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Summary

The paper startswith ashort description of the present
state for assessing claims for efficacy. The
revolutionary scientific changes and organisational
changeswhich are presently occurring are described.
The basics of evidence-based medicine (EBM) are
outlined and the goal of EBM to dominate medicine
ismentioned. The essentials of Meta-analyses such
asthelevels of evidence are shown and an example
for a successful Meta-analysis is given. Frequent
objections against the results of Meta-analyses of
herbal medicinal productsare described. Claimsfor
herbal medicinal products are justified by many
generd reasons. Positive and negative evidencefrom
the available Meta-anayses are shown. The costsfor
broad implementation of the best avail able evidence
in the population are unsustainable. The overall
conclusions include that Meta-analyses are an
interesting option for companies in the health care
field. They areuseful for severa purposesand health
policy in Europe should acknowledge Meta-analyses
as valuable instruments. The will of patients and
consumers not to use classical therapy aloneand to
accept somerisk in using herbal medicinal products
instead must be respected. Governments and the
European Union have to place the will and the
preferences of the peopleat their highest priority and
should change the procedures and lawsin favour of
herbal medicina products.

I ntroduction

The evaluation of what istrue in medicine and how
patients should be treated has always been
controversia. Drug lawsin many countries have been
implemented providing rich experiencesin avariety
of cultural settings. These experiences show that
regulation is culture-specific and different in many
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countries. Regulation has been changed after drug
catastrophes markedly (Contergan, blood contamin-
ation by HIV) and thismight occur again.

Thestate of art during the last decadeswasfocussed
on randomised controlled clinical trials (RCTS).
However, there are huge differences between the
stuation in RCTsand treating the ordinary outpatient
(selection, lifesituation of patients) and the results of
RCTscannot betransferred to ordinary outpatients.

Old drugs are usually safer because we know more
about them. Weighting benefit versus risk, both
measured with meaningful and valid instruments, is
the decisive criterion and the core of most modern
drug laws. It is not efficacy alone. The balance
between benefit and risk for patientsisdecisive. Itis
generally accepted that the same principles and
procedures must be applied for all drugs, HPMs as
well as ordinary clinical or high tech therapeutic
procedures. One should strive to have not too many
different standardsfor phytomedicine, perhapstwo
or three, not more.

Thestateof art in assessing claimsfor efficacy is
presently undergoing revolutionary scientific
changes. Our knowledge is exploding and is
changing very quickly. The human genome project
and related new techniques provide completely new
kinds of drugs. The epidemiology of a disease, its
prevalence and incidence in the population and the
real outcomes in the population, define what
providershaveto deliver: life expectancy, quality of
life, number needed to treat and so on. Therearehuge
differences between guidelines and the situation in
the real world. Only afraction of the population is
treated according to the best available standards.
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Doctors no longer decide on treatments alone.
Patientsarein thedriver’ sseat. They determine, what
they want and what type and extent of risksthey are
willing to take.

Old scientific principles are reformulated in new
ways. evidence based medicine (EBM), Meta-
analyses, decision anaysis and health technology
assessment (HTA). Costs are becoming more
important: lifetime costs and cost-efficiency cannot
betheonly criteriato optimise medicine. In Germany
and the EU therewill remain the solidarity principle
for the weaker parts of the population.

Thestateof art in assessing claimsfor efficacy is
alsocurrently undergoingrevolutionary organis-
ational changes: Public opinion gets more impact.
All playersinthe health care system aretaking amore
active role: patients, physicians, governments,
society, the media, and other organized groupsinthe
health care system. Social processes between
interfering groups are becoming more important.
Treatment according to good standards must be
available not only for therich, but also for the poor.
Thisvision hasgreat impact, even when it cannot be
realised. The differences in life expectancy and
quality of life between the poor and the rich will
remain huge or increase.

The national laws are changed by the European
Commission. Morecentralised and unified admission
procedures are introduced. This has been shown by
several papers in this conference. The worldwide
cooperation between the FDA, Europe and other
countries is increasing. Globalisation changes the
processes of drug development and drug licensing.
Thedirection istowards a single worldwide market
and the same or very similar licensing proceduresall
over the world. On the other hand it is quite clear
that drugs are culture-dependent. Drinking red wine
in the South of France or Italy in the summer is
different from drinking brandy bottles during the
winter in Norway.

The internet and the unlimited rapid exchange of
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information allows el ectronic admission procedures.
It givesaccessto dl availableinformation about drugs
to users, the public, the regulatory bodies and the
government. Thetruth about theinformation on drugs
in the www cannot be assessed easily by the users.
One can find every nonsense on drugs in the www
and the user remains helpless. Simultaneously old
markets are disappearing and new markets are
evolving for herbal medicinal products and
botanicals, food supplementsand life style drugs.

Evidence Based M edicine.

Evidence Based Medicine (EBM) is the
concsientious, explicit and reasonabl e use of the best
availableexternal scientific evidencefor decisionsin
the management of individual patients(1). EBM in
the practice of medicineistheintegration of individual
clinical expertise with the best available external
evidencefrom systematic research.

EBM is focussed on the individual patient and on
problem oriented learning of MDS. Thisisexpensive
and must be donein medical schoolsand during life
long training of MDS, it is not a problem of the
industry. On the other hand EBM isfocussed on the
system. EBM also aimsat an evidence-based supply
of medical carefor thepopulation. It triesto optimise
the processes between the playersin the health care
system. Economic considerations are of high
importance in EBM. EBM is supported by the
Cochrane Collaboration acting in many countriesand
represented in Germany by Deutsches Cochrance
Zentrumin Freiburg (2,3,4).

EBM acknowledges only therapies which are
objectively proven. It requires that only drugs or
therapeutic procedures with proven efficacy should
be paid by sickness funds or health insurance.
However, only onethird of the proceduresand cures
inmedicineareinvestigated according to the state of
art. Onethird is partly investigated and onethird is
gambling, we know nothing about it according to
the state of art.

Toclear thenotionsalittlefurther, onehasto separate
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the principle of EBM (to pay only what is proven)
and its support by the Cochran Organization from
the methods we have. Study methods are methods
for RCTs, for cohort or case control studies, for
epidemiologic surveys or for reporting adverse
effects. Statistical methods are hypothesis testing,
modelling, Meta-analyses and so on. The principle
of EBM and the use of methods are influenced by
the political processesin organizing health care.

The costs of the best available external evidencefor
themajor chronicillnessesin the population arevery
high and cannot be paid by existing funds.

The goa of EBM is to dominate medicine. It has
been developed toward a philosophy of rational
clinical decisions. EBM requires that the rational
decision process in practical medicine follows its
criteriaand rules. EBM isaparadigm requiring the
dominance in the management of patients. It is
necessary to apply and to implement medical
procedures according to its concepts. EBM also
requiresto dominate medical research according to
itsprinciples.

You can like it or not: EBM tries to dominate
medicineviaits paradigm, which isnot so new after
all. Such comprehensive notionsusually get weaker
after sometime. Thesamewill occur with the overall
importance of EBM.

Meta-Analyses

Meta-Analyses are different from EBM and only
partly connectedtoit. Meta-Analyses summariseand
condense several studies into one statement. They
increase the chancefor relevant results by using the
combined information and larger numbers. Statistical
significanceiseasier to achieve. When oneincreases
the numbers, any small difference must become
“significant”, even when it is just a chance effect.
M eta-analyses provide an estimator for the average
result and its confidence limits.

In order to fulfil thismiracle, Meta-analyses haveto
adhereto strict requirementsand must follow astudy
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plan. They start with acareful literaturereview. The
literature usually overestimates the effects because
of “Publication Bias’. Withweak studiestheprinciple
“Garbagein Garbage out” applies.

The enclosed studies must be randomised, must have
the same inclusion/exclusion criteria and must use
the same outcome variables. Criteriafor inclusion of
studies must be defined as well as the statistical
techniques used. Information on patient dataor certain
variance statistics must be available. These dataare
often not published and their collection is time
consuming and requires patience and Some resources,
if onecangetthemat all.

Meta-analyses are a well established and well
accepted methodology. Even regulatory agencies
have recommended them recently. Meta-anaysesare
cheaper than new studies. Meta-analyses allow
hypothesistesting, provided they are done according
to the state of art and RCTs of high quality are
available. Meta-analyses can provide new hints on
efficacy, side effects and indications besides
hypothesis testing. This can be an input for the
direction of further research and for the scope of
licensing. Sensitivity analyses can show whether and
how much the results vary depending for instance
on quality of studiesor timeof publication.

Meta-anaysesend with one of fivelevelsof empirical
evidence. Level 1: Highest possibleevidence: at |east
one systematic review based on Meta-analyses of
several RCTs. Level 2: At least one large RCT of
high methodological quality. Level 3: Several open
studies without randomization but of high
methodological quality like prospective cohort studies
or case control studies. Level 4: Morethan one non-
experimental study of higher methodological quality.
Level 5: Weakest possible evidence: Opinions and
convictions of “authorities”, expert panels of
consensus conferences without additional empirical
support, descriptive studies.

The highest possible evidence - Level 1 - has been
reached by several Meta-analyses of RCTs of
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phytotherapeutic preparations using appropriate
outcome measurements. Thisevidenceiscomparable
to the best empirical evidence in other well-known
fieldsof medical therapy.

Level 1 and level 2 correspond to group A as
described in previous papers yesterday (well
established use), level 3 and level 4 correspond to
group B as described (well-established use or new
traditional use directive) and level 5 correspondsto
group C, whichisno evidence.

What should bethe minimum level of evidencefrom
a scientific point of view? | think we have three
options. My preferencewould belevel 3. When one
relaxesthe requirements, it would be level 4. When
one wants stronger requirements, it would be level
2. Finestine, one of themost critical authors proposes
to confine outcome measurements to total death or
to focus only on a few studies which are
methodol ogically good.

Phytotherapy in mild to moderate BPH might serve
asan examplefor Meta-analyses. A well known study
was published by Wilt et al. in JAMA 1998 (5). The
objectiveswereto conduct Meta-analysesregarding
thetherapeuthic efficacy and safety of Serenoarepens
(Dwarf Palm) in men with symptomatic benign BPH.
18 RCTs involving 2939 men were selected. The
treatment was at |east 30 days. Results compared to
Placebo: Serenoa repens decreased urinary tract
symptom scores (IPSS), decreased nocturia and
improved peak and mean urinary flow rates and
residual urinary volume. Results compared to
Finasterid: Serenoa repens decreased urinary tract
symptoms Scores (IPSS) and improved urinary flow.

Theseresultsweresignificant at least at the 5 percent
level. We can be pretty sure about these reductions
in Lower Urinary Tract Symptoms (LUTS) by
Serenoa repens. Adverse effects due to Serenoa
repenswere mild and infrequent. Erectiledysfunction
was more frequent with Finasterid. The authors
concludethat Serenoa repens compared to Finasterid
produces similar improvements in urinary tract
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symptoms and flow measures, has fewer adverse
treatment effectsand costsless. Thisexample shows
that the efficacy of aplant extract can be proven by
Meta-analyses.

Frequent objections against the results of Meta-
analyses of herbal medicinal productsare:

(1) Thecontent of the preparationsisdifferent and
varies highly. Combinations of therapies are
widely accepted in RCTslike Chemotherapy
+ Radiation versus surgery. Why should such
studies be not accepted in HMPs, where the
content is also different? | think different
content does not matter so much. When there
issignificant efficacy in meaningful endpoints,
theresultsare onthe conservative side because
averaging the content dilutesthe effect size.

(20 The causative mechanisms are not known
exactly and are different. There are only rare
cases in genetic diseases where we know the
mode of action exactly. | donot think that itis
necessary to have similar mechanismsof action
or the same content of drugsin order to perform
an RCT and to provethe efficacy with relevant
outcome measurements. The fruit salad
principle is correct, when fruit salad is
consumed and not apples and pears separately.
In phytomedicine mixtures of plants are
consumed and not single substances.
Obviously one can compare different lipid
lowering drugs and bypass surgery inan RCT
and achieve significant differences. This is
accepted by the scientific community. Since
Meta-analyses are based on RCTs, these
requirementsfor every singleRCT should hold
adsofor theresultsof Meta-anayses of thesame
RCTs.

(3) Aretheresults clinically relevant? The term
clinically relevant is used widely in many
publications. An improvement of 20 percent
or more is generally accepted as clinicaly
relevant. When theresults of M eta-analyses of
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herbal medicinal products show better
improvementsthan 20 percent, they should be
accepted as clinically relevant. Moreover,
clinical relevance is shown by the patients
themselves. Theoverall satisfaction of patients
with phytotherapy is well known and
demonstrated by their willingness to pay
without reimbursement. Quality of life as
judged by patientsisalso improved.

To summarise the frequent objectionsagainst Meta-
analysesin phytotherapy: There are many examples
with unproperly performed Meta-analyses and
midleading results. However, there are also examples
in phytomedicine with waterproof results.

Resultsand Conclusions

Claimsfor herbal medicinal productsarejustified by
general reasons. The percentage of adverse effectsis
generally lower. The quality of life is generally
improved. Long term therapy iswell tolerated. Herbal
medicinal products are better accepted by patients
and doctors than more aggressive regimens. More
aggressive regimens can be shifted for some time.
Self medi cation contributesto the empowerment of
theindividua patient, which isanimportant concept
in Public Health. Herbal medicinal products are
generally cheaper than other regimens. The potential
risksaresmaller. Thereforethe requirementsfor proof
of effectivenessand market access can belessrigid.

The positive evidencefrom available Meta-Analyses
and evidence based medicine (EBM) shows that
severa Meta-analyses of RCTs and observational
studies prove the efficacy and large population
effectiveness of herbal medicinal productsaccording
to level 1, the highest possible level of evidence.
Adverseeffectsof herbal medicinal productsarerare
and therisk-benefit relationisgenerally positivefor
first line treatment. Herbal medicinal products are
cheaper and might be more cost effective than other
therapeutic approaches. Herbal medicinal products
are often accompanied by improved quality of life.
Patients are willing to pay by themselvesfor herbal
medicinal products without reimbursement.
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Therefore watchful waiting combined with herbal
medicina productsisaseriousoptioninthetreatment
of many diseases.

We a so have negative evidence from available M eta-
analysesand Evidence Based Medicine (EBM). The
long term reduction of symptoms and the long term
eval uation of complicationsisopen. The conseguence
should beonly short term use. In patientswith serious
illnessesthe possibility for missing life saving therapy
or improvements by using herbal medicinal products
is existent and has to be considered. It is very
important, that apatient could die or be harmed more
than necessary by using phytotherapy and not other
therapieswhich are proven effective. Thisdanger can
only bemitigated by formulating clear conditionsfor
change to other therapeutic options like more
aggressive regimens from high tech or classical
medicine.

The overall costs for the use of herbal medicinal
products are generally higher, since patients pay on
their own and the overall budget for drugsisrising.
Whether the financial benefits are larger or smaller
remains open and must be analysed separately for
every drug. A caveat should be placed here. The
methodology for economic analyses of drugs is
context sensitive and in comparison to the
methodology for RCTsrather new. The results can
depend on the view of the sponsor and the view of
the authors. With the sameinput datadifferent groups
can end with different results.

Managing all patientswith diabetes, hypertension and
severerisk of myocardial infarction according to the
best available evidence following the principles of
EBM would approximately doubl e the present total
drug budget. Neither governments nor health
insurance nor sickness funds are able to pay the
population costs for the broad implementation of
EBM without rationing. Rationing is on the other
hand not accepted by the voters and the popul ation.
A substantia increase or adoubling of the percentage
for health care costs of the gross national product is
also unlikely. During the next decade a complete
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change of the health care systems in Europe or
muddling through are the options. This is not an
optimistic outlook. But it opens chances for
phytomedicineand HMPs.

Nobody hasacrystal ball. | personally expect aphase
of expansion for HMPs during the next years.
Different waysof getting alicense and the preference
of patients will support this trend. This phase of
expansion could last 5-10 yearsand will befollowed
by a phase of consolidation. A contraction could
occur, when amajor drug catastrophe could rightly
or wrongly be attributed to phytomedicine.

Meta-andysesareaninteresting option for companies
in the health care field to carry through their goals.
Meta-analyses are a well established and well
accepted methodology to get evidence on
effectiveness. They are cheaper than new studies.
They can provide meaningful hints for possible
directionsfor registration and research.

Meta-anaysesare useful for getting herbal medicinal
products on “positive lists’, for getting herbal
medicina productsout of “ negativelists’, for proving
therapeutic benefitswhich are“larger than petty” and
for supporting “well established use” and “ tradiitional
use” according to new proposalswhich are discussed
inthe EU.

Therefore health policy in Europe should
acknowledge Meta-analysesfor these purposes and
should not talk so much about EBM, the costs of
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which are unsustainable for the population and for
thetotal drug market.

Thewill of patientsand consumersnot to useclassica
therapy and to accept some risk in using herbal
medicinal products must be respected. Drug
companies shouldinvestigate the preferencesof their
consumers and use the results for changing health
policy in their countries. Governments and the
European Union haveto placethewill of the people
at their highest priority. They should therefore change
the proceduresand lawsin favour of herbal medicinal
products.
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