very few adults who do not know that smoking damages
health, but many people still smoke, because they are not motivated
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enough to stop smoking, or they are not able to stop smoking even if
they would wish. Similar mechanisms are true regarding treatment of
diabetes. But what is the evidence?

Evidence-based medicine should be the basis for treatment of
diseases. But we have to admit that certain factors cannot be studied
in the perfect randomized, controlled, prospective, double-blind
fashion! There are some studies that support the lessons from own
clinical experience presented below®>* but much is just based on
more than four decades of practical work with diabetic children and
adolescents and their parents. In addition we have analysed what
factors may explain the differences in HbAlc between different
clinics in Sweden* and the results were rather clear: The explanation
was not insulin dose, pumps or types of blood glucose monitoring,
but much more attitudes among the diabetes teams, what goals they
agreed upon, message they conveyed to the patients and parents,
and how they worked together. These results together with clinical
experience are presented below, which may give knowledge of value
at least for a certain time, a certain culture, even though it may not fit
all parts of the world or certain cultures, a fact which is true also for
many other forms of the art of medicine.

Lesson |:We rarely treat robinson crusoe

For a pediatrician it is self-evident that a patient is not alone, an
isolated individual living without a social context. It is important that
information, education, motivation, support has to be given not only
to the child but to the whole family, to other important people in the
surrounding like teachers, sports leaders, grandparents, fellows and
their parents. It would be impossible to expect a child or a teenager to
live in a very special manner without support and understanding from
the people around. What about adults?

Lesson 2:We communicate not only with words

Very young children understand rather few words and use even
less. Still in preschool age a child may use and correctly understand
less than a tenth of all words a verbal physician may have in her/
his vocabulary. But still children understand when somebody is
happy, sorry, hopeful, angry, afraid, enthusiastic...when something is
important or not important, when something is a lie or truth. Already
young children have learnt how to interpret the body language: eyes,
body position, gestures, mimic, colour of the skin, sweating, odour,
breath, and they know what tone of the voice means when it is hard,
soft, friendly, aggressive, threatening, bored. Thus we may say with
words what we theoretically want or expect, even though we may not
even believe in the message ourselves, but the child will interpret the
true message, , and perhaps follow that message. Teenagers still have
this competence, and they also understand and listen to the non-verbal
message. This is probably true also for adults?

Lesson 3:A team is good when it functions as a team

A diabetes team may perhaps, if it is a good team, agree theoretically
on certain rules and policies, but if those are not integrated deeply into
the belief of the team members, they will send completely different
messages. Thus the doctor may have some ideas about the importance
of blood glucose monitoring, while the nurse may not have the same
experience and opinion. Yes, they are good, but. And the dietitian may
try to educate the patient about certain dietary rules, but the doctor has
experienced different dietitians have different ideas. Nothing seems
to be true, or evidence-based, so it is probably not so important.
That message is sent via the eyes or just a change of the face...The
nurse may underline the importance of injection sites, but the doctor

Citation: Ludvigsson ]. The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric clinic. | Diabetes Metab Disord

Control. 2016;3(2):26-31. DOI: 10.15406/jdmdc.2016.03.00063


https://doi.org/10.15406/jdmdc.2016.03.00063

The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric

clinic

never cares etc. A team which sends different messages is probably
sometimes deleterious! In addition the parents will send other
messages, and other adults, and the teacher and the fellows. And not
least others who have diabetes for 20years who once learnt something
else, or never did as the doctor recommended but still have survived.
To keep the team aware of its policy it is necessary to meet regularly,
discuss the patients, go through the results (e.g. HbAlc, incidence of
hypoglycaemia) of the patients at the clinic, agree upon guidelines
and views on all parts of the treatment.

Lesson 4:A teenager has a child inside

A teenager wants to be independent, sometimes even hate
authorities, which may lead to a behaviour that is just the opposite of
what authorities prescribe, if they prescribe. The stronger the bounds
to the parents, the more dramatic the separation, the stronger force is
needed for liberation. But simultaneously the teenager may need the
love and care from the parents, may need to be helpless, dependent,
needs comfort. There is both a child and an adult in the teenager. Even
in adults there is often still a teenager!

Lesson 5: Listen!

Diabetes! The diagnosis is a disaster! Never cured, never the same
life again, injections, blood tests, rules regarding food...In addition
threatening complications, acute with unconsciousness, convulsions. ..
late with risk of blindness, impotence, early death...For us, working
with diabetes, the diagnosis is nothing remarkable. But for this single
patient this is the first time, it is a dramatic change of her/his own life,
a change of her/his own body, a threat to her/his own life! A shocking
experience. Difficult to think clearly, difficult to understand what is
told. There are so many questions circling around in the head, but
no time to find them, to formulate them, to get answers. Because the
doctor, or the nurse, or the dietician.....they have all so much to tell, to
inform about, that they have never time to be quiet, completely quiet
for 10 seconds! To get a chance to listen to what the patient wants
to ask, her/his fear, sorrow, questions, anxiety. Listen! Empathy! We
have to listen to the patients, and to have empathy.

Lesson 6:The message at diagnosis is crucial

Many physicians and nurses want to be so kind and they tell: You
do not have to be afraid. This is not dangerous. Diabetes can be treated
well. You can have a normal life! You can eat as everybody else. You
can eat anything! You can eat whenever you want. You just have
to adapt your insulin dose. No, you do not have to stay at hospital.
If you had had such a serious disease as a pneumonia or a severe
gastroenteritis than you might have needed to stay at hospital, but not
for diabetes! No, diabetes is nothing special!

Such a message is a lie, a false encouragement as we all want
to be so kind. The patients will have to live with this for the rest of
their lives, so therefore many mean that we should just encourage,
be optimistic. — No wonder that patients do not care, do not take the
treatment seriously, do not remember to take their injections, do not
see the necessity of testing blood glucose, do not follow any dietary
rules...And after some years, when there is no residual insulin
secretion any longer and the blood glucose control is poor, then they
are told to take the disease more seriously, then they are threatened
by complications, told what they have to expect unless they improve
their behaviour. Then it is too late!

No, we should be honest from the very beginning, at the same
time as we are optimistic! You have reasons to be sorry, disappointed,
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and angry. Your life will NOT be normal any longer., It is not normal
to take injections, to test blood glucose, to follow dietary rules or
count carbohydrates, to eat at regular times... it is not normal to get
hypoglycaemia... What would we say to somebody who should start
driving a car? You can drive as you like? There are no accidents any
longer, no risks, nobody will be killed in a traffic accident!? No, we
would tell the truth. You do no have to be worried all the time, but
you have to learn how to drive, learn the rules, and follow the rules,
even if there is no policeman close to you.- Similar with diabetes.
You have got diabetes! Your life will NOT be normal, but it may be
happy, exciting, fantastic and even long if you accept that you now
have got diabetes, that you HAVE to follow certain rules, from the
very beginning and for the rest of your life unless research finds a
cure. And if that cure is found in 15years from now, then you should
have a healthy body to get use of this cure!

Lesson 7: High HbAI c is not only your fault!

To have diabetes means not only injections (sometimes hated),
regular meals with certain content (very helpful, as it is too difficult
for many patients to adapt their insulin doses!), rules, reminders, al lot
of “You should not” and a lot of “Do not forget”. To have diabetes also
means that you have to come for inspection and estimation by some
“authority” at regular intervals! Somebody tells you that the HbAlc
is too high, that you may have taken the wrong insulin doses, that you
may have forgotten the doses now and then, that you may have eaten
the wrong things in the wrong amounts at the wrong times, and that
you have been to inactive, looked too much at TV or computer, that
you have to change your habits, and that you do not test your blood
glucose enough often, or that you do not draw the right conclusions!
You do not seem to understand!? You are just bad, not very successful!

How can the patients stand this? How can they accept to come time
after time to be condemned, threatened, not believed upon, and not
listened to? How can they stand to show the truth when they are just
criticized if they show poor blood glucose values?

No, remember that high HbAlc is primarily not YOUR fault.
For the first it is probably the fault of your doctor! You have been
recommended wrong insulin doses and regimen, inadequate methods
to adapt your insulin doses, wrong message regarding food and
eating habits, wrong advice how to treat hypoglycaemia etc. For the
second it is the fault of your doctor, again, representing the inadequate
treatment we can offer, with insulin that vary in absorption, injected
subcutaneous instead of in the portal vein. The third reason for your
high HbA1c is probably your body, perhaps with pubertal fluctuations
of hormones, genetic traits of poor insulin sensitivity, ongoing
inflammation, stress, infections etc. In the fourth place it is time to go
through your own contribution. Could you change anything in your
behaviour or in any way improve the treatment? Knowing that it is
not only your fault that blood glucose fluctuates and HbAlc is too
high makes it much easier to look objectively on your blood glucose
values, look for patterns, see if there are any changes you could do to
improve the balance. Diabetes is not YOU, but diabetes is something
that you together with you collaborators have to control as well as
possible, your diabetes can be criticized without you being criticized!
I like YOU but not your diabetes, and not you’re high HbAlc.

Lesson 8:What is your problem?

For the diabetes team a high HbAlc may be the problem, but
the patient feels rather well! For her/him the hypoglycaemia is the
problem, not being able to control herself, her feelings, her behaviour,
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her sweating, her colour of the face. Or she feels too fat, or is ashamed
of the lipomas at the injections sites. Or for the teenage boy the
problem may be the risk of losing the place in the soccer team, or
not being enough safe when he meets a girl. Can we help or support
you with YOUR problem? HbAlc can wait for a while, or maybe
that is part of the same problem? You will be better in soccer if
you have a good energy supply, a better glucose balance! This can
motivate to more careful treatment, not do omit any insulin injections.
Furthermore, diabetes becomes more interesting. Before we have
taught you repeatedly what to do but you have never learnt! Now you
learn, because this is YOUR problem, chosen by yourself. What do
you need to learn to solve the problem? Problem-based learning is
nowadays used in education, and it is both natural and effective in
clinical care.*

Lesson 9: Short-term goals

Your problem is identified. To solve that problem it will help to
get better blood glucose balance. Should we reduce your HbA lc from
8.5% to 8% in the next two months? You register your insulin doses,
write down evident deviations in your way of living, and show me
these data when we meet in month from now, and then I give you
my best advice. And after two months we can agree whether we are
satisfied for the moment, or whether we should aim at reducing your
HbA Ic further down.

Too often the aim is to have a normal HbAlc, which seems
impossible to reach. The reason for this normal HbAlc is said to be
avoidance of late complications, in 20years from now! Who cares
about that very far future? Anything can happen before that!? For a
child or a teenager 20years in the future is impossible to grasp, and
even for somebody aged 60years it may seem less relevant. Although
we should know as much as possible about late complications, it is
easier and more satisfying to have short-term goals.

What HbAlc makes us satisfied? What do we do when HbAlc
increases? At our clinic the goal is a HbAlc between 45-55mmol/
mol as we then know that there will most probably never develop any
microvascular compilations but for the individual patient there may be
other goals related to the actual situation.

Lesson 10: Collaboration

Education, modern devices, threats, prescriptions nothing will
have a good effect unless the patient will comply. Compliance sounds
negative. Shouldn’t you be friend with your diabetes? Some may be,
others not. Why should I like injections, like blood tests, like regular
meals, like visits to the doctor, like eye bottom photos? There is no
choice. I have to accept my diabetes, but I decide myself. The diabetes
team can only support, collaborate. If you test your blood glucose for
three days in a row, before and after each meal, and in the evening
and night, right down your insulin doses, your main meals, any
special event and then we look together on the results and try to draw
conclusions. This is a contract, an agreement.

The patient knows her/his diabetes best, but the diabetes team has
experience for many years from other patients and their diabetes and
how they managed. Together we may improve the glucose balance,
even though it might not become perfect!

Non-evidence based but experience-based knowledge!

We are taught to be critical. . Certain ideas may fit somebody
but not me, fit some patients but not all, fit some culture but not
ours. Medicine is full of non-evidence-based knowledge, which is
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experience-based and gradually becomes the truth, at least for some
time. How many double-blind randomized placebo-controlled studies
on coronary vessel operations are there? Perhaps not even on coronary
vessel dilatation? In diabetes we have to base much of our treatment on
experience. Most types of treatment design takes decades to evaluate
when late vascular complications and survival is the end-point. The
DCCT study showed that two different treatment regimens lead to
different incidence of complications, but we do not know for sure
what role HbA lc, blood glucose fluctuations, insulin concentrations,
concentrations of other hormones etc played, and we do not know
whether the number of insulin injections were more important than
the number of visits to the diabetes team.

Sophisticated statistical analyses can give hints. But much said
is just non-evidenced based experience. In this case we did studies
which lead to a PhD Thesis*” on quality of care and these results
have become the basis for a national project where education
of diabetes teams at pediatric clinics in Sweden seems to have
contributed to decreasing HbAlc in many clinics.®® We may also
learn to understand our patients, by listening to our patients, learning
from their experience, and by trying to understand how it may be to
live with diabetes. Insulin, love and care® is not only a slogan but
has given both patients and diabetes teams some insight. Evidence,
experience, empathy and policy may perhaps explain why our clinic
could present a dramatic reduction of nephropathy in an unselected
patient population earlier than most others,” and a clear reduction
of development of severe retinopathy,® and lower mean HbAlc
than many other Swedish paediatric clinics®® but still without more
hypoglycaemia than reported form other clinics.*!

Conclusion

It is easier to get good blood glucose balance and lower HbAlc
if the residual insulin secretion can be preserved. Until total cure
can be offered, we have to work on methods to save beta cells and
their function. It is reasonable to believe that as long as nobody has
proven that diabetic patients need non-physiological insulin profiles
and concentrations, they should try to mimic the normal situation.
Sometimes that is best done with insulin pumps, in other patient’s
best with multiple insulin therapy. Modern devices such as glucose
sensors may certainly be of great help, but until an automatic
closed loop system takes over no device will help per se unless the
patient can accept to use them in a correct and useful way. Scientific
studies support that education, psychological support, how diabetes
teams work play an important role. Empathy, honest but optimistic
information, conscious team-work with a common message, clear
treatment policy, education, support, motivation, short-term realistic
goals, confidence, collaboration make the basis for long-term good
results.

Acknowledgements

None.

Conflict of interest

Author declares that there is no conflict of interest.

References

1. 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 J Med. 1993;329(14):977-986.

Citation: Ludvigsson ]. The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric clinic. | Diabetes Metab Disord

Control. 2016;3(2):26-31. DOI: 10.15406/jdmdc.2016.03.00063


https://doi.org/10.15406/jdmdc.2016.03.00063
http://www.ncbi.nlm.nih.gov/pubmed/8366922
http://www.ncbi.nlm.nih.gov/pubmed/8366922
http://www.ncbi.nlm.nih.gov/pubmed/8366922
http://www.ncbi.nlm.nih.gov/pubmed/8366922

The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric

clinic

2.

20.

21.

Bojestig M, Arnqvist HJ, Hermansson G, et al. Declining incidence
of nephropathy in insulin-dependent diabetes mellitus. N Engl J Med.
1994;330(1):15-18.

Nordfeldt S, Ludvigsson J. Severe hypoglycemia in children with
IDDM. A prospective population study, 1992-1994. Diabetes Care.
1997;20(4):497-503.

Nordwall M, Ludvigsson J. Clinical manifestations and beta cell function
in Swedish diabetic children have remained unchanged during the last
25years. Diabetes Metab Res Rev. 2008;24(6):472-479.

Madsbad S, Alberti KG, Binder C, et al. Role of residual insulin secretion
in protecting against ketoacidosis in insulin-dependent diabetes. Br Med
J. 1979;2(6200):1257-1259.

Steffes MW, Sibley S, Jackson M, et al. Beta-cell function and the
development of diabetes-related complications in the Diabetes Control
and Complications Trial. Diabetes Care. 2003;26(3):832-836.

Wahren J, Ekberg K, Jornvall H. C-peptide is a bioactive peptide.
Diabetologia. 2007;50(3):503-509.

Keymeulen B, Vandemeulebroucke E, Ziegler AG, et al. Insulin needs
after CD3-antibody therapy in new-onset type 1 diabetes. N Engl J Med.
2005;352(25):2598-2608.

Herold KC, Gitelman SE, Masharani U, et al. A single course of anti-CD3
monoclonal antibody hOKT3gamma 1(Ala-Ala) results in improvement
in C-peptide responses and clinical parameters for at least 2years after
onset of type 1 diabetes. Diabetes. 2005;54(6):1763-1769.

Herry N1, Hagopian W, Ludvigsson J, et al. Teplizumab for treatment
of type 1 diabetes (Protege study): 1-year results from a randomised,
placebo-controlled trial. Lancet. 2011;378(9790):487-497.

. Hagopian W, Ferry RJ, Sherry N, et al. Teplizumab preserves C-peptide

in recent-onset type ldiabetes: two-year results from the randomized,
placebo-controlled Protégé trial. Diabetes. 2013;62(11):3901-3908.

Ludvigsson J. Adequate doses of autoantigen administered using
the appropriate route may create tolerance and stop autoimmunity.
Diabetologia. 2009;52(1):175-176.

. Ludvigsson J, Faresjo M, Hjorth M, et al. GAD treatment and insulin

secretion in recent-onset type ldiabetes. The New England Journal of
Medicine. 2008;359(18):1909-1920.

Ludvigsson J, Hjorth M, Chéramy M, et al. Extended evaluation of the
safety and efficacy of GAD treatment of children and adolescents with
recent-onset type 1 diabetes: a randomised controlled trial. Diabetologia.
2011;54(3):634-640.

. Wherrett DK, Bundy B, Becker DJ, et al. Antigen-based therapy

with glutamic acid decarboxylase (GAD) vaccine in patients with
recent-onset type 1 diabetes: a randomised double-blind trial. Lancet.
2011;378(9788):319-327.

Ludvigsson J, Krisky D, Casas R, etal. GAD65 antigen therapy in recently
diagnosed type 1 diabetes mellitus. N Engl J Med. 2012;366(5):433-42.

Ludvigsson J. Therapies to Preserve 3-Cell Function in Type 1 Diabetes.
Drugs. 2016;76(2):169—185.

Alejandro R, Barton FB, Hering BJ, et al. 2008 Update from
the Collaborative Islet Transplant Registry. Transplantation.
2008;86(12):1783-1788.

Dominguez-Bendala J, Ricordi C. Present and future cell therapies
for pancreatic beta cell replenishment. World J Gastroenterol.
2012;18(47):6876—6884.

Tomei AA, Villa C, Ricordi C. Development of an encapsulated
stem cell-based therapy for diabetes. Expert Opin Biol Ther.
2015;15(9):1321-1336.

Tauschmann M, Allen JM, Wilinska ME, et al. Day-and-Night Hybrid
Closed-Loop Insulin Delivery in Adolescents With Type 1 Diabetes: A
Free-Living, Randomized Clinical Trial. Diabetes Care. 2016.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Copyright:
©2016 Ludvigsson 30

Libman IM, Becker DJ. Coexistence of type 1 and type 2 diabetes
mellitus: “double” diabetes? Pediatr Diabetes. 2003;4(2):110-113.

Gilliam LK, Brooks-Worrell BM, Palmer JP, et al. Autoimmunity and
clinical course in children with type 1, type 2, and type 1. 5 diabetes. J
Autoimmun. 2005;25(3):244-250.

Diabetes Research in Children Network (DirecNet) Study Group,
Wilson DM, Kollman. Relationship of A1C to glucose concentrations
in children with type 1 diabetes: assessments by high-frequency glucose
determinations by sensors. Diabetes Care. 2008;31(3):381-385.

Mortensen HB, Hougaard P. Comparison of metabolic control in a cross-
sectional study of 2,873 children and adolescents with IDDM from 18
countries. The Hvidore Study Group on Childhood Diabetes. Diabetes
Care. 1997;20(5):714-720.

Mortensen HB, Robertson KJ, Aanstoot HJ, et al. Insulin management
and metabolic control of type 1 diabetes mellitus in childhood and
adolescence in 18 countries. Hvidore Study Group on Childhood
Diabetes. Diabet Med. 1998;15(9):752-759.

Danne T, Mortensen HB, Hougaard P, et al. Persistent differences among
centers over 3years in glycemic control and hypoglycemia in a study of
3,805 children and adolescents with type 1 diabetes from the Hvidore
Study Group. Diabetes Care. 2001;24(8):1342-1347.

Hanberger L, Samuelsson U, Lindblad B, et al. Swedish Childhood
Diabetes Registry SWEDIABKIDS A1C in children and adolescents
with diabetes in relation to certain clinical parameters: the Swedish
Childhood Diabetes Registry SWEDIABKIDS. Diabetes Care.
2008;31(5):927-929.

Ludvigsson J, Samuelsson U. Continuous insulin infusion (CSII) or
modern type of multiple daily injections (MDI) in diabetic children and
adolescents a critical review on a controversial issue. Pediatr Endocrinol
Rev. 2007;5(2):666—678.

Knerr I, Hofer SE, Holterhus PM, et al. Prevailing therapeutic regimes
and predictive factors for prandial insulin substitution in 26 687 children
and adolescents with Type 1 diabetes in Germany and Austria. Diabet
Med. 2007;24(12):1478-1481.

Tamborlane WV, Beck RW, Bode BW, et al. Juvenile Diabetes Research
Foundation Continuous Glucose Monitoring Study Group, Continuous
glucose monitoring and intensive treatment of type 1 diabetes. N Engl J
Med. 2008;359(14):1464—1476.

Peyrot M, Rubin RR. Behavioral and psychosocial interventions in
diabetes: a conceptual review. Diabetes Care. 2007;30(10):2433-2440.

Rubin RR, Peyrot M, Siminerio LM. Health care and patient-reported
outcomes: results of the cross-national Diabetes Attitudes, Wishes and
Needs (DAWN) study. Diabetes Care. 2006;29(6):1249—-1255.

Hanberger L, Samuelsson U, Berterdé C, et al. The influence of
structure, process, and policy on HbA(lc) levels in treatment of
children and adolescents with type 1 diabetes. Diabetes Res Clin Pract.
2012;96(3):331-338.

Ludvigsson J, Cederblad M, Goransson M, et al. Group information of
diabetic children. A multidisciplinary approach. Pediatric and Adolescent
Endocrinology. 1982. p. 224-229.

Nordwall M, Abrahamsson M, Dhir M, et al. Impact of HbA I¢, followed
from onset of type 1 diabetes, on the development of severe retinopathy
and nephropathy: the VISS Study (Vascular Diabetic Complications in
Southeast Sweden). Diabetes Care. 2015;38(2):308-315.

Lena Hanberger. Quality of Care in Children and Adolescents with
Type 1 Diabetes: Patients’ and Healthcare Professionals’ Perspectives.
Sweden: University dissertation from Link6ping: Linképing University
Electronic Press; 2010.

Peterson A, Hanberger L, Akesson K, et al. Improved results in paediatric
diabetes care using a quality registry in an improvement collaborative: a
case study in Sweden. PLoS One. 2014:9(5).

Citation: Ludvigsson ]. The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric clinic. | Diabetes Metab Disord
Control. 2016;3(2):26-31. DOI: 10.15406/jdmdc.2016.03.00063


https://doi.org/10.15406/jdmdc.2016.03.00063
http://www.ncbi.nlm.nih.gov/pubmed/8259139
http://www.ncbi.nlm.nih.gov/pubmed/8259139
http://www.ncbi.nlm.nih.gov/pubmed/8259139
http://www.ncbi.nlm.nih.gov/pubmed/9096968
http://www.ncbi.nlm.nih.gov/pubmed/9096968
http://www.ncbi.nlm.nih.gov/pubmed/9096968
http://www.ncbi.nlm.nih.gov/pubmed/18613248
http://www.ncbi.nlm.nih.gov/pubmed/18613248
http://www.ncbi.nlm.nih.gov/pubmed/18613248
http://www.ncbi.nlm.nih.gov/pubmed/117878
http://www.ncbi.nlm.nih.gov/pubmed/117878
http://www.ncbi.nlm.nih.gov/pubmed/117878
http://www.ncbi.nlm.nih.gov/pubmed/12610045
http://www.ncbi.nlm.nih.gov/pubmed/12610045
http://www.ncbi.nlm.nih.gov/pubmed/12610045
http://www.ncbi.nlm.nih.gov/pubmed/17235526
http://www.ncbi.nlm.nih.gov/pubmed/17235526
http://www.ncbi.nlm.nih.gov/pubmed/15972866
http://www.ncbi.nlm.nih.gov/pubmed/15972866
http://www.ncbi.nlm.nih.gov/pubmed/15972866
http://www.ncbi.nlm.nih.gov/pubmed/15919798
http://www.ncbi.nlm.nih.gov/pubmed/15919798
http://www.ncbi.nlm.nih.gov/pubmed/15919798
http://www.ncbi.nlm.nih.gov/pubmed/15919798
http://www.ncbi.nlm.nih.gov/pubmed/21719095
http://www.ncbi.nlm.nih.gov/pubmed/21719095
http://www.ncbi.nlm.nih.gov/pubmed/21719095
http://www.ncbi.nlm.nih.gov/pubmed/23801579
http://www.ncbi.nlm.nih.gov/pubmed/23801579
http://www.ncbi.nlm.nih.gov/pubmed/23801579
http://www.ncbi.nlm.nih.gov/pubmed/19005640
http://www.ncbi.nlm.nih.gov/pubmed/19005640
http://www.ncbi.nlm.nih.gov/pubmed/19005640
http://www.nejm.org/doi/full/10.1056/NEJMoa0804328
http://www.nejm.org/doi/full/10.1056/NEJMoa0804328
http://www.nejm.org/doi/full/10.1056/NEJMoa0804328
http://www.ncbi.nlm.nih.gov/pubmed/21116604
http://www.ncbi.nlm.nih.gov/pubmed/21116604
http://www.ncbi.nlm.nih.gov/pubmed/21116604
http://www.ncbi.nlm.nih.gov/pubmed/21116604
http://www.ncbi.nlm.nih.gov/pubmed/21714999
http://www.ncbi.nlm.nih.gov/pubmed/21714999
http://www.ncbi.nlm.nih.gov/pubmed/21714999
http://www.ncbi.nlm.nih.gov/pubmed/21714999
http://www.ncbi.nlm.nih.gov/pubmed/22296077
http://www.ncbi.nlm.nih.gov/pubmed/22296077
http://www.ncbi.nlm.nih.gov/pubmed/26645223
http://www.ncbi.nlm.nih.gov/pubmed/26645223
http://www.ncbi.nlm.nih.gov/pubmed/19104422
http://www.ncbi.nlm.nih.gov/pubmed/19104422
http://www.ncbi.nlm.nih.gov/pubmed/19104422
http://www.ncbi.nlm.nih.gov/pubmed/23322984
http://www.ncbi.nlm.nih.gov/pubmed/23322984
http://www.ncbi.nlm.nih.gov/pubmed/23322984
http://www.ncbi.nlm.nih.gov/pubmed/26156291
http://www.ncbi.nlm.nih.gov/pubmed/26156291
http://www.ncbi.nlm.nih.gov/pubmed/26156291
http://www.ncbi.nlm.nih.gov/pubmed/26740634
http://www.ncbi.nlm.nih.gov/pubmed/26740634
http://www.ncbi.nlm.nih.gov/pubmed/26740634
http://www.ncbi.nlm.nih.gov/pubmed/14655267
http://www.ncbi.nlm.nih.gov/pubmed/14655267
http://www.ncbi.nlm.nih.gov/pubmed/18056888
http://www.ncbi.nlm.nih.gov/pubmed/18056888
http://www.ncbi.nlm.nih.gov/pubmed/18056888
http://www.ncbi.nlm.nih.gov/pubmed/18056888
http://www.ncbi.nlm.nih.gov/pubmed/9135932
http://www.ncbi.nlm.nih.gov/pubmed/9135932
http://www.ncbi.nlm.nih.gov/pubmed/9135932
http://www.ncbi.nlm.nih.gov/pubmed/9135932
http://www.ncbi.nlm.nih.gov/pubmed/9737804
http://www.ncbi.nlm.nih.gov/pubmed/9737804
http://www.ncbi.nlm.nih.gov/pubmed/9737804
http://www.ncbi.nlm.nih.gov/pubmed/9737804
http://www.ncbi.nlm.nih.gov/pubmed/11473067
http://www.ncbi.nlm.nih.gov/pubmed/11473067
http://www.ncbi.nlm.nih.gov/pubmed/11473067
http://www.ncbi.nlm.nih.gov/pubmed/11473067
http://www.ncbi.nlm.nih.gov/pubmed/18235047
http://www.ncbi.nlm.nih.gov/pubmed/18235047
http://www.ncbi.nlm.nih.gov/pubmed/18235047
http://www.ncbi.nlm.nih.gov/pubmed/18235047
http://www.ncbi.nlm.nih.gov/pubmed/18235047
http://www.ncbi.nlm.nih.gov/pubmed/18084161
http://www.ncbi.nlm.nih.gov/pubmed/18084161
http://www.ncbi.nlm.nih.gov/pubmed/18084161
http://www.ncbi.nlm.nih.gov/pubmed/18084161
http://www.ncbi.nlm.nih.gov/pubmed/17971184
http://www.ncbi.nlm.nih.gov/pubmed/17971184
http://www.ncbi.nlm.nih.gov/pubmed/17971184
http://www.ncbi.nlm.nih.gov/pubmed/17971184
http://www.ncbi.nlm.nih.gov/pubmed/18779236
http://www.ncbi.nlm.nih.gov/pubmed/18779236
http://www.ncbi.nlm.nih.gov/pubmed/18779236
http://www.ncbi.nlm.nih.gov/pubmed/18779236
http://care.diabetesjournals.org/content/30/10/2433.full
http://care.diabetesjournals.org/content/30/10/2433.full
http://www.ncbi.nlm.nih.gov/pubmed/16732004
http://www.ncbi.nlm.nih.gov/pubmed/16732004
http://www.ncbi.nlm.nih.gov/pubmed/16732004
http://www.sciencedirect.com/science/article/pii/S0168822712000381
http://www.sciencedirect.com/science/article/pii/S0168822712000381
http://www.sciencedirect.com/science/article/pii/S0168822712000381
http://www.sciencedirect.com/science/article/pii/S0168822712000381
http://www.ncbi.nlm.nih.gov/pubmed/25510400
http://www.ncbi.nlm.nih.gov/pubmed/25510400
http://www.ncbi.nlm.nih.gov/pubmed/25510400
http://www.ncbi.nlm.nih.gov/pubmed/25510400
http://liu.diva-portal.org/smash/get/diva2:351220/FULLTEXT01.pdf
http://liu.diva-portal.org/smash/get/diva2:351220/FULLTEXT01.pdf
http://liu.diva-portal.org/smash/get/diva2:351220/FULLTEXT01.pdf
http://liu.diva-portal.org/smash/get/diva2:351220/FULLTEXT01.pdf
http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0097875
http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0097875
http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0097875

The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric Copyright: 31
clinic ©2016 Ludvigsson

39. Ludvigsson J. Insulin, love and care. Horm Res. 1989;131(5-6):204-209. 41. Nordfeldt S, Ludvigsson J. Adverse events in intensively treated

children and adolescents with type 1 diabetes. Acta Paediatr.

40. Nordwall M, Bojestig M, Arnqvist HJ, et al. Declining incidence of severe 1999:88(11):1184—1193

retinopathy and persisting decrease of nephropathy in an unselected
population of Type 1 diabetes-the Linkoping Diabetes Complications
Study. Diabetologia. 2004;47(7):1266—1272.

Citation: Ludvigsson ]. The mystery of good metabolic control in type | diabetes — non-evidence based lessons from a pediatric clinic. | Diabetes Metab Disord
Control. 2016;3(2):26-31. DOI: 10.15406/jdmdc.2016.03.00063


https://doi.org/10.15406/jdmdc.2016.03.00063
http://www.ncbi.nlm.nih.gov/pubmed/2693308
http://www.ncbi.nlm.nih.gov/pubmed/15235773
http://www.ncbi.nlm.nih.gov/pubmed/15235773
http://www.ncbi.nlm.nih.gov/pubmed/15235773
http://www.ncbi.nlm.nih.gov/pubmed/15235773
http://www.ncbi.nlm.nih.gov/pubmed/10591418
http://www.ncbi.nlm.nih.gov/pubmed/10591418
http://www.ncbi.nlm.nih.gov/pubmed/10591418

	Title
	Abstract
	Keywords
	Introduction
	Physiological factors in addition to beta cell function 
	Does the diabetes team play any role for the degree of metabolic control?

	Education and motivation crucial 
	Lesson 1: We rarely treat robinson crusoe 
	Lesson 2: We communicate not only with words 
	Lesson 3: A team is good when it functions as a team  
	Lesson 4: A teenager has a child inside 
	Lesson 5: Listen! 
	Lesson 6: The message at diagnosis is crucial 
	Lesson 7: High HbA1c is not only your fault! 
	Lesson 8: What is your problem? 
	Lesson 9: Short-term goals 
	Lesson 10: Collaboration 
	Non-evidence based but experience-based knowledge! 

	Conclusion
	Acknowledgements
	Conflict of interest 
	References

