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Safe transferring of intensified insulin 
therapy 

Dear Sir, 
Diabetes education is generally considered to be a simple 

and cheap part of diabetes care or just a real "key" for a dramatic 
improvement of the patients' condition [1]. This opinion could 
be particularly important for the Eastern countries. The Roma- 
nian Diabetes Society was the first Eastern organizer in 1982 of 
a Workshop on Diabetes Education (under the auspices of 
Diabetes Education Study Group). At that time, in cooperation 
with a team from Dusseldorf, we completed the so-called "Bu- 
charest-Dusseldorf Study" and demonstrated the possibility of 
transferring a structured teaching and treatment programme 
from a diabetes centre with a high economic level to another with 
a lower economic level [2]. Under experimental conditions and 
by strict metabolic control, based on daily blood glucose moni- 
toring, an impressive reduction in the incidence of ketoacidosis 
and hospitalizations was recorded. 

Unfortunately, home blood glucose monitoring is still ex- 
pensive and not regularly available in the Eastern countries and 
in many other areas. We must consider this painful reality when 
we discuss, for instance, translation of the intensified insulin 
therapy from a specialized University diabetes centre to general 
medicine departments, as J6rgens and co-workers recently sug- 
gested [3]. Even in a specialized diabetes centre the risk of severe 
hypoglycaemia could be high if the "intensification" of the in- 
sulin treatment lacks good and constant blood glucose monitor- 
ing [4]. 

Secondly, we are somewhat skeptical with regard to the 
handling of a more liberal diet for diabetes in general medicine 
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departments. In our country - and not only! - dietary mistakes 
continue to be a common cause of ketoacidosis [5]. For the mo- 
ment, we believe that the use of a "rigid" diet is better and safer 
not only in Type 2, but also in Type 1 diabetes [6]. 

Basically, we have no objections to the sound conclusions of 
J6rgens and co-workers. We simply want to emphasize that such 
a proposal seems to be fruitful only for a limited part of the 
world. 

Sincerelyyours, 
I.Mincu, C.Ionescu-Tirgoviste, D.Cheta 
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Response from the authors 

We appreciate the comments of Dr. Mincu, the Minister of 
Health of Romania and co-workers. We are aware that the first 
Eastern European Workshop on Diabetes Education, organized 
by the Diabetes Education Study Group (DESG) of the EASD, 
had taken place in Bucharest, in 1982. Lamentably though the 
problem of ketoacidosis prevails in Romania, as we are now 
being told by its Health Minister. In fact, his diabetes centre - 
until recently the only diabetes centre in Bucharest-  still runs a 
special intensive care unit for the treatment of ketoacidosis. 

We agree that blood glucose self-monitoring is an indispens- 
able part of treatment in patients with Type 1 diabetes, who 
strive for near-normoglycaemia and, atthe same time, practise a 
liberalized diabetes diet, i.e. not following a meal plan, but 
rather continuously changing timing and amount of carbohy- 
drate intake, skipping meals altogether and consuming sugar 
and sugar containing nutrients [1]. However, we strongly dis- 
agree that "dietary mistakes" are responsible for the develop- 
ment of ketoacidosis. The ingestion of even large amounts of glu- 
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cose containing nutrients, such as a bottle of Coke by adequately 
insulinized patients, may lead to a substantial, though transient, 
increase of blood glucose levels, but it will never cause ketoaci- 
dosis. Ketoacidosis is always the consequence of a lack of insulin, 
if patients are continuously underinsulinized, if they stop inject- 
ing insulin or if they have not been taught to appropriately in- 
crease insulin dosages during illness. These pathophysiological 
mechanisms have been well known since the first years of insulin 
treatment, and this simple knowledge has led to the almost com- 
plete elimination of ketoacidosis in many countries long before 
the introduction of blood glucose self-monitoring. Unfortunate- 
ly, in some countries and even in some diabetes centres ketoaci- 
dosis continues to be a major problem in patients with Type 1 
diabetes. In the Bucharest-Dtisseldorf Study [2] the incidence of 
ketoacidosis was exceptionally high in the control group, which 
received the standard treatment of the diabetes centre directed 
by Dr. Mincu. However, ketoacidosis was almost eradicated in 
patients undergoing a structured diabetes education pro- 
gramme. Noteably, this was the case not only in the patients, who 
used blood glucose self-monitoring, but also in those patients 
who were merely supplied with materials available in Bucharest 
and a so-called basic teaching programme. These patients per- 
formed urine glucose monitoring with a very cheap, though cum- 
bersome method produced in Romania at that time. In addition, 
these patients could monitor acetonuria, if necessary, and they 
had been trained to adjust their insulin dosages themselves. 
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These observations underscore that ketoacidosis can be pre- 
vented by simple and very cheap means available even in coun- 
tries that face major economic problems. In this context it is of 
note, that our colleagues in Moscow have recently shown, that it 
is possible to safely improve metabolic control even if blood glu- 
cose test strips are not available and patients use only urine glu- 
cose self monitoring [3]. 

Adherance to a strict diet does not lead to a good quality of 
glycaemic control, if diabetes therapy is not based upon suffi- 
cient insulin treatment and appropriate patient education. A 
most impressive example for such a diet failure is the Bucharest 
standard treatment as evaluated in the Bucharest-Dtisseldorf 
Study [2]. Although these patients had a very strict diabetes diet, 
and education was focused upon adherence to diet, an approach 
we have recently called "obedience training" [4], they had very 
high HbA:  levels (about 12.6 %), a high incidence of ketoaci- 
dosis (0.16 cases per patient per year), high hospitalisation rates 
and an excessive mortality rate. Comparably high H b A  1 values 
have also been found in the United States, where the most rigid 
dietary regimens are imposed on diabetic patients using ex- 
change lists even for vegetables, dairy products, meat, etc. [5]. 

Very often, money available for the care of diabetic patients 
can be allocated by redistribution [3]. Thus, even in countries 
under most stringent economic conditions, drugs which are in- 
effective, unnecessary or which could be easily substitued by 
cheaper preparations, are used in diabetic patients, such as cal- 
ciumdobesilate, pentoxifylline, angiotensin converting enzyme- 
inhibitors, lipid lowering drugs and others. It has been calculated 
that at a cost of DM 190 (US $118) per patient per year, effective 
and safe insulin therapy is possible [6]. 

Finally, we want to draw attention to the efforts of other Ro- 
manian colleagues, both in Bucharest and other cities in the 
country, who have put into practise the knowledge gained from 
the 1982 DESG workshop in Bucharest and the Bucharest-D%- 
seldorf Study [2] by initiating structured treatment and teaching 
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programmes for Type 1 diabetic patients. In fact, following the 
Declaration of San Vincente such effective treatment should be 
offered to all diabetic patients of Romania. The precious man- 
power of the nurses currently working in the intensive care unit 
established for the treatment of diabetic ketoacidosis could be 
redistributed to diabetes education, thus improving the lives of 
the patients and the work satisfaction of those involved in 
diabetes care. 

Sincerely yours, 
I. MUhlhauser, V. Jrrgens, M. Berger 
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Increased plasma endothelin in diabetes: 
an atherosclerosis marker?. 

Dear Sir, 
Following an article in Diabetologia [1], a letter [2] - and the re- 
sponse from the authors [3] - regarding the role of endothelin as 
a marker of endothelial dysfunction in diabetes mellitus have 
been published. We would like to present our own experience on 
this subject. 

We have measured plasma endothelin levels in 79 diabetic 
patients [23 Type I (age 20-50 years) and 56 Type 2 (age 55- 
78 years)], and in 100 young (20-50 years) and 36 older (55- 
78 years) healthy control subjects. 

In normotensive uncomplicated Type i diabetic patients 
(n : 13), the plasma endothelin levels were not significantly dif- 
ferent from those of the age-matched control subjects. Micro- 
albuminuria ( > 30 gg/ml; n = 10) and concomitant retinopathy 
together with well-preserved kidney function were associated 
with significantly elevated endothelin levels in Type i diabetic 
patients as compared with their age-matched control subjects 
(1.6 + 0.3 vs 0.54 _+ 0.39 pg/ml, p < 0.05). 
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Our results show that endothelin levels increase with age in 
normal subjects (0.54_+0.39 pg/ml in the young vs 1.54_+ 
0.9 pg/ml in the elderly, p < 0.01), and as could be expected, nor- 
motensive, normoalbuminuric Type 2 diabetic patients (n = 28) 
show endothelin levels which are not statistically different from 
those of the control subjects. Type 2 diabetic patients with micro- 
albuminuria (n = 10), in contrast to their Type i counterparts, 
also have plasma endothelin levels which are comparable to 
those of control subjects. 

However, when macrovascular disease (n = 16) was con- 
sidered (peripheral and coronary artery diseases) in Type 2 
diabetic patients, the plasma endothelin levels were found to be 
significantly elevated as compared with those of 40 Type 2 
diabetic patients without vascular complications (1.56 + 0.6 vs 
2.3 + 0.9 pg/ml, p < 0.01) [4]. 

When retinopathy was investigated, the results continued to 
indicate that it is macrovascular disease which is inducing endo- 
thelin. Patients with retinopathy but without macrovascular dis- 
ease (n = 10 of 40, endothelin 1.43 + 0.4) had endothelin levels 
which were not significantly different from those of the control 
group (1.54 + 0.9 pg/ml). Patients with retinopathy and macro- 
vascular disease (n = 9 of 16) showed significantly elevated 
levels (2.5 +0.9 pg/ml, p < 0.01) [5]. 

Diabetes is an atherogenic polygenic disease. In Type i dia- 
betes there is a strong association between microalbuminuria and 
vascular disease [6]. This association is much less manifest in 
Type 2 diabetes, which itself is associated with the insulin-resis- 
tance syndrome [7] and also with the presence of other risk factors. 


