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CORRESPONDENCE

Too Much Alcohol
In the section on lifestyle modifications in type 2 dia-
betes, you mention, among others, that moderate 
amounts of alcohol are allowed (up to 15 g/day for 
women; up to 30 g/day for men). I think that these 
amounts are too high, for two reasons. On the one hand, 
the World Health Organization’s recommended 
amounts that are probably not detrimental to health are 
0.125 L of wine for women (equivalent to 12 g alcohol) 
and 0.2 L wine for men (equivalent to 20 g alcohol). 
This does, however, apply to the general population. In 
diabetes patients, the risk of developing polyneuro -
pathy is clearly increased. Alcohol is the second most 
important risk factor for this pathology, and the risk in 
diabetes patients who consume alcohol on a regular 
basis is therefore disproportionally increased. This also 
corresponds to my own experience, that diabetes pa-
tients who regularly consume alcohol develop poly-
neuropathies and diabetic foot more often than those 
who don’t. A further argument is the not insubstantial 
amount of “empty” calories, which is likely to get in the 
way of the recommended weight loss. For this reason I 
do not think that your recommendation is expedi-
ent—or do you have study results that confirm the 
 recommendation to be health promoting or at least not 
harmful? DOI: 10.3238/arztebl.2014.0432a
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General Practitioners Were Neglected
Without any further explanation, the three authors refer 
preferentially to the algorithm proposed by the German 
Diabetes Society (Deutsche Diabetes Gesellschaft, 
DDG). Patients with type 2 diabetes often present with 
complex symptoms, and most of them are treated by 
general practitioners. As an experienced GP I do not see 
any identifiable benefit in the equal status given in the 
article to the substance dapagliflozin; for this reason, 
this medication is not mentioned in the third therapeutic 
stage by the German College of General Practitioners 
and Family Physicians (Deutsche Gesellschaft für 
 Allgemeinmedizin und Familienmedizin, DEGAM) 

and the Drug Commission of the German Medical As-
sociation (Arzneimittelkommission der Ärzteschaft, 
AkdÄ).

The article can also be used for the purpose of collect-
ing CME points. It is of note that the selected authors 
are exclusively hospital clinicians and that none of the 
authors from the DEGAM diabetes working group was 
involved. Dapagliflozin should not be used in patients 
older than 75. On the other hand, the number of dia-
betes patients older than 80 is steadily rising. I would 
have wished for a differentiated reflection on the use of 
metformin in this age group, and not for quotes from 
the widely known prescribing information. The authors 
are likely to be well aware of the fact that in other Euro-
pean countries, the threshold for the glomerular fil-
tration rate is lower. As a GP who is active in continu-
ing medical education I will not recommend this 
 article. DOI: 10.3238/arztebl.2014.0432b
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Limited Prospects of Success
 Pfeiffer and Klein refer readers to the initial publi-
cations of the Look AHEAD Study (1, 2) and write: “In 
the Look AHEAD (Action for Health in Diabetes) trial, 
intensive lifestyle modification was tested against con-
ventional diabetes support and education in a group of 
5000 diabetic patients over a period of four years; in-
tensive training brought about a mean weight loss of 
4.5 kg compared with conventional training. The extent 
of weight loss was directly correlated with reductions 
in the HbA1c fraction (by 0.3–1%), triglyceride con-
centrations, and systolic and diastolic blood pressure, 
as well as with a rise in the HDL cholesterol level.” 

Unfortunately Pfeiffer and Klein do not explain what 
they mean by “intensive lifestyle modification.” From 
the original articles (1, 2), readers will find out that pa-
tients received weekly counseling in the first 6 months, 
and three times per month in the subsequent 6 months, 
in individual and group sessions, from dieticians, 
behav ioral counselors, and exercise specialists. In the 
following 3 years patients were seen at least once a 
month and additionally contacted by telephone or 
email. It is obvious that such an intervention strategy is 
completely removed from any reality of treatment.
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The benefit described by Pfeiffer and Klein is pro-
nounced only in the first year and then continuously 
tails off. At the end of the fourth year, the surrogates of 
the intervention group hardly differ from those in the 
control group.

The study was terminated prematurely after 9.6 
years (3) because in spite of intensive lifestyle modi -
fication, the rate of clinically relevant end points (car-
diovascular death, myocardial infarction, stroke, 
 admission to hospital for angina pectoris) was not 
 reduced.

This negative result does, of course, not mean that 
patients should not receive detailed advice. But the 
chances of success are limited. Doctors as well as pa-
tients should be aware of this in order to avoid being 
put under pressure. DOI: 10.3238/arztebl.2014.0432c
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Skepticism Is Unjustified
The skepticism expressed in the article with regard to 
sulfonylureas is unjustified. In a recent Cochrane meta-
analysis (1), second generation sulfonylureas had fewer 
cardiovascular side effects than metformin; mortality 
was the same. By comparison, the cited retrospective 
data provide low-level evidence. The article does not 
contain any concrete data on the adverse effects of 
 sulfonylureas. Weight gain as a side effect of these 
drugs is clinically not relevant: 1.3 kg in 2 years (2) and 
1.7 kg in 10 years (UKPDS).  Hypoglycemia caused by 
sulfonylureas is rare: about 0.5/patient/year, for 
example, for glimepiride+metformin (2). These cases 
of hypoglycemia are mostly mild and occur in the first 
three months after the start of the treatment, when 
HbA1c values in the sulfonylurea groups drop more 
 notably than in the comparator groups.

The authors write that treatment with DPP-4  inhibitors 
does not carry a risk of hypoglycemia. In combination 
with insulin or insulinotropic substances, however, the risk 
of hypoglycemia is increased by DPP-4 inhibitors, and if 
required the treatment has to be adjusted.

The evidence for the explained lifestyle interventions is 
low. An example: the lifestyle intervention in the Look 
AHEAD Study did not prevent cardiovascular end points.

With regard to GLP-1 analogues, no benefit has been 
found with regard to clinical end points. There have so 
far not been sufficiently large studies that really prove 
or exclude the risk of pancreatic cancer in patients 
being treated with GLP-1 analogues. The increase in 
spontaneous reports of pancreatic cancer cases under 
GLP-1 treatment remain a cause for concern. The in -
dication for this class of substances is altogether 
 extremely rare.

The benefits of intensified insulin treatment in 
 patients with type 2 diabetes that the authors propose 
are elusive. A randomized comparison of the different 
forms of insulin therapy did not show any significant 
differences; quality of life is rather reduced under 
 intensive treatment (3). DOI: 10.3238/arztebl.2014.0433a
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In Reply:
Our correspondents’ comments relate to individual 
therapeutic variants. It is worth re-stating that diabetol-
ogy has a substantial problem with evidence, or rather, 
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the lack thereof, because the effectiveness of blood glu-
cose lowering vis-à-vis mortality and complications 
has been confirmed to a very limited extent in appropri-
ate randomized prospective studies (1). The threshold 
above which raised blood glucose concentrations will 
trigger the complications that are typical for diabetes is 
unclear, and this is also the case for the question regard-
ing which individual factors may pose a particular risk. 
By contrast, high-level evidence supports the fact that 
therapy induced hypoglycemia constitutes a relevant 
risk factor (1). This is reflected in the “relaxed” recom-
mendations of the current guidelines, as we showed in 
our article. Metformin is recommended by all guide-
lines, although the evidence—from a small group 
treated with metformin in the UKPDS Study (3)—is 
weak (2). It was also in the UKPDS Study that mor -
tality was significantly raised for the combination of 
sulfonylureas with metformin (3); the national disease 
management guideline explicitly makes reference to 
this finding. 

With regard to sulfonylureas, our colleagues from 
DEGAM/AkdÄ focus only on the evidence that sup-
ports their argument. The risk of hypoglycemia and 
weight gain affects patients to very different degrees 
under treatment with sulfonylureas. The DPP-4 and 
SGLT-2 inhibitors are clearly superior in this respect, 
which is relevant for some patients and therefore has to 
be explained in a CME article. 

In the Look AHEAD Study, lifestyle did not affect 
cardiovascular end points, as Meyer reminds us. But 
the control group had displayed extremely healthy 
 behaviors and lost 4.5 kg, compared with 6 kg in the 
 intervention group—possibly thanks to the compre -
hensive press coverage—so that the weight difference 
was only 1.5 kg. Physical activity was evidently in-
creased only slightly—something that needs to be con-
sidered in clinical practice. However, one would hardly 
advise against healthy behavior—even if this might 
seem justified on the basis of evidence criteria alone. 
By contrast, dietary factors—the Mediterranean diet, to 
be more specific—were successful in significantly 
lowering cardiovascular mortality; this also applied to 
the 3700 diabetes patients in this randomized controlled 
study (4). According to subgroup analyses of the 
 ADVANCE and ONTARGET studies (5, 6), moderate 
consumption of alcohol, defined as up to 36 g/day, in 

diabetes patients resulted in a significant reduction in 
mortality and microvascular/macrovascular com -
plications; however, neuropathy was insufficiently 
evaluated. With our colleague Roth, we are looking 
 forward to study results that are imminently expected 
from Israel. DOI: 10.3238/arztebl.2014.0433b
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