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Analysis of prescription
patterns of hypertension
patients with coexisting
diabetes mellitus in a primary
care setting

U. VoBieck-Ostertun, J. Krappweis
and W. Kirch

Institute of Clinical Pharmacology,
Medical Faculty, Technical Univer-
sity, Dresden

Introduction: Hypertension of any
severity and concomitant diabetes
mellitus define the concerned patient
as “high-risk™ candidate for cardio-
and cerebrovascular events. Clini-
cally manifested diabetic nephro-
pathy increases this risk additionally.
Effective blood pressure control is
important to delay diabetic renal dis-
ease progression. Therefore, hyper-
tension societies stress the necessity
of intensified antihypertensive drug
treatment in diabetics. This in most
cases can only be achieved by combi-
nation of different substance classes.
Objective: To evaluate the pattern of
antihypertensive drug therapy in dia-
betics. Methods: Use of a prescription
database consisting of health insur-
ance files from a random sampling of
persons (n = 7490) belonging to a
large statutory health insurance orga-
nization during 1993 — 1994 with
complete sampling of the prescribed
drug details over one year foreach pa-
tient. Hypertension and diabetes
mellitus patients were identified by
ICD-10 codes originating from
claim-card diagnoses. Results: Out of
1694  hypertension patients on
antihypertensive therapy 546 patients
suffered from concurrent diabetes
mellitus. These patients received sig-
nificantly more different substance
classes than non-diabetics. Anti-
hypertensive monotherapy was given
much less in diabetics (31.9%) com-
pared to 49.4% in non-diabetics, ther-
apy with more than 2 different sub-
stance classes was much more fre-
quent with 36% vs. 19%. The pre-
ferred drug classes were calcium-
antagonists (61% vs. 50%) followed
by diuretics (40% vs. 24%) and ACE
inhibitors (34% vs. 25.7%). B-
blockers were prescribed much less to
diabetics, however, 51% of their pre-
scription consisted of non-selective
substances. Conclusion: Intensified
drug treatment was provided to hy-
pertensive patients with diabetes
mellitus. Calcium antagonists and

ACE inhibitors were drugs of first
choice possibly reflecting their bene-
ficial effect on diabetic nephropathy
and lack of effects on glucose and
lipid metabolism. The high propor-
tion of diuretics may be explained by
the intensified treatment in diabetics
and favorable synergistic effects in
combination with ACE inhibitors.

Drug treatment of
hypertension in general
practice — is prescribing
evidence-based?

A. Becker, R. Jablonka,

E. Hummers-Pradier, M.M. Kochen
and the participants of the V. general
practice research course 1999

German Society of General Prac-
tice/Family Medicine (DEGAM),
Freiburg

To assess general
practitioners’ adherence to evi-
dence-based treatment recommenda-
tions [Guidelines Subcommittee of
the World Health Organization-
International Society of Hypertension
(WHO-ISH) 1999, Joint National
Committee on Detection, Evaluation,
and Treatment of High Blood Pres-
sure 1997] concerning the pharmaco-
therapy of hypertension. Methods:
We performed a multicentre, retro-
spective cross-sectional study to ana-
lyze prescribing behavior in 14 gen-
eral practitioners attending the 1999
research workshop of the DEGAM
(German Society of General Prac-
tice/Family Medicine) in Frei-
burg/Germany. Doctors’ prescription
profiles were requested from one of
the biggest German health insurance
company (“AOK”) for all patients
who received antihypertensive drug
treatment from April — September
1998. GPs indicated patients’ comor-
bidities with regard to pharmaco-
therapy of hypertension and listed rel-
evant practice data on a standard
questionnaire. Results: Up to now we
analyzed 1983 prescriptions (1203
patients) from 11 GPs. The majority
of patients without any comorbidities
(n = 146) received diuretics (51%),
B-blockers (42%), ACE inhibitors
(35%) or calcium channel blockers
(27%). 242 patients receiving ACE
inhibitors (45%) did not have an ade-
quate indication (diabetes, heart fail-

ure, nephropathy or post MI). Sub-
group analysis identified 225 patients
suffering from depression or asthma
(30%), who were prescribed
B-blockers without evidence of car-
diovascular disease. 17% of elderly
patients (> 65 years) with uncompli-
cated hypertension, received ACE in-
hibitors, B-blockers or other
antihypertensive medication when di-
uretics (or calcium channel blockers)
would have been indicated. Conclu-
sion: The results of our study suggest
that there is still room for implement-
ing evidence-based recommenda-
tions for antihypertensive drug treat-
ment. After completion of data collec-
tion, interviews with all general prac-
titioners will be held to understand
discrepancies between doctors’ ac-
tion and evidence-based treatment
guidelines.
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HMG CoA reductase inhibitors
and cancer: a meta-analysis

L.M. Bjerre and J. LeLorier

Abteilung Allgemeinmedizin,
Georg-August-Universitit,
Gottingen

Background: Cardiovascular dis-
ease is the leading cause of death and
morbidity in the industrialized world.
Long-term treatment with statins
(HMG CoA reductase inhibitors) has
been shown to significantly reduce
the incidence of death and non-fatal
events from cardiovascular disease.
Although the short-term safety and
tolerability of statins is well estab-
lished, their long-term potential for
carcinogenicity is still debated. This
study was conducted to determine if
treatment with statins is safe with re-
spect to the incidence of fatal and
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non-fatal cancer, compared to treat-
ment with placebo. Methods: We per-
formed a systematic search in the
MEDLINE database (no language re-
strictions) between 1966 and March
1999 and selected all randomized
controlled trials of monotherapy with
a statin compared to a placebo with a
minimum treatment duration of 4
years and a total number of at least
1000 patients (treatment + placebo).
Information was extracted concern-
ing fatal and non-fatal cancers, subdi-
vided by type of cancer whenever
possible, and all-cause mortality. Re-
sults: Five studies were found which
fulfilled all inclusion criteria for a to-
tal of 30,817 patients. Because the
studies reported cancer outcomes dif-
ferently, 7 meta-analyses had to be
performed according to the outcomes
reported. The meta-analyses per-
formed and their estimates of absolute
risk difference between treatment and
placebo (95% confidence interval in
brackets) were as follows (negative
risks mean that treatment is better
than placebo): Non-fatal cancer: ex-
cluding non-melanoma skin cancer:
0.2% (-0.3%, 0.8%); including all
cancers: 0.0% (-0.8%, 0.8%). Fatal
cancer: excluding non-melanoma
skin cancer: —0.1% (-0.6%, 0.3%), in-
cluding all cancers: ~0.1% (-0.7%,
0.4%). Fatal and non-fatal cancer
combined: excluding non-melanoma
skin cancer: 0.0% (-0.6%, 0.6%), in-
cluding alt cancers: -0.1% (-1.1%,
0.8%). A meta-analysis of overall
mortality produced a combined esti-
mate of risk difference between treat-
ment and placebo of ~1.5% (-2.8%,
—-0.2%). Conclusion; Our meta-
analyses of large randomized trials
provide evidence that there is no asso-
ciation between the use of statins over
a period of five to six years and an in-
creased risk of cancer incidence or
death. They confirm previous find-
ings of a significant reduction in
all-cause mortality with statin treat-
ment, Fears concerning the carcino-
genic potential of statins used over a
S-year period seem to be unfounded.

New drugs ~ the two-fold
dilemma for doctors

1. Schubert, 1. Késter and L. von
Ferber

Primary Health Care Research
Group, University, Kéln

Since 1995 quite a number of new
— and therefore expensive — drugs
have been developed for diseases that
are often treated by General Practitio-
ners. When new agents come into the
market only little is known about the
therapeutic benefit compared to exist-
ing therapies. This situation produces
a two-fold dilemma for the doctors:
onthe one hand they lack independent
information to decide if any and
which of their patients may benefit
from the preseribing of the new drug.
On the other hand their caution to take
up newly developed drugs may be in-
terpreted as being mainly driven by fi-
nancial considerations. The aim of the
presentation is to show how this topic
was dealt with in pharmacothera-
peutic circles using prescription anal-
ysis (PTC). Database: Prescriptions
(11. quarter 1998) of 8 PTCs of the KV
Hessen (1 circle with 13 moderators
trained in pharmacology; 7 circles
with 100 GPs with high drug costs).
New drugs are defined as drugs
brought into the market between 1993
—1997 (i.e. 161 substances). Results:
Doctors vary in their attitude towards
the prescribing of new drugs: one
third of GPs initiated 55% of the pre-
scriptions with new drugs (1/3 25%,
and 1/3 20%). On an average, moder-
ators prescribed 12.4 packages ofnew
drugs per 100 drug recipients and par-
ticipants 15.9. Moderators and partic-
ipants differ as well in their attitude
towards the prescribing of SSRI for
patients older than 60 years where the
therapeutic benefit is discussed con-
troversially (moderators: 6%, partici-
pants: 15%). Non-peptide angioten-
sin 1l receptor  antagonists
(CO9CA/DA) are classified as drug of
“reserve”. The moderator issued
7.2% of the renin angiotensin system
drugs (C09) for new and 11.5% for all
non-peptide angiotensin II receptor
antagonist compared to 11.2% (re-
spectively 14.5%} of the participants.
Conclusion: Moderators are more
cautious in prescribing new drugs
when they turn up on the market. The
prescribing of new drugs represents a
refevant topic for PTCs in order to ex-
change information, to develop deci-

sion strategies and to reduce the
imbalanced situation of information.

Can prescribing in general
practice be changed by quality
circles?

P. Kaufmann-Kolle, J. Szecsenyi,
B. Broge and E. Andres

AQUA Institut flir angewandte
Qualitétsférderung und Forschung
im Gesundheitswesen GmbH,
Géttingen

Aims and objectives: In Germany
more than 70,000 medications are on
the market and prescribing in general
practice results in refative high costs.
The aim of this study was to demon-
strate how prescribing patterns of
general practitioners (GPs) could be
changed in terms of cost and quality
by participation in a quality circle.
Methods: 90 GPs from 97 urban and
rural practices of the Magdeburg arca
volunteered to participate in 11 qual-
ity circle sessions of 21/2 hours each.
The discussions were based on a de-
tailed analysis of all prescriptions is-
sued by each practice during a
three-month period for the patients in-
sured by a major health insurance
company (AOK), and background in-
formation about the topics discussed.
A group of 87 randomly selected
practices from the same region was
used as a control without intervention
showing the same mean value of pa-
tients per practice and nearly the same
amount of females. However, in the
control group the average age of pa-
tients with medications was 2.5 years
under the age of the intervention
group. Results: After the intervention
costs of medication per patient de-
creased by 0.8% from the second
quarter of 1996 (DM 206,57) com-
pared with the second quarter of 1998
(DM 204,87). In the control group
costs increased from DM 174,60
(11/96) to DM 183,30 (11/98) by 5.0%.
The increase in the control group was
comparable to the national figures
about costs for medication over the
two-year period observed. The num-
ber of medications prescribed per pa-
tient decreased by 13.5% in the inter-
vention group and by 9.3% in the con-
trol group. An analysis of the drugs
prescribed showed that on the one
hand there was a general tendency to
prescribe modern drug combinations
for example in the treatment of peptic
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ulcer. On the other hand there was a
substantial decrease of prescriptions
issued for drugs which have question-
able effects. Results from a second
trial with 258 practices are currently
under analysis. Conclusions: Quality
circles based on an analysis of pre-
scriptions are effective in terms of
cost and quality.

Drug utilization research on
the basis of a longitudinal
patient database

D. Schrdder-Bernhardi and
G. Dietlein

IMS HEALTH, Frankfurt/Main

For an effective subject- and ob-
ject-orientated drug utilization re-
search IMS HEALTH owns two med-
ical databases, MediPlus and DTI,
which provide the opportunity to in-
vestigate long-term continuous pa-
tient care and total practice treatment
behavior. MediPlus is a database with
an anonymous access to a representa-
tive panel of doctors and patients
within the Federal Republic of Ger-
many. In total, more than 900 medical
practices including more than 5 mil-
lion patients and over 75 million pre-
scriptions can be analyzed in a cross
and/or longitudinal section. The lon-
gest time period per patient is more
than 10 years (7/89 —9/99). On princi-
ple, nearly all medical consultations
of the patients of selected medical
practices are available within defined
time periods. The diagnosis- and ther-
apy index (DTI) records and docu-
ments data of estimated 15 million
acutely hospitalized patients per year
in hospitals with more than 50 beds.
The DTI reflects as completely as
possible any events in the hospital
from the day of reception until the day
of discharge. In this lecture we will
point out the following topics and re-
sults: effect of hospitals on the pre-
scription behavior of practitioners,
observation of dose schedules, evalu-
ation of guidelines, i.e. eradication of
Helicobacter pylori, and growth po-
tential of medical consumption arti-
cles in practices.
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Usage-trends of ASA drugs in
Germany 1984 — 1999 — Data of
the National Health Surveys of
the GCP and the Federal
Health-Survey

H.-U. Melchert, H. Knopf and E.
Pabel

Robert Koch-Institut, Berlin

Background: It can been observed

that during the past years the usage of
ASA drugs has been rising continu-
ously in Germany due to drug effects
discussed in a general public setting
and general conditions within the
health care system. At the same time
reports concerning ADRs of ASA
drugs also have appeared. QObjectives:
Because ASA drugs belong to the
group of OTC drugs we tried to get re-
liable consumption data from
pharmacoepidemiological  surveys
done with representative population
samples. Method: Within five popula-
tion-representative surveys done for
the inhabitants aged 25 — 69 years ~
25,000 study participants were medi-
cally examined and subject to a
standardized interview concerning
the drugs used during the last seven
days before the examination. Mea-
surement of pharmacologically active
substances in serum samples of the
study participants like salicylic acid,
caffeine, benzodiazepines, cardiac
glycosides and others enabled us to
verify the information gained from
the questionnaire, Clinical chemistry,
physiological and sociodemographic
data completed the survey. Resulis:
The usage of ASA drugs has risen
continuously since 1984 especially
for the indication of platelet inhibi-
tion. While the serum concentration
of salicylic acid remained relatively
constant with the indication of anal-
gesic use (mean value 0.02 mg sali-
cylic acid/dl) the serum concentration
changed from 0.96 mg salicylic
acid/dlin 1984/86 to 0.08 mgsalicylic
acid/dl in 1999 (mean values). Con-
clusion: The steadily rising usage of
ASA drugs, especially with the indi-
cation platelet inhibition, should alert
doctors to have a keen look at the pos-
sible adverse drug reactions of ASA
drugs. This is a prerequisite to prevent
ASA-induced asthma and/or gastro-
intestinal complications.

The effect of short-term
self-medication with NSAIDs
on relative risk estimates of
NSAID-induced Gl bleeding
derived from database studies

Ch. Lier and J.-P. Collet
Hildesheim

Background: It is well known that
NSAIDs increase the risk for gastro-
intestinal complications; however,
the magnitude of the reported relative
risks varies markedly. An important
source of variation in database studies
may be missing information on self-
medication. Objectives: The purpose
of the present study was to determine
the degree of self-medication and its
consequences for the study of GI
bleeding due to NSAIDs when data
comes from a prescription database.
Methods: Results from three German
national health surveys (1984 — 1991)
assessing seven days prescribed as
well as self-medication exposure to
all NSAIDs including acetyl salicylic
acid usage were applied to the results
of a database study to calculate the
relative risk estimates (RR) that
would have been obtained had self-
medication been documented in this
study. Results: Self-medication ac-
counts for 47% of all NSAID expo-
sure in the German survey. ASA con-
sumption is responsible for 69% of all
NSAID consumption, and was taken
as self-medication by 64.2% of the re-
spondents. Non-differential exposure
misclassification led to slight under-
estimation of the RR which varied
from 5.1 to 4.1. Slight differential ex-
posure misclassification, on the other
hand, led to important changes in RR
estimates. Conclusion: In database
studies, the rate of NSAID exposure is
underestimated by 50%.; this impor-
tant non-differential misclassificat-
ion, however, has little effect on the
estimated OR. However, great atten-
tion should always be given to factors
that might affect drug use differen-
tially.

Laxative use in Germany

E. Bronder and A. Klimpe!

Institut filr Nieren- und

Hochdruckforschung (INHF), Berlin
Introduction: Laxative drugs play

an important role in the self-medi~




