Medicintilskudsnavnet har modtaget 5 hgringssvar til deres indstilling vedr. fremtidig
tilskudsstatus for leegemidler til behandling af benign prostatahyperplasi

Vi har modtaget hgringssvar fra fglgende interessenter:

Dansk Selskab for Almen Medicin
Dansk Selskab for Geriatri

Dansk Urologisk Selskab
Medicinradet

Sundhedsstyrelsen

Medicintilskudsnaevnet, 21. August 2018.



dsam)

Dansk Selskab for Almen Medicin

Medicintilskudsnaevnet

15. maj 2018

Forslag til tilskudsstatus for leegemidler til behandling af benign prostata-
hyperplasi

Dansk Selskab for Almen Medicin takker for muligheden for at kommentere pa oven-
nzavnte forslag.

Vi kan dog meddele, at vi ikke har bemaerkninger til det fremsendte.

Formand, Dansk Selskab for Almen Medicin

Stockholmsgade 55, st.
2100 Kgbenhavn @

T: 7070 7431
dsam@dsam.dk
www.dsam.dk



mailto:dsam@dsam.dk

Diana Ina Lauritzen

Fra:
Sendt:
Til:
Emne:

Kategorier:

Med venlig hilsen

Charlotte Hansen
Kontorfuldmaegtig

T (dir) +45 44 88 91 94
ch@dkma.dk

Leegemiddelstyrelsen

Medicintilskud

18. juni 2018 08:07

Diana Ina Lauritzen

VS: Medicintilskudsnaevnets forslag til tilskudsstatus for leegemidler til behandling
af benign prostatahyperplasi

GoPro Opis: Gemt under sagstype: 2017040865 - Revurdering - Benign
prostatahyperplasi - MTN - Aben

Enhed for apoteker og medicintilskud

T +45 44 88 96 96
dkma@dkma.dk

Fra: Lotte Sejr Kirring [mailto:lotte.sejr@kirring.com]

Sendt: 16. juni 2018 13:13

Til: medicintilskudsnaevnet <medicintilskudsnaevnet@dkma.dk>
Emne: Medicintilskudsnaevnets forslag til tilskudsstatus for leegemidler til behandling af benign prostatahyperplasi

Til medicintilskudsnaevnet

Dansk Selskab for Geriatri synes det ser fornuftigt ud, ikke yderligere kommentarer.

Mvh Lotte Kirring, sekretaer DSG



Diana Ina Lauritzen

Fra: Mikkel Fode <mikkelfode@gmail.com>

Sendt: 4. juli 2018 20:59

Til: medicintilskudsnaevnet

Cc: Diana Ina Lauritzen; Sgnksen; Susanne Buur

Emne: Hgringssvar vdr. la&egemidler til behandling af benign prostatahyperplasi
Vedhaftede filer: ijcp0062-1547 .pdf

Til Medicintilskudsn&vnet,

Vi har 1 Dansk Urologisk Selskabs bestyrelse lest Medicintilskudsn@vnets forslag til revurdering af
leegemidler til behandling af benign prostatahyperplasi med interesse. Vi er fra bestyrelsens side enige i at
tilskuddet til Terazosin rimeligvis kan fjernes, da der ikke er terapeutiske fordele ved dette praeparat frem
for de andre alfa-blokkere. Derimod mener vi ikke det er hensigtsmassigt at fjerne tilskuddet til tamsulosin
pga. den ggede risiko for floppy Iris Syndrom ved kataraktoperationer. Der er - trods alt - tale om en sjelden
komplikation, hvor risikoen kan neds@ttes opmeerksomhed hos kirurgen og muligvis ved pausering af
medikamentet. Desuden kan man ved individuel vurdering af patienter undlade at udskrive tamsulosin hos
mend der har udsigt til en gjenoperation. Pa den anden side er risikoen for svimmelhed og udvikling af
hypotension formentlig mindre ved brug af tamsulosin end ved brug af alfuzocin (se vedh&ftede reference).
Det betyder at tamsulosin kan vare en mere passende behandling til nogle patienter, specielt &ldre mand
der i forvejen dgjer med svimmelhed eller som far andre blodtrykssenkende medikamenter. Derfor vil det
vare uhensigtsmassigt at skabe et gkonomisk incitament for at fravelge tamsulosin. I den forbindelse skal
det understreges at tamsulosin i dag findes som kopipraparat hvorfor der ikke er prisforskel mellem dette og
alfuzocin. I forhold til de n&evnte kombinationspraeperater indeholdende tamsulosin har vi i Dansk
Urologisk Selskab ikke kendskab til dokumenterede fordele i forhold til behandling med de enkelte -
billigere - l&gemidler. Derfor giver det umiddelbart god mening at fjerne tilskuddet til disse
kombinationspraparater.

Interessekonflikter
DUS bestyrelsesmedlem, Mikkel Fode, sidder i advisory board for Astellas Pharma og har skrive- samt
foredragsopgaver for firmaet. Der er ikke yderligere mulige interessekonflikter.

Pa vegne af Dansk Urologisk Selskab,

Mikkel Fode

Mikkel Fode, M.D., PhD, FECSM

Department of Urology, Herlev and Gentofte Hospital



META-ANALYSIS

A meta-analysis of the vascular-related safety profile
and efficacy of a-adrenergic blockers for symptoms
related to benign prostatic hyperplasia

J. C. Nickel," S. Sander, T. D. Moon®

OnlineOpen: This article is available free online at www.blackwell-synergy.com

SUMMARY

Objectives: To evaluate the safety profile and efficacy of a1-adrenergic receptor
blockers (A1Bs) currently prescribed for benign prostatic hyperplasia (BPH). Data
sources: A systematic literature search of MEDLINE, the Cochrane Database and
the Food and Drug Administration Web site through December 2006 identified
double-blinded, prospective, placebo-controlled trials, evaluating agents commer-
cially available by prescription for the symptomatic treatment of BPH. Review
methods: Data were reviewed by two investigators with the use of a standardised
data abstraction form. Studies were evaluated for methodological quality using the
Jadad scale. Studies with a score of < 3 were considered of weaker methodology.
Results: Of 2389 potential citations, 25 were usable for evaluation of safety data,
26 for efficacy. A1B use was associated with a statistically significant increase in
the odds of developing a vascular-related event [odds ratio (OR) 2.54; 95% confi-
dence interval (Cl): 2.00-3.24; p < 0.0001]. The odds of developing a vascular-
related adverse event were: alfuzosin, OR 1.66, 95% Cl: 1.17-2.36; terazosin, OR
3.71, 95% Cl: 2.48-5.53; doxazosin, OR 3.32, 95% Cl: 2.10-5.23 and tamsulo-
sin, OR 1.42, 95% Cl: 0.99-2.05. A1Bs increased Qpax by 1.32 ml/min (95% CI:
1.07-1.57) compared with placebo. Difference from placebo in American Urologi-
cal Association symptom index/International Prostate Symptom Score was —1.92
points (95% Cl: —2.71 to —1.14). Conclusions: Alfuzosin, terazosin and doxazo-
sin showed a statistically significant increased risk of developing vascular-related
events compared with placebo. Tamsulosin showed a numerical increase that was
not statistically significant. All agents significantly improved Qpa and symptom
signs compared with placebo.

What's known

The four most frequently prescribed oi1-adrenergic
receptor blockers (A1Bs) (alfuzosin, terazosin,
doxazosin including the GITS formulation and
tamsulosin) are all effective in relieving the
symptoms of benign prostatic hyperplasia (BPH).
However, it is also known that these four agents
vary in their subtype selectivity and are associated
with differing side effect profiles. Meta-analysis to
determine the safety-related adverse event profile
of the A1Bs has been performed in the past, but
newer treatment practices and new formulations of
older agents may invalidate these prior analyses.

What's new

This meta-analysis shows that the A1Bs alfuzosin,
terazosin, doxazosin and doxazosin GITS statistically
significantly increased the risk of developing
vascular-related adverse events compared with
placebo. Tamsulosin, an A1B with subtype
selectivity to the a-14 and a-1p, showed a
numerical increase in risk that was not statistically
significant compared with placebo. All agents
significantly improved Qqax and symptom score
compared with placebo.

Introduction

Benign prostatic hyperplasia (BPH) is a highly preva-
lent disorder that affects approximately 50% of men
aged 65 years and older and is associated with lower
urinary tract symptoms (LUTS) (1). The cluster of
BPH-related LUTS, which include nocturia, fre-
quency, urgency, hesitancy, intermittency and incom-
plete emptying, can negatively impact health-related
quality of life (2,3). BPH can also lead to more seri-
ous complications, such as acute urinary retention,
urinary tract infections, long-term renal insufficiency,
and haematuria (4). The initial assessment of
BPH/LUTS involves symptom assessment which
ideally includes administration of the seven-item
American Urological Association symptom index
(AUA-SI), which evaluates the presence and severity
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of the main components of LUTS (2). These seven
questions have been internationally adopted, with
the addition of an eighth question related to bother,
as the International Prostate Symptom Score
(IPSS) (2).

The AUA recommends ol-adrenergic receptor
blockers (A1Bs) as safe and efficacious pharmaco-
logic treatment options for patients suffering from
BPH (2). A1Bs block the adrenergic receptors, which
are abundant in the smooth muscle of the prostate
and bladder, produces a reduction in smooth muscle
tone (5). Of the three A1B subtypes (als, alg and
alp), al, is seen as the primary regulator of smooth
muscle tone in the bladder neck and prostate (6,7).
In contrast, the alg subtype regulates blood pressure
via arterial smooth muscle relaxation, while the alp
subtype is associated with contraction of the bladder
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muscle as well as sacral spinal cord innervation
(6-8).

The four most frequently prescribed A1Bs — teraz-
osin, doxazosin [also available as doxazosin gastroin-
testinal therapeutic system (GITS)], alfuzosin and
tamsulosin — vary in their subtype selectivity and are
associated with differing side effect profiles (2).
Because a-blockers cause vasodilation, vascular-
related adverse events take the form of dizziness, pre-
syncope or syncope. These symptoms can be life
threatening, particularly in an older patient popula-
tion. Terazosin and doxazosin, originally developed
as antihypertensive drugs, are non-subtype-selective
AlBs, and both are associated with a larger number
of vasodilatory side effects than either tamsulosin or
alfuzosin (9-12). Both terazosin and doxazosin
require titration in order to reduce the risk of vasod-
ilatory side effects. While alfuzosin is also a non-sub-
type-selective A1B, it is considered uroselective; it is
associated with fewer vasodilatory adverse events and
does not require titration (13-15). Tamsulosin differs
from the other A1Bs in that it is selective for the ol
and alp subtypes (16). Tamsulosin is associated with
a low incidence of vasodilatory side effects and does
not require titration (17,18).

The present meta-analysis was conducted to assess
vascular-related adverse events and efficacy among
four available A1Bs used to treat BPH/LUTS.
Because vascular-related adverse events constitute the
only category of BPH treatment-related adverse
events that have the potential to be life threatening,
this study focuses on these events. Although meta-
analyses of this nature have been done in the past,
such studies may no longer accurately account for
current BPH treatment practices. The recent develop-
ment of newer dosing formulations (including
extended-release formulations) of the available BPH
medications may provide superior safety compared
with the earlier selection of formulations, and while
earlier studies analyzed each respective compound
taken as a whole (i.e. without regard to differences
between formulations), this study evaluates only the
specific formulation and doses of each BPH medica-
tion currently used.

Methods
Study Selection

Studies evaluated in this meta-analysis were derived
from a literature search of MEDLINE from 1966
through December 2006, the Cochrane Database, and
the Food and Drug Administration (FDA) web site.
An optimally sensitive search strategy was employed
to identify randomised trials (19). Additionally, a
manual search of references from identified clinical

trials and review articles, as well as relevant presenta-
tions pertaining to BPH, were performed. Key words
included ‘benign prostatic hyperplasia’, ‘BPH’,
‘alpha-1 adrenergic receptor antagonist’, ‘terazosin’,
‘doxazosin’, ‘tamsulosin’, ‘alfuzosin’, ‘safety’, ‘adverse
event’ and ‘efficacy’. All searches were limited to
clinical trials in human subjects and reports pub-
lished in English. Inclusion criteria for studies in this
analysis required that they be double-blinded, pro-
spective, placebo-controlled trials evaluating agents
commercially available by prescription for the symp-
tomatic treatment of BPH. Trials that were per-
formed with immediate-release alfuzosin were
excluded, as that formulation is not available. Alfuz-
osin trials were limited to those that use the current
controlled-release formulation. Included trials also
had to evaluate one of the meta-analysis outcome
measures described below.

Outcome measures

The primary outcome measure was the odds of expe-
riencing a vascular-related adverse event among
A1Bs, defined as the occurrence of one of the follow-
ing: dizziness, hypotension or syncope. Other out-
comes included: (i) adverse events potentially related
to the effect of AlBs on peripheral vasculature
including asthenia, fatigue and headache, (ii) efficacy
of A1Bs based on change from baseline of maximum
urinary flow rate (Qpn.x) and change from baseline of
AUA-SI or IPSS. Only those events reported in the
trials as adverse events, and not actively sought after,
were evaluated (e.g. patients who met a predeter-
mined change in systolic blood pressure upon stand-
ing were not considered for this analysis as having
hypotension, whereas patients who reported hypo-
tension outside the physician’s office were).

Validity assessment and data abstraction

All data were reviewed by two investigators with the
use of a standardised data abstraction form. The
included studies were evaluated for methodological
quality using the Jadad scale (20). Studies with a
score of < 3 were considered of weaker methodology.
For each study, the following data were collected:
authorship, year of publication, mean age, length of
treatment, entry criteria, prostate size, average dose,
appropriate use of randomisation, random allocation
concealment, masking of treatment allocation and
blinding, sample size, total per cent of patients dis-
continued, per cent of patients withdrawn because of
adverse event, specific A1Bs and dose, type of adverse
event and raw incidence data or odds ratio (OR) and
95% confidence interval (CI), change in IPSS/AUA
and Qua.x and weighted mean difference (WMD)
from placebo.

© 2008 The Authors
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Statistical analysis

For the safety evaluation, outcome measures were
dichotomous and expressed in terms of pooled OR
relative to placebo with accompanying 95% Cls.
Analysis of A1B safety and efficacy was based on the
intention-to-treat population for each given trial.
Analyses were conducted using StatsDirect statistical
software version 2.4.5 (Stats-Direct Ltd, Cheshire,
UK) using random-effects model (DerSimonian and
Laird methodology). p < 0.05 was considered statisti-
cally significant. Statistical heterogeneity of the pri-
mary end-point was measured using the Cochrane’s
Q statistic (p < 0.1 was considered to represent het-
erogeneity).

To establish the effect of clinical heterogeneity
between studies on our meta-analysis’ conclusions,
subgroup analysis was conducted. As the effect of
A1Bs may vary, the impact of individual A1B use on
the odds of developing a vascular-related adverse
event was evaluated.

For the efficacy evaluation, change in Q. and
change in symptom scores were expressed as WMD
from baseline with accompanying 95% Cls. Changes
from baseline were compared between treatment and
placebo and expressed as the difference (treat-
ment — control) of the changes (baseline — follow-
up) in these mean values. In studies in which the
variance of changes was not reported directly, vari-
ances were calculated from CIs, t-statistics, p-values
or individual variances for intervention and control
groups (parallel trials). For trials in which variance
of paired differences was reported separately for each
group, a pooled variance for net change was calcu-
lated by standard methods. When the variance for
paired differences was not reported, it was calculated
from variances at baseline and at the end of follow-
up. A correlation coefficient of 0.5 between initial
and final values was assumed (21). Additionally,
equal variances were assumed during the trial and
between intervention and control groups.

Studies evaluating tamsulosin used a dose of
0.4 mg, and studies evaluating alfuzosin used a dose
of 10 mg daily. The evaluated doses for doxazosin
ranged from 2-8 mg/day, for doxazosin GITS from
4 to 8 mg/day, and for terazosin from 1 to
10 mg/day. Patients on terazosin or doxazosin were
either titrated based on response or randomly
assigned a predetermined fixed dose.

Publication bias was assessed using several meth-
ods. Visual inspection of a funnel plot for vascular-
related end-points was performed. A funnel plot pro-
vides a visual representation of each study included
in the meta-analysis plotted by its effect size on the
horizontal axis and variance on the vertical axis.

© 2008 The Authors
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When publication bias is not present, the funnel plot
resembles an inverted funnel, with less precise studies
having greater variance scattered at the bottom to
either side of the more precise studies. If publication
bias is present in a meta-analysis, the plot does not
appear as an inverted, symmetrical funnel. The Eg-
ger’s weighted regression method was also used to
assess publication bias (p < 0.05 was considered rep-
resentative of statistically significant publication bias)
(22).

Results

Study characteristics

Our initial search yielded 2389 potential citations, of
which 2360 were excluded for reasons presented in
Figure 1. Table 1 provides an overview of the com-
posite baseline characteristics of all trials included in
the meta-analyses, including entry criteria, treatment
dosages, discontinuation rates and Jadad scores
(9-11,17,18,23-45). With regard to entry criteria,
there was an overall similarity between A1B trials.
Patient enrolment for A1B trials ranged from 30 to
1053 patients, and the mean age ranged from 58 to
68 years. A total of 25 studies evaluated safety data
and 26 studies reported efficacy data among AlBs.
The studies evaluated alfuzosin (n = 4), tamsulosin
(n = 8), terazosin (n = 7), doxazosin GITS (n = 2)
and doxazosin (n = 8). The treatment duration of
the A1B trials most commonly ranged from 4 to
24 weeks, although several trials lasted 1 or 2 years
and in one case lasted for 4.5 years.

Quantitative data synthesis

Safety

Figure 2 presents ORs and 95% ClIs for each trial
and the overall combined primary end-point of the
vascular-related adverse event. A1Bs were associated
with a statistically significant increase in the odds of
developing a vascular-related adverse event relative
to placebo. (OR 2.54; 95% CL  2.00-3.23;
p < 0.0001). Heterogeneity could not be ruled out
through Cochrane’s Q statistic (p = 0.011). Publica-
tion bias was not evident with review of the funnel
plot (Figure 3) or Egger’s weighted regression
(p = 0.63).

Subgroup analysis was conducted, and the results
are depicted in Figure 4 and Table 2. When AlBs
were evaluated individually, differences in vascular-
related adverse events were observed. There was a
significantly higher odds of developing the primary
composite end-point relative to placebo for alfuzosin
(p = 0.005), terazosin (p < 0.0001), doxazosin

Journal compilation © 2008 Blackwell Publishing Ltd Int J Clin Pract, October 2008, 62, 10, 1547-1559
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2389 Citations identified and
screened

67 Abstracts retrieved for detailed
evaluation

2322 Citations excluded
1275 Not controlled clinical trial
375 Not published in English
576 No usable end point
76 Evaluated 5-alpha reductase inhibitors
20 Not human studies

35 Abstracts excluded
20 No usable end point
15 Evaluated 5-alpha reductase inhibitors

32 Full-text articles retrieved for

review

3 Articles excluded
2 Not double-blinded trial
1 Not placebo-controlled trial

29 Studies included

Reported alfuzosin
Reported tamsulosin
Reported terazosin
Reported doxazosin GITS
Reported doxazosin

0NN

Figure 1 Flow chart for study selection

(p < 0.0001) and doxazosin GITS (p < 0.0001). The
odds of developing a vascular event was higher with
tamsulosin relative to placebo, but the difference was
not statistically significant (p = 0.053). Statistical het-
erogeneity was not present for alfuzosin, terazosin
and tamsulosin (Q-statistic p >0.1); however, statisti-
cal heterogeneity could not be ruled out for doxazo-
sin (Q-statistic p = 0.039).

Efficacy

Qmax for all AIBs improved by 1.32 ml/min (95%
CL: 1.07-1.57; p < 0.0001). The WMD in AUA-
SI/IPSS for all AlBs was —1.92 points (95% CI,
—2.71 to —1.14); p < 0.0001). Individual differences
from placebo in efficacy are reported in Table 3, and
individual A1B results for Q.. are presented in
Figure 5.

Discussion

The present meta-analysis of AlBs in the treatment
of BPH and its related symptoms is, to our
knowledge, the most complete of its kind to date.
The results demonstrate that the use of AlBs in
BPH treatment confers an added risk of vascular-
related adverse events compared with placebo. The
exception to this finding was that tamsulosin,
although associated with a trend toward greater
odds of experiencing a vascular-related adverse
event, was not statistically significantly different
from placebo.

The occurrence of vasodilatory side effects among
patients using A1Bs for the treatment of BPH/LUTS
may be related to the specific selectivity profile for
o-adrenergic receptor subtypes of each individual
agent (8). Of the three known o-adrenergic receptors
— alu, olg and alp—al, is predominant in the pros-
tate, while the alp subtype is localised in the periph-
eral vasculature, and the alp-receptor subtype is
expressed in the bladder and spinal cord (6-8). Ter-
azosin and doxazosin are long-acting, non-subtype-
selective A1Bs, both of which were initially developed
and marketed as antihypertensive agents. This non-
selectivity and propensity to induce vascular-related
effects has been demonstrated, in that both drugs,
when used at therapeutic levels, are associated with
an increased risk for hypotension and dizziness
(9,12,38). Indeed, the results of this meta-analysis
reflect the heightened odds for experiencing both of
these side effects, as well as increased risk for vascu-
lar-related side effects overall, with terazosin and
doxazosin treatment. Doxazosin GITS is a controlled
release formulation of doxazosin that reduces the
peak-to-trough ratio minimising the need for titra-
tion (40). Nevertheless, the odds of experiencing a
vascular event are similar to those of non-subtype-
selective A1Bs. Alfuzosin is also non-subtype-selec-
tive. This may account for the observed increase in
the odds for an adverse vascular event with alfuzosin
treatment (7,8). Tamsulosin is much more selective
at al, and alp receptors than at olg receptors (46).
Tamsulosin’s low risk of vasodilatory effects, as

© 2008 The Authors
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Figure 2 The effect of al-adrenergic receptor blockers on vascular-related adverse events. Sizes of the data markers are
indicative of the relative weight of each study. The bar is representative of the 95% confidence interval
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Figure 3 Funnel plot of safety analysis of al-adrenergic
receptor. Plots represent 25 studies evaluating vascular-
related event among ol-adrenergic receptor blockers

observed in the results of this meta-analysis, is likely
the result of its subtype receptor selectivity. It is
most likely because of these pharmacological differ-

ences of agents that statistical heterogeneity among
trials could not be ruled out for any agent for the
primary end-point. Upon subgroup analyses of trials
of individual agents, however, statistical heterogene-
ity was not present for any agent except doxazosin.
While the safety aspect of this meta-analysis is lim-
ited to vascular-related adverse events because of
their potentially life-threatening effects, it should be
noted that AlBs are associated with other kinds of
adverse events, including those related to sexual
function. This adverse event may be a significant dif-
ferentiating factor that physicians use to determine
which Al1B treatment is optimal, particularly for
younger sexually active men with BPH. Tamsulosin
and terazosin are both associated with low but statis-
tically significant increases in risk for abnormal ejac-
ulation compared with placebo (11,47,48). Most
studies of alfuzosin have observed no significant
increase in risk of ejaculation disorder, although one
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Figure 4 Odds of developing a vascular-related adverse event while on specific al-adrenergic receptor blockers. Sizes of

the data markers are indicative of the relative weight of each study. The bar is representative of the 95% confidence

interval

comparative study of tamsulosin and alfuzosin found
no significant difference between the two agents for
risk of abnormal ejaculation (47-49).

In terms of treatment efficacy for BPH/LUTS,
this meta-analysis found no differences in improv-
ing Qumax and AUA-SI/IPSS symptom scores among
the different A1Bs compared with placebo. These
results are consistent with earlier meta-analyses
produced by the AUA Practice Guidelines Commit-
tee as well as by Djavan and Marberger (2,50).
Taking this into consideration, the preference

© 2008 The Authors

between A1Bs for the treatment of BPH/LUTS will
be necessarily contingent, at least in part, upon the
differing side effect profiles. This is particularly the
case for vascular-related side effects, as BPH/LUTS
disproportionately affects elderly patients who may
be more susceptible than younger patients to such
adverse events. Kaplan and Neutel underscored this
point in a recent publication, in which they rec-
ommended that clinicians keep themselves knowl-
edgeable about the latest clinical evidence for
differential risk of vasodilatory side effects between

Journal compilation © 2008 Blackwell Publishing Ltd Int J Clin Pract, October 2008, 62, 10, 1547-1559
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Figure 5 Weighted mean difference of al-adrenergic receptor blockers in maximum urinary flow rate from placebo

the available A1Bs (51). They noted that the use
of an A1B with the lowest risk of vascular-related
adverse events is advisable for symptomatic older
patients in order to ensure safe and effective
BPH/LUTS treatment and to improve patient out-
comes (51).

A common limitation in undertaking meta-analy-
ses is the issue of publication bias, in which clinical
trials with statistically significant results are published
and those with undesirable results frequently are not
(52). In conducting the present meta-analysis, an
attempt was made to avoid publication bias by seek-
ing out and including clinical trial data that have not
been previously published in peer-reviewed journals
(e.g. data from the FDA web site). Accordingly, pub-
lication bias was not present through visual inspec-
tion of the funnel plot or through Egger’s weighted
regression. Lastly, this meta-analysis could not rule

© 2008 The Authors

out heterogeneity through Cochrane’s Q-statistic.
However, upon further assessment with subgroup
analyses of trials of individual agents, statistical het-
erogeneity was not present for any agent except dox-
azosin.

Conclusions

The present meta-analysis sought to evaluate the
safety profile and efficacy of available pharmacologic
agents for BPH and its related symptoms. Alfuzosin,
terazosin, and doxazosin, and doxazosin GITS
showed a statistically significant increased risk of
developing vascular-related events compared with
placebo, whereas tamsulosin showed a numerical
increase that was not statistically significant. All
agents significantly improved Q.. and symptom
score compared with placebo.

Journal compilation © 2008 Blackwell Publishing Ltd Int J Clin Pract, October 2008, 62, 10, 1547-1559
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Jeg kan hermed oplyse, at Medicinradet ikke har bemaerkninger til forslag til tilskudsstatus for lsegemidler til
behandling af benign prostatahyperplasi.
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Kzaere Danmarks Apotekerforening, Leegeforeningen, Medicinrddet, PLO, FAPS og
Sundhedsstyrelsen

Vi er i gang med at revurdere tilskudsstatus for laegemidler til behandling af benign prostatahyperplasi
og har nu feerdiggjort et forslag til indstilling. Forslaget kan laeses pa Laagemiddelstyrelsens
hjemmeside: https://laegemiddelstyrelsen.dk/da/nyheder/2018/hoering-over-forslag-til-
tilskudsstatus-for-medicin-mod-forstoerret-prostata/
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Med dette forslag anbefaler vi, at det generelle tilskud til tamsulosin og terazosin bortfalder. Dette
skyldes, den vaesentligt forhgjede risiko for udvikling af Floppy Iris Syndrom i forbindelse med
karterakt operation og behandling med tamsulosin sammenlignet med tilsvarende al-antagonister.
Terazosin er vaesentligt dyrere end gvrige ligeveerdige al-antagonister.

Vi anbefaler desuden, at tilskuddet til kombinationslaegemidler indeholdende tamsulosin/dutasterid og
solifenacin/tamsulosin bortfalder med henvisning til risiko for IFIS samt pris.

Hgring

Vores forslag er nu sendt i partshgring hos de bergrte virksomheder. Hvis I har bemaerkninger til vores
anbefalinger, beder vi jer sende disse til os senest den 8. august 2018 - gerne per mail til
medicintilskudsnaevnet@dkma.dk. Herefter vil vi genoptage vores drgftelser og pa baggrund af de
indkomne hgringssvar arbejde videre med vores indstilling til Laegemiddelstyrelsen.

Jeres eventuelle hgringssvar vil i overensstemmelse med “Vejledning om periodisk revurdering af
laegemidlers tilskudsstatus” af den 9. marts 2018 vil blive offentliggjort pa Leegemiddelstyrelsens
hjemmeside.

I er velkomne til at kontakte mig, hvis I har spgrgsmal.

Med venlig hilsen

Diana Lauritzen

Sekreteer for Medicintilskudsnasvnet
T (dir) +45 93 51 86 14
dila@dkma.dk

Medicintilskudsnavnet
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Axel Heides gade 1
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Heringssvar fra Sundhedsstyrelsen vedrorende Medicintilskudsngevnets
forslag til tilskudsstatus for medicin mod forsterret prostata

Vi takker for muligheden for at kommentere pa Medicintilskudsnavnets forslag til tilskuds-
status for medicin mod forsterret prostata.

IRF i1 Sundhedsstyrelsen stir over for at skulle til at opdatere den Nationale Rekommandati-
onsliste for farmakologisk behandling af vandladningsbesvar hos maend som forventes i ho-
ring inden for den kort tid.
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