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1 Introduction

Herbal medicinal products (HMPs) are defined nasdicinal products which exclusively
contain, as active substances, either one or memdadl substances, one or more herbal
preparations or one or more such herbal substargesombination with one or more such
herbal preparation[1]. Traditional herbal medicinal products (THMRsE a subcategory of
HMPs and may contain vitamins and minerals thataa@llary to the THMP regarding the
therapeutic indications [1].

The natural origin of herbal medicifesepresents a complex composition of numerous
biological constituents. Herbal substances are yawaixtures of constituents that are
determined by the manufacturing process, the stamiaterial and the extraction solvents [2].
These mixtures of herbal substances together devileir action in their entirety [3].
Phytotherapy describes the treatment and prevenfibmman diseases using plants, parts of
plants or preparations of plants and has been siseg ancient times [4]. The therapeutic
approach does not differ from that of conventionadicines with chemically defined
substances, however phytotherapy is characterigethd use of their name-giving herbal

substances, preparations and products thereof [5].

HMPs are marketed in each EU/EEA Member Statepatth their market importance and
acceptance level in the public vary considerablprgnthe Member States [6]. Since the first
European pharmaceutical Directive 65/65/EEC [7] Fmrmonising the requirements of
marketing authorisations, HMPs need to obtain aketarg authorisation by the competent
authority in the respective member state beforg thay be placed on the market, if they fall
into the definition of a medicinal product in acdance with Article 1(2) of Directive
2001/83/EC [1]. The applicant of a marketing aueiron needs to document the quality,
safety and efficacy of his medicinal product [1}e Hhay choose between different types of
procedure in order to receive a marketing authbosaThe purely national procedure (NP)
according to German legislation leads to a margesmthorisation valid only in Germany [8].
In the current pharmaceutical European legisladifierent types of procedure are laid down
in order to facilitate the medicinal products’ agsdo the market of more than one Member

State: The mutual recognition procedure (MRP) deddecentralised procedure (DCP) result

! The term ,herbal medicines” is used for both HMIRgl THMPs in this thesis
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in a marketing authorisation in more than one Mentiate and the centralised procedure
(CP) leads to a marketing authorisation in each MaEm$ate in the European Community [8].
In principle, the requirements regarding the ev#bnacriteria for safety and efficacy within
the marketing authorisation procedures apply to HMPthe same way as they apply to other
medicinal products with comparable indications [dpwever, the complex composition of
herbal active substances needs to be taken intmac{9]. The “Ad hoc Working Group on
Herbal Medicinal Products” which was established1®97 at the European Medicines
Agency (EMA) reviewed criteria to evaluate safety &fficacy for HMPs [6but a consensus
on medical questions on European level was far fo@ing reached for more than 30 years
[9]. In 1989, the Note for Guidance on “Quality ldérbal Remedies” was established [10],
later revised as the “Guideline on quality of hérbeedicinal products/traditional herbal
medicinal products” published on 31 March 2011 [Hjat was an important step of the “Ad
hoc Working Group on Herbal Medicinal Products” the European level. Whereas
evaluation criteria for the quality of HMPs werdaddished in the European scientific area,
the question of harmonised assessment criterissdbety and efficacy for HMPs became
increasingly important in Europe, particularly besa the MRP became compulsory on

1 January 1998 and clarification was needed wipeet to HMPs [9].

In 1998, the study “Herbal medicinal products ie tBuropean Union” was initiated by the
European Parliament and was conducted by the Astsmtiof the European Self-Medication
Industry (AESGP) on behalf of the European Commaissin order to investigate the
regulatory situation for HMPs in Europe [6]. Thesults of the study demonstrated that
although the legal requirements do not differ betwlerbal or any other medicinal product
in European pharmaceutical legislation, the Europeguirements of Directive 65/65/EEC
[7] were not implemented in a uniform manner inioval laws in the Member States as
required, particularly with regards to the evaloatcriteria for safety and efficacy for HMPs
[6]. The study further revealed that herbal produgere classified in different categories in
the Member States [6]. In some Member States thre daerbal products were classified as
medicinal product whereas other Member States derei them as food supplements or
even as food with health claims [6]. The study alsmonstrated that the MRP was chosen to
low extent by the applicants to gain access to rteket for HMPs in the European
Community [6].
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Among others, the results of the AESGP study letthéoconception of Directive 2004/24/EC
[11] amending as regards traditional herbal medicinabguctsthe Directive 2001/83/EC
[1]. This Directive was established in the Europtsgislation as a further step in the process
of harmonising the European market for medicinabdprcts [11]. The aim was to remove the
heterogeneous situation for herbal medicines betwee Member States in order to promote
the harmonisation process thereof and to enharcérék movement without discrimination
and distortion of competition between manufactuagrd to protect the public health since the
necessary guarantees of quality, safety and effibage not always been provided in the past
[11].

In Article 1 of Directive 2004/24/EC the terms halrbubstance, herbal preparation, HMP and
THMP are defined for the first time in the Europdagislation [11]. Hitherto, the definitions
of HMP, herbal substance and herbal preparatio® \ge#en in the European “Guideline on
quality of herbal medicinal products/traditionafibe medicinal products” [2].

Furthermore, Article 1 of Directive 2004/24/EC oduced a substantially new type of
application for simplified registrations for HMPsw\ing regard to their long tradition (see
chapter 2.2) with the aim to remove the existintgrageneous procedures and provisions for
these products between the Member States [11]pl8ied’ means that the data submitted by
the applicant must demonstrate sufficient safety plausible efficacy, especially in view of
their long traditional use (TU) [11]. This type application takes into account that a
significant number of medicinal products, despheirt long tradition does not fulfill the
requirements for receiving a marketing authorisabased on well-established medicinal use
(WEU) with recognised efficacy and an acceptablellef safety (see also chapter 2.1) and is
not eligible for a marketing authorisation basedpoeclinical tests and clinical trials the data
of which have been gained by the pharmaceuticapemryis own investigations [11].

A major step introduced in Article 1 of DirectiveD@4/24/EC [11] in conjunction with
Article 55 of Regulation (EC) No 726/2004 [12] widgre establishment of the Committee on
Herbal Medicinal Products (HMPC) as part of the Elt#ving regard to the particularities of
HMPs and THMPs [11]. The HMPC replaced the “CPMP rkifg Party on Herbal
Medicinal Products” and is responsible to advice EMA and to prepare its opinion on
herbal medicines [13], to strengthen the role of Févand THMPs and to integrate them in
the European regulatory framework [14]. The HMPGisis and contributes to the
harmonisation process by providing guidance docusnfam quality, safety and efficacy for
herbal medicines as well as a draft Communitydist HMPC monographs [14].
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The draft Community list entries of herbal subsem@reparations and combinations thereof
for use in TU registrations for THMPs [14] are apped and published by the European
Commission [15]. In this case a list entry is apathe applicant is in general not required
to provide evidence on the safe traditional usehef THMPs he applied for, if he can
demonstrate that the proposed THMPs comply with itifermation contained in the
Community list [3].

The HMPC monographs on herbal substances and hadgadrations thereof are for the use
in applications for WEU marketing authorisations i#tMPs and TU registrations for THMPs.
A Community herbal monograph comprises the sciemyginion of the HMPC on safety and
efficacy (WEU) and plausibility of efficacy (TU) noerning a herbal substance and
preparations thereof intended for medicinal Ud®]. Therefore, the HMPC reviews all
available information including non-clinical andnital data as well as the documented long-
standing use and experience in the Community raggteerbal substances and preparations
thereof intended for medicinal use [16]. Each hledraparation is assessed individually as
information available may vary from one preparatiomnother [16].

The HMPC monograph has the same structure as ttmen&ty of the Product Characteristic
(SmPC) as laid down in Article 8(3)j of Directivéd@1/83/EC [1]. It is divided into two
columns covering well-established use (marketinth@sation) based on sufficient safety
and efficacy data and traditional use (simplifiegistration) based on sufficient safety data
and plausible efficacy [16kee figure 2). According to the results of thei@avthe herbal
preparation appears in the well-established usiosecf the monograph and another in the
traditional use section. Some preparations could b included if data are insufficient
respectively the neither the WEU (ten years) nerThl (30 years, 15 in the EU) criteria are
fulfilled [16].
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Figure 1: Example of a HMPC monograph for Vitis vinifera [17]

1. Name of the medicinal product

To be specified for the individual finished product.

2. Qualitative and quantitative composition??

Well-established use Traditional use
With regard to the marketing authorisation With regard to the registration application of
application of Article 10({a) of Directive Article 16d(1) of Directive 2001/83/EC as
2001/83/EC as amended amended
Vitis vinifera L., folium Vitis vinifera L., folium
(grapevine leaf) * (grapevine leaf) *
i) Herbal substance i) Herbal substance

Not applicable. Mot applicable.
i) Herbal preparation i) Herbal preparation

Dry extract (DER 4-6:1); extraction solvent a) Comminuted herbal substance

watker b} Powdered herbal substance

c} Soft extract (DER 2.5-4:1); extraction solvent
water

3. Pharmaceutical form

Well-established use Traditional use

Herbal preparation in solid dosage forms for oral Comminuted herbal substance as herbal tea for

use. oral use.

Herbal preparation in solid dosage forms for oral

use.

Herbal preparation in semi-solid dosage forms for
cutanecus use.

The pharmaceutical form should be described by

the Eurepean Pharmacopoeia full standard term

The requirements of Directive 2004/24/EC [11] weraplemented in Germany on
5 September 2005 by the MAct amending the Drug Law [21]. The implementatioh
Directive 2004/24/EC [11] led to a particular stioa for herbal medicines in Germany for
the following reasons. In Germany HMPs are higldgognised and have been played an
important role of the German health care systendémades [3]. They are very well accepted
by the population and are economically importaniGermany [3]. As early as 1976, the
German Parliament decided to follow the approackplafalism in pharmacotherapy and
expressively provided the integration of rules vhrespect the characteristics of 'particular
therapeutic systems’ [20] in the Medicinal Drug La#v24 August 1976 which came into
force on 1 January 1978 [20]. At this time the vastount of approximately 51,500 herbal
products was registered on the German market. tordance with the AMG of 1978
medicinal products which were already on the maibkefore 1978 needed to obtain a
marketing authorisation based on proof of quabgfety and efficacy [20]. For the so called
“revision of the old market process”, in Germangapl national legislation was set up which
provided a framework for the evaluation of HMPsdzth®n WEU [20] and of traditional
medicinal products (TMPs) in Germany [21]. The ewasibn of HMPs and TMPs was carried
out by “Expert Commissions” in order to regulate thevision of the old market process” in

Germany [20]. The “revision of the old market pregewas finalised by 31 December 2005.
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In figure 2 a review of the key elements for hervadicines in the European and German

legislation is given.

Figure 2: Major steps for herbal medicines in the Bropean and German legislation between
1965 and 2013

-
F

—
—
—

_

1965 1968 1971 1974 1977 1980 1983 1986 1989 1992 1995 1998 2001 2004 2007 2010 2013
Years
A: Directive 65/65/EEC (Article 4.8a(ii) marketing authorisation based on WEU)
B: 2nd AMG 1978 (Section 22(3) AMG implementation of marketing authorisation based on WEU in the German legislation)
C: 2nd AMG 1978 (Section 105(3) AMG "revision of the old market process" in the German legislation)
D: 4th amendment of AMG (Section 109a "revision of the old market process" in the German legislation)
E: Directive 2001/83/EEC (Art. 10a and Annex I part II marketing authorisation based on WEU in the European legislation)
F: Directive 2004/24/EC (Art. 16a-i tradtional registration based on TU in the European legilslation)

Additionally, in accordance with Section 36 of tA&G from 1978 a standard marketing
authorisation was introduced as a national padrttyl of German legislation [20]. The
standard marketing authorisation exempts medignadlucts from the obligation to obtain a
marketing authorisation because they are not eggdect pose a direct or indirect risk [20].
Until the end of 2012, 20,028tandard marketing authorisations for herbal madgiare

recorded in Germany.

In view of this nationally regulated market for bar medicines in Germany, the impact of
Directive 2004/24/EC [11] on the development ofbarmedicines according to different
criteria in Germany is examined in this thesis.aAbasis for the discussion, a review of the
requirements of the types of application based daU\and TU in the current European
legislation is given first. In the following, thesults of a comprehensive data research which
were performed by the Federal Institute for Drugd Bledical Devices (BfArM) is presented
in order to analyse the following issues:
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The impact of Directive 2004/24/EC on the developtrad applications for WEU marketing
authorisations for HMPs and TU registrations forMPs in Germany.

The impact of Directive 2004/24/EC on the developtrad applications for WEU marketing
authorisations for HMPs and TU registrations for MIPs with regard to the types of
procedure NP, MRP and DCP in Germany.

The impact of Directive 2004/24/EC on the developtrad applications for WEU marketing
authorisations for HMPs and TU registrations for MPs with regard to the German
involvement as RMS and CMS in MRPs and DCPs in @Gagm

The impact of Directive 2004/24/EC on the relevaot&IMPC monographs in applications
for WEU marketing authorisations and TU registnasian Germany.
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2 The well-established and the traditional use appraozh

2.1. The well-established use approach according Rirective 2001/83/E([1]

The WEU approach is based on bibliographic datal{lakes into account that the majority
of medicinal products contain known substancesthattheir well-established medicinal use
for years is confirmed by scientific literature [14rticle 4.8(ii) of Directive 65/65/EEC

allows omitting preclinical tests and clinical tgaif the applicant has demonstrated
recognised efficacy and acceptable safety level domedicinal product by way of

bibliographic data in order to receive a marketughorisation [7]. Evaluation criteria for the
guality, safety and efficacy are laid down in Diree 75/318/EEC [22] and 75/319/EEC [23].
Because herbal medicinal products rely on long-teise and experience, bibliographic data

can be used in the assessm@rtterbal medicinal products [9].

The current definition and requirements of the tygeapplication based on WEU were
developed in the course of the European pharmaadlgigisiation process on harmonisation
of national laws in the 90ies [3]. The establishimehCommission Directive 1999/83/EC
[24] amending the Annex of Directive 75/318/EEC][2&s supported by the efforts of the
“Ad Hoc Working Group on Herbal Medicinal Product§his Directive defined the term
“bibliographic applications” (and particularly therm “well-established use”) more closely as
well as gives details on the conditions for suclpliaptions [24]. Further, the Directive
clarifies that “bibliographic reference” to othesusces of evidence may demonstrate a valid
proof of efficacy and safety if the applicant caqplain and justify the use of these sources
satisfactorily [24].

The WEU requirements of Directive 1999/83/EC [24vé been codified together with
numerous other hitherto existing European Direstit@ one text in Directive 2001/83/EC
[1][3]. The application type based on WEU was idtroed in Article 10a of 2001/83/EC and
specific requirements thereof were laid down in Ammex | part 1l of Directive 2001/83/EC
[1]. In the German legislation the Section 22 (3Y1@ has been added by the™Act

Amending the Drug Law on 5 September 2005 [18] acoadance with Article 10a of
Directive 2001/83/EC [1]. The Annex | part Il of rfective 2001/83/EC [1] has been
incorporated in the German legislation in tf&Ghapter “well-established use” of thiwtice

of the revision of general administrative regulasorelating to the application of the
Guidelines for the testing of medicinal produas 11 October 2004 [25]. Today, the
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European and German legislation are identical cBggrthe requirements of marketing

authorisations based on WEU and are as follows:

Section 22 (3) of the ¥4Act Amending the Drug Law18]:

1. in the case of a medicinal product which containtva substances that have been used
for at least ten years in the European Union fongml medical or veterinary purposes,
the effects and side effects of which are knowneaident from scientific dafd 8]

2. in the case of a medicinal product which, in itenpmsition, is comparable to a medicinal
product pursuant to number[18]

3. in the case of a medicinal product which is a nembination of constituents which are
already known; however, other documents contairsogentific findings may also be
presented for the combination as such, if the &tficand safety of the medicinal product
according to its composition, dosage, pharmaceutioem and therapeutic indications

can be determined by these documgts

3" Chapter “well-established use” of the “Notice ofh¢ revision of general administrative

regulations relating to the application of the Guitines for the testing of medicinal product5]:

a) The following factors need to be considered in ptdeestablish a well-established medicinal
use of medicinal products [25]
- the time over which a substance has been osgdnot be less than one decade from
the first systematic and documented use, diffepeniods of time may be necessary
for establishing well established use for differsmbstances [25]
- quantitative aspects of the use of the subst§PsE
- the degree of scientific interest in the use ofdhlestance (reflected in the published
scientific literature) and
- the coherence of scientific assessmgzip
b) The documentation (...) should cover all aspecth@fsafety and/or efficacy assessment and
must include or refer to a review of the relevargrature, taking into account pre- and post-
marketing studies and published scientific literatwoncerning experience in the form of
epidemiological studies and in particular of comgigre epidemiological studies (...) it is in
particular necessary to clarify that ‘bibliographieference’ to other sources of evidence
(post marketing studies, epidemiological studi¢s,) @nd not just data related to tests and
trials may serve as a valid proof of safety anecafly of a product if an application explains

and justifies the use of these sources of infonatatisfactorily{25].
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c)

d)

Particular attention must be paid to any missingpimation and justification must be given

why demonstration of an acceptable level of sadaty/or efficacy can be supported although
some studies are lackifi2pb]

The non-clinical and/or clinical overviews must kexp the relevance of any data submitted
which concern a product different from the prodmtended for marketing. A judgement must
be made whether the product studied can be coreidas similar to the product, for which

application for a marketing authorisation has baeade in spite of the existing differences
[25]
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2.2  The traditional use approach according to Diretive 2004/24/EC[11]

The TU approach is based on the existence of gmnesng products and takes into account
empiric and bibliographic data that allow referente traditional use as a criterion for the
safety and efficacy of a medicinal product in orttereceive a traditional registration for a
THMP [11]. The type of application based on TU éferred to as simplified registration

because the data submitted by the applicant musouigtrate only sufficient safety and only

plausible efficacy especially in view of their lotrgditional use [11].

The current requirements of the type of applicatbased on TU are laid down in Article
16a-i of Directive 2004/24/EC [11] and were implenez in Section 39 a-d AMG in German
legislation [18]. In the German legislation TMPs/éalready been authorised in accordance
with Section 109 a AMG [21] in the “revision of tloéd market process”. Section 141(14)
AMG introduced national transitional rules for su8ection 109a TMPs’ containing herbal
substance(s) in order to adapt them to the newirergants [18] of Directive 2004/24/EC
[11]. Section 141 (14) AMG specifies that a traiesial application pursuant to Section 39 a-d
AMG has to be submitted for already authorised TM{81 December 2008 [18]. If this was
neglected, the corresponding marketing authorisaticeased being valid by 30 April 2011
[18]. The transitional rules are only applicable TMPs whichexclusively contaims active
substances, either one or more herbal substanecespomore herbal preparations or one or
more such herbal substances in combination withanmore such herbal preparatiormsd
also for HMPs containing vitamins and mineral tisgam of which is ancillary to the herbal
active ingredients [18]. Today, the European andm@e legislation regarding the

requirements of applications based on TU are idahéind are as follows:

Section 39 a AMG contains the definition of THMKs:) herbal medicinal products and
medicinal products within the meaning of Sectiosub-section 1, may be placed on the
market as traditional herbal medicinal products yrnl they are registered (..[L8]. The
specification of Section 39 a AMG..) also apply to herbal medicinal products coniag
vitamins or minerals (.. [1L8].

Section 39 b AMG contains the requirements of regigin documents with regard to
guality, safety and efficacy [18]. Regarding thalify the results of analytical tests referred
to in Section 22 (2) sentence 1 ndMIG are required [18]The results of physico-chemical,
biological or microbiological tests for THMPs dotrsubstantially differ from those for any

other medicinal product [18]. With regard to safetybibliographic review of safety data
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together with an expert report (...) were requiredlididnal information and documents (...)
for assessing the safety (..[}8]. Concerning efficacy,bibliographic evidence of the
traditional use or expert reports showing that gh@duct in question, or a corresponding
product has been in medicinal use by humans omimals for at least 30 years preceding
the date of the application, including at least yigars within the European Union and that
under the stated conditions of use, the medicimatigct is safe and the pharmacological
effects or efficacy of the medicinal product araugible based on use and experience over
many year$18].

Section 39 ¢ AMG states the decision criteria fog tegistration of THMPs while other
procedural provisions for THMPs are given in Setd d AMG [18].
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3 Results

The following presentation of data research denmmatest the development of applications and
completions of applications for WEU marketing autkations and TU registrations with
regard to different regulatory criteria in the @nt legislation as well as a review of WEU
and traditional marketing authorisations accordimgserman legislation in the “revision of
the old market process” in Germany (chapter 3.2 &nd 3.3). The results of the
comprehensive data query were obtained from thegDOnformation System (AMIS)
database. The AMIS database is a central informaystem for medicinal products, active
substances and tissues as well as their manufecturanporters. In accordance with Section
67 a AMG the federal authorities in the portfolibtbe Federal Ministry of Health (BMG)
continuously generate and update information fodimeal products in collaboration with the
German Institute of Medical Documentation and Infation (DIMDI) [18]. The DIMDI is
also an institute also within the portfolio of tRederal Ministry of Health that develops and
operates database-supported information systemdréigls and medical devices in Germany
[26].

The data represents the state of information d&eskember 2013. The AMIS data query was
performed by combining different criteria, e.g.eth“date of submission” and
“phytopharmaceutical product” each with the “tydeapplication” or “type of procedure” or
by “RMS/CMS”. The query was performed by the BfArWhe provided data that are not

fully available as such from public sources.

The data presented regarding the relevance of HMWREU and TU monographs
(chapter 3.4). is the result of the evaluationrofanual questionnaire prepared by the BfArM
on request of the EMA. The data represent the sfat&@ormation as of December 2012. As

above the provided data are also not fully accésgibm public sources.
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3.1. The applications and completions of applicates for WEU marketing
authorisations for HMPs, traditional marketing auth orisations for TMPs and TU
registrations for THMPs in Germany

3.1.1 The applications for WEU marketing authorisatons for HMPs between 1995 and
2012 and TU registrations for THMPs between 2005 @&2012 in Germany

In Germany, the WEU application type is applicabiece the AMG of 1 January of 1978
[20]. The TU application type is applicable in Gemy since the 4Act amending the Drug

Law of 5 September 2005 [18]. Table 1 shows theelbg@ment of applications for WEU
marketing authorisations in accordance with Se@®r(3) AMG [18] for HMPs between

1995 and 2012 and TU registrations in accordante 8ection 39 a-d AMG [18] for THMPs
between 2005 until 2012 in Germany.

Table 1: The applications for WEU marketing authorisations in accordance with Section 22 (3)
AMG [18] for HMPs between 1995 and 2012 and for TWegistrations in accordance with
Section 39 a-d AMG [18] for THMPs between 2005 ang012 in Germany.

Year WEU in accordance with TU in accordance with
Section 22 (3) AMG [18] Section 39 a-d AMG [18]
1995 156 -*
1996 219 -*
1997 252 -*
1998 197 -*
1999 103 -*
2000 118 -*
2001 69 -*
2002 94 -*
2003 66 -*
2004 26 *
2005 44 12
2006 47 12
2007 40 17
2008 38 297
2009 72 26
2010 37 31
2011 38 22
2012 42 21
Total 1658 439

*not applicable
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In the German legislation transitional applicatigmovisions for TU registrations in
accordance with Section 141(14) AMG [18] were idtroed in order to adapt the traditional
already granted marketing authorisations for TMBstaining herbal substances in the
German legislations to the new European requireroémdirective 2004/24/EC [11]. The
applications for transitional TU registrations hadbe submitted by 31 December 2008 [18]
and therefore do not appear after this date. Iferalthe development of applications for TU
registrations in accordance with Section 39 a-d ANI& between 2005 and 2012 and of TU
transitional registrations in accordance with Settl41(41) AMG [18] for THMPs between
2005 and 2008 in Germany is presented.

Table 2: The applications for TU registrations in &cordance with Section 39 a-d AMG [18] and
in accordance with Sec. 141 (14) AMG [18] for THMP# Germany between 2005 and 2012.

Year TU in accordance with TU in accordance with Section
Section 39 a-d AMG [18] 141 (14) AMG [18]

2005 12 0

2006 11 1

2007 14 3

2008 42 255

2009 26 -*

2010 31 *

2011 22 -*

2012 21 -*

Total 178 259

*not applicable
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Table 3 shows the development of the completionspydlications for WEU marketing
authorisations in accordance with Section 22 (3) RAN§18] grouped by granted, refused,
withdrawn and expired marketing authorisations err@any between 1995 and 2012. The
applications of WEU marketing authorisations inadance with Section 22 (3) AMG [18]
are granted in accordance with Section 25 (1) AM&].[ They may only be refused by the
BfArM, if the submitted documents demonstrate reaséor such a refusal pursuant to
Section 25 (2) AMG [18]. They shall be withdrawn ttmwe BfArM on grounds in accordance
with Section 30 AMG and by the applicants in aceoicke with Section 31 (1) (3) AMG [18].
The marketing authorisations in accordance withiGe®2 (3) AMG [18] expire as specified
in Section 31 AMG [18].

Table 3: The completion of applications for WEU maketing authorisations in accordance with
Section 22 (3) AMG [18] for HMPs grouped by grantedrefused, withdrawn and expired in
Germany between 1995 and 2012.

WEU in accordance with Section 22 (3) AMG [18]
Year Granted | Refused | Withdrawn | Expired Total
1995 11 17 34 8 70
1996 4 14 30 11 59
1997 3 35 40 10 88
1998 10 24 21 5 60
1999 1 6 16 13 36
2000 5 18 35 20 78
2001 12 68 39 32 151
2002 15 39 22 63 139
2003 32 8 6 32 78
2004 26 11 20 25 82
2005 49 13 9 39 110
2006 23 3 0 48 74
2007 23 6 0 46 75
2008 13 0 6 212 231
2009 24 0 3 22 49
2010 25 2 20 25 72
2011 15 2 4 34 55
2012 24 3 14 21 62
Total 315 269 319 666 1569
% 21 17 20 42 100
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In Table 4 the development of the completions opliaptions for TU registrations in
accordance with Section 39 a-d AMG [18] and Sectldd (14) AMG [18] grouped by
granted, refused, withdrawn and expired in Germiagtyveen 2005 and 2012 is presented.
The applications of TU registrations in accordawd@ Section 39 a-d AMG [18] and Section
141 (14) AMG [18] are granted in accordance witlctB® 39 ¢ (1) in conjunction with
Section 25 subsection 4 and 5 (5) AMG [18]. Theyrmaly be refused by the BfArM, if the
submitted documents demonstrate grounds for refiasaccordance with Section 39 c (2)
AMG [18]. The applications for TU registrations atcordance with Section 39 a-d AMG
[18] and Section 141 (14) AMG [18] shall be withdraby the BfArM pursuant to Section 30
AMG in conjunction with 39 ¢ AMG [18]. They may alde withdrawn by the applicants in
accordance with Section 31 (1)(3) AMG [18]. The laggtions for TU registrations in
accordance with Section 39 a-d AMG and Section (14) AMG [18] expire as specified in
Section 39 c¢ (3) in conjunction with Section 31 ANI3].

Table 4: The completions of applications for TU reggtrations in accordance with Section 39 a-d
AMG [18] and Section 141 (14) AMG [18] for THMPs gouped by granted, refused, withdrawn
and expired in Germany between 2005 and 2012.

TU in accordance with Section 39a-d AMG[18]| TU iraccordance with Section 141(14) AMGJ[18

Year | Granted | Refused| Withdrawn | Expired Total | Granted Refused Withdrawn | Expired Total
39a-d 141(14)

2005 | 1 0 0 0 1 0 0 0 0 0
2006 | O 0 4 0 4 0 0 0 0 0
2007 | 4 10 0 0 14 1 0 0 0 1
2008 | O 1 3 0 4 1 0 1 0 2
2009 | 4 2 4 0 10 4 4 7 0 15
2010 | 16 8 4 1 29 24 9 3 0 36
2011 | 17 2 3 0 22 42 27 6 0 75
2012 | 14 3 2 1 20 30 14 8 0 52
Total | 56 26 20 2 104 | 102 54 25 0 181
% 54 25 19 2 100 | 56 30 14 0 100
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3.1.2 The applications and completions of applicains for WEU marketing
authorisations for HMPs and traditional marketing authorisations for TMPs
according to the German legislation in the “revisia of the old market process”
between 1978 and 2005

In accordance with Directives 65/65/EEC [7], 75/8BC [22] and 75/319/EEC [23] all
medicinal products which were already on the mankeided to be evaluated according to the
requirements for the proof of quality, safety ariicacy by the Member States in order to
keep them on the markets. In 1978, the AMG intreducansitional rules for the evaluation
of these “old” medicinal products in Germany [20fble 5 presents a review of WEU
renewal applications and completions of renewal liegions for “fictively” granted
marketing authorisations in accordance with Secti@b(3) AMG [20] for HMPs and renewal
applications and completions of renewal applicaidor “fictively” granted traditional
marketing authorisations for TMPs containing herlsalbstances in accordance with
Section 105(3) in conjunction with Section 109a ANEA] in Germany in the “revision of
the old market process” between 1978 and 2005eisepted. The “revision of the old market

process” was finalised in December 2005.

Table 5: The renewal applications (up to 2005) andompletions of renewal applications (up to
2012) for WEU marketing authorisations in accordane with Section 105 (3) AMG [20] for
HMPs and for traditional marketing authorisations in accordance with Section 105 (3) in
conjunction with Section 109 a AMG [21] for TMPs in Germany in the “revision of the old

market process”.

Renewal applications by 30 April 1990 for WEU 8458

marketing authorisations for HMPs

WEU in accordance | Positive marketing authorisations for renewal 652
with Section applications by 31 December 2012
105 (3) AMG [20] | Expired marketing authorisations for renewal 7564

applications by 31 December 2012

“Fictive” marketing authorisations by December 201} 95

Renewal applications by 31 December 2005 for 905

TU in accordance traditional marketing authorisations for HMPs

with Section Positive marketing authorisations for renewal 167

105 (3) AMG in applications by 31 December 2012

conjunction with : _ —
Section 109a AMG | Expired marketing authorisations for renewal 682

[21] applications by 31 December 2012

“Fictive” marketing authorisations by December 201} 34
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During the “revision of the old market process’feliént provisions were laid down in the
German legislation [20]. This has led to the expifyhe “old” marketing authorisations (see
chapter 4.1). Table 6 shows a review of the exgates for WEU marketing authorisations in
accordance with Section 105(3) AMG [20] and foditianal marketing authorisations for
HMPs in accordance with Section 105(3) in conjwnctwith Section 109a AMG [21for
TMPs in the “revision of the old market” in Germapgtween 1990 and 2012.

Table 6: The expired WEU marketing authorisations n accordance with Section 105 (3) AMG
[20] for HMPs and traditional marketing authorisati ons in accordance with Section 105 (3) in
conjunction with Section 109 a AMG [21] for TMPs in Germany in the “revision of the old
market process” between 1990 and 2005.

Expiry Year WEU in accordance with Section| TU in accordance with
105 (3) AMG [20] Section 109 a AMG [21]
1990 28 0
1991 120 0
1992 237 0
1993 615 0
1994 255 0
1995 79 0
1996 89 0
1997 293 1
1998 233 0
1999 59 1
2000 176 2
2001 3236 31
2002 200 18
2003 171 16
2004 409 24
2005 379 30
2006 84 41
2007 70 24
2008 294 122
2009 63 22
2010 68 34
2011 319 280
2012 87 36
Total 7564 682
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3.2 The applications for WEU marketing authorisatiols for HMPs and TU
registrations for THMPs with regard to types of procedures (NP and MRP
between 1995 and 2012, DCP between 2005 and 20b2permany

In 1995, the MRP was introduced in the Europeanslatpn, the DCP in 2005. The
requirements of MRPs and DCPs are laid down inchkrt8 (1) and 28 (2) of Directive
2001/83/EC [1], respectively and are implemente8eaation 25(2) AMG [18] and in Section
25(3) AMG [18] in the German legislation [18]. Tabl7 shows the development of
applications for WEU marketing authorisations it@dance with Section 22 (3) AMG [18]

and TU registrations in accordance with Sectiora39 AMG [18] according to the type of

procedure MRP between 1995 and 2012 and to DCRekeat2005 and 2012 in Germany.

Table 7: The applications for WEU marketing authorisations in accordance with Section 22 (3)
AMG [18] for HMPs between 1995 and 2012 and TU regirations in accordance with Section
39 a-d AMG [18] for THMPs with regard to types of procedure NPs and MRPs between 1995

and 2012 and DCPs between 2005 and 2012 in Germany.

WEU in accordance with Section| TU in accordance with Section

22 (3) AMG [18] 39 a-d AMG [18]

NP MRP DCP NP MRP DCP
1995 | 156 0 - -* -* -*
1996 | 219 0 - -* -* -*
1997 | 250 2 - -* -* -*
1998 | 195 2 - -* -* -*
1999 | 102 1 - -* -* -*
2000 | 117 1 - -* -* -*
2001 | 66 3 - -* -* -*
2002 | 93 1 - -* -* -*
2003 | 65 1 - -* -* -*
2004 | 26 0 - -* -* -*
2005 | 44 0 0 12 0 0
2006 |47 0 0 11 0 0
2007 |39 0 1 14 0 0
2008 | 37 0 1 42 0 0
2009 | 24 1 48 26 0 0
2010 |37 0 0 31 0 0
2011 |33 0 4 22 0 0
2012 | 39 0 3 21 0 1
Total | 1589 12 57 178 0 1
*not applicable
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3.3 The applications for WEU marketing authorisatiols for HMPs and TU
registrations for THMPs with regard to the involvement of Germany as RMS ad
CMS in MRPs (between 1995 and 2012) and DCPs (be®ve2005 and 2012) in
Germany

Table 8 presents the development of applicationsVitictU marketing authorisations in
accordance with Section 22 (3) AMG [18] and TU stgitions in accordance with Section
39 a-d AMG [18] according to the German involvemaatRMS and CMS in MRPs between
1995 and 2012 and DCPs between 2005 and 2012 maagr

Table 8: The applications for WEU marketing authorisations in accordance with Section 22 (3)
AMG [18] between 1995 and 2012 and TU applicatioria accordance with Section 39 a-d AMG
[18] with regard to German involvement as RMS and ®1S in MRPs between 1995 and 2012 and
DCPs between 2005 and 2012 in Germany.

WEU in accordance with Section 22 (3} TU in accordance with 39 a-d AMG [18]
AMG [18]
MRP DCP MPR DCP

RMS CMS RMS CMS RMS CMS RMS CMS
1995 0 0 * == * * * *
1996 0 0 * _* * * * *
1997 0 2 * * * * * *
1998 2 0 * * * * * *
1999 1 0 * —* * * * *
2000 1 0 -* X * * * *
2001 3 0 * * * * * *
2002 1 0 * * * * * *
2003 0 1 * * * * * E
2004 0 0 * X * * * *
2005 0 0 0 0 0 0 0 0
2006 0 0 0 0 0 0 0 0
2007 0 0 1 0 0 0 0 0
2008 0 0 1 0 0 0 0 0
2009 0 1 48 0 0 0 0 0
2010 0 0 0 0 0 0 0 0
2011 0 0 4 0 0 0 0 0
2012 0 0 3 0 0 0 1 0
Total 8 4 57 0 0 0 1 0

*not applicable
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In addition, one application in accordance withtieec21 AMG [18] was submitted via MRP
and also one application in accordance with Se@bAMG [18] was submitted via DCP in
Germany between 2005 and 2012. These applicatiengaa included in the discussion in

chapter 4.2.
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3.4  The relevance of HMPC monographs in Germany beteen 2005 and 2012

Table 9 reviews the applications for WEU marketiaugthorisations in accordance with
Section 22 (3) AMG [18] and TU registrations in aaance with Section 39 a-d AMG [18]

with regard to the reference to WEU and TU HMPC ographs in Germany between 2005
and 2012.

Table 9: The applications for WEU marketing authorisations in accordance with Section 22 (3)
AMG [18] and TU registrations in accordance with Setion 39 a-d AMG [18] with reference to
WEU and TU HMPC monographs in Germany between 200&nd 2012.

WEU in accordance with Section TU in accordance with
22 (3) AMG [18] Section 39 a-d AMG [18]

Based on HMPC 15 22

monograph

Make reference to relevant | 22 51

HMPC monograph(s)

Monographs used in the 23 86

assessment by the competer

authority
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4 Discussion

4.1  The development of applications and completionsf applications for WEU
marketing authorisations for HMPs and TU registrations for THMPs in
Germany

In the following chapters (4.1.1- 4.1.4) the depeh@nt of applications and completions of
applications for WEU marketing authorisations it@dance with Section 22 (3) AMG [18]
for HMPs between 1995 and 2012 and for TU regisinat in accordance with Section
39 ad AMG [18] and 141 (14) AMG [18] for THMPs laten 2005 and 2012 are discussed.
In this context, the particular situation in Germaof the nationally regulated market for
HMPs since 1978 and for TMPs since 1994 is espgdaien into account.

4.1.1 The development of applications for WEU markieng authorisations in accordance
with Section 22 (3) AMG [18] for HMPs in Germany béween 1995 and 2012

A total of 1658 applications for WEU marketing aatisations pursuant to Section
22 (3) AMG [18] was submitted in Germany betweef83.and 2012 (Table 1, chapter 3.1.1).
This number reflects the large interest to use type of applications of the pharmaceutical
companies in placing HMPs on the German marketildustrates the importance of HMPs
for the healthcare system and the population imfaay. However, the total number needs to

be considered in more detail for different perioflEme.

Figure 3: Applications for WEU marketing authorisations in accordance with Section 22 (3)
AMG [18] for HMPs in Germany between 2005 and 2012
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Between 1995 and 2000

The majority of 1300 applications for WEU marketiagithorisations was submitted in
Germany between 1995 and 2000 (Table 1, chaptet,3anging from 102 to 250 per year)
which expresses a makes clear the large interegsefthis type of applications in gaining
access to the German market within this periodneét This high number of applications for
WEU marketing authorisations may be directly redat® the activities in the “revision of the
old market process”.

The “revision of the old market process” had tqpkeormed by the Competent Authorities in
the Member States in accordance with DirectiveS®®EC [7], 75/318/EEC [22] and
75/319/EEC [23]. All medicinal products which hddeady been on the market in 1978 had
to be reviewed in order to receive a marketing aushtion based on the proof of quality,
safety and efficacy [7][22][23] and to keep them the markets. Pursuant to Section
105 (2) AMG medicinal products which had alreadgrben the German market before 1978
had to be notified at the Federal Health Office 8®vithin a period of 6 months starting 1
January 1978 in order to keep them on the Germakenas so called “fictively” licensed
medicinal products [20]. Altogether, approximatbly,500 herbal products were registered in
Germany by 30 June 1978. In accordance with Sed@®(3)(1) AMG [20], “fictively”
licensed medicinal products expired on 30 April @2less an application for a renewal for
the “fictively” marketing authorisation in accordan with Section 105 (3) AMG was
submitted to BfArM prior to 30 April 1990 [20].

Until 30 April 1990 a total of 8458 applicationsrf®/EU marketing authorisations in
accordance with Section 105 (3) AMG [20] for HMPasasubmitted to BfArM (Table 5,
chapter 3.1.2). This large figure indicates the waarket existing for HMPs in Germany and
the high interest of the pharmaceutical compamidgep their HMPs on the German market.
The German legislation introduced special transdéiaules in the AMG of 1978 regarding
the evaluation of the huge amount of “old” meditipaoducts in order to regulate the
“revision of the old market process” [20]. The é&fshment of the Expert Commission E
pursuant to Section 25 (7) AMG [20] situated at B&A (parts of which evolved to today’s
BfArM) is of particular importance for the evaluai of WEU marketing authorisations for
HMPs in Germany [27]The Commission E had the task to prepare and puBinmission

E monographs which contained systematically cadlécscientific material on herbal
preparations and provided the basis for the evaluaif already existing WEU “fictively”

marketing authorisations for HMPs in Germany [2The Commission E monographs
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contained scientific information on efficacy andfeta as well as risk-benefit ratio,

recommendations for treatment, adverse reactiomstraindications, and interactions with
other medicinal products as well as the recommendsdge [27]. From 1984 until 1994, the
Commission E established a total of 330 monograp®® thereof received a positive benefit-

risk evaluation [27].

The provided Commission E monographs allowed themhceutical companies to refer to
this scientific material in order to obtain a newEW marketing authorisation in accordance
with Section 22 (3) AMG in Germany [27]. This fanight explain this high number of new
applications for WEU marketing authorisations it@dance with Section 22 (3) AMG [18]

in Germany between 1995 and 2000.

In accordance with the™5Act Amending the Drug Law of 1994 [28], pharmadeait
companies were obliged to demonstrate the profaféty and efficacy of their medicinal
products themselves in order to accelerate theisigv of the old market process” in
Germany [27]. Thus, the Commission E discontinusdniork of preparing monographs in
1994 [27]. An update of Commission E monographs legally not required [27]. Today, the
monographs are regarded as a comprehensive acl@evesbemonstrating the state of
scientific knowledge at the date of its notificatio the Federal Gazette [27].

Between 2001 and 2004

The use of applications for WEU marketing authditses in accordance with 22 (3) AMG
decreased significantly to a total of 299 applmagsi between 2001 and 2004 (Table 1, chapter
3.1.1, ranging from 26 to 94 per year). This dexloan be directly explained by the strong
involvement of the pharmaceutical companies in laguy and scientific activities in the still
on-going “revision of the old market process” deedifferent provisions by the German
legislation. In this respect, the European Commrssitipulated that the “revision of the old
market process” in Germany had to be finalised byp8cember 2005 [29].

In accordance with Section 105 (5¢) of th& Bct Amending the Drug Law of
09 August 1994 [28], pharmaceutical companies waiewed to keep their medicinal
products on the German market until 31 Decembed Z0@le of 2004”) if they withdraw
them by 31 December 1995 (this was later extended tDecember 1999) [28]. The aim of

this measure was to facilitate the applicants’ drtwal decision in cases where it was
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foreseeable that their applications would have teda negative BfArM decision due to
insufficient data. A complaint of the European Coission [29] led to cancellation of the
“rule of 2004” in accordance with the "L0Act Amending the German Drug Law of
12 July 2000 [30] with the result that the evaloatiprocess of the already withdrawn
“fictively” marketing authorisations according toet “rule of 2004” needed to continue [30].
Additionally, in accordance with Section 105 (4&)tlee 16" Act Amending the Drug Law
[30] in compliance with the European requirements Dorective 2001/83/EC [1] the
submission of “ex-ante” (preclinical tests and icia trials) documents was also required for
“old” medicinal products by 1 February 2001 [1][30The “fictively” marketing
authorisations expired if these documents could motsubmitted by the applicants by
01 February 2001 [30]. This measure was intendestremmline the adaptation of the “old”
medicinal products to the requirements of qualggfety and efficacy as required in the
European legislation [27].

Parallel to the “ex-ante” rule, the pharmaceutmainpanies could renounce their marketing
authorisations in accordance with Section 105 [3){3he 18" Act Amending the Drug Law
until 31 January 2001 [30].

The aim of these above mentioned measuremente iBéhman legislation in the “revision of
the old market process” was primarily done in orterfacilitate and to streamline the
evaluation of “old” medicinal products as well as temove medicinal products with
insufficient data from the German market [27]. Aslicated by the number of 7564 the
majority of applications for “fictively” WEU marketg authorisations in accordance with
Section 105 (3) AMG [20] for HMPs is expired by thed of 2012 (Table 5, chapter 3.1.2).
As example, in 2001, the large number of 3236 e&e®i(Table 6, chapter 3.1.2) of the
“fictively” WEU marketing authorisations was a ceqgsience of the “rule of 2004”, the “ex-
ante” rule and the opportunity to renounce the mtamlg authorisations. The large number of
expired “fictively” WEU marketing authorisations dicating that the majority of HMPs
which had already been on the German market béf@r& either could not prove quality,
safety and efficacy in order to obtain a renewal moarketing authorisation. Further,
economic reasons by the pharmaceutical companiakl dtave led to the decision not
maintaining these HMPs on the German market.

Today, a total of 652 HMPs is authorised in accocgawith Section 105 (3) AMG [20]
(Table 5, chapter 3.1.2) for HMPs on the German ketar This demonstrates the
pharmaceutical companies’ continuing interest iepieg these HMPs on the German market.

However, the review of the “revision of the old Iketr process” with regard to WEU
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marketing authorisations in accordance with Secfiob (3) AMG [20] (Table 5, chapter
3.1.2) reflects that the aim to remove medicinadpicts with insufficient data from the
German market in order to provide safe and efficreadicinal products for public health can

be regarded as achieved.

These provisions to regulate the “revision of thek mmarket process” and the pressure of the
European Commission required increased efforts lobotithe side of the pharmaceutical
companies and BfArM. At sides of pharmaceutical pames’ this fact alone tied up many of
the resources and could have led to the reluctiorcgubmitting new applications for WEU
marketing authorisations in accordance with Sec#2r(3) AMG [18] in Germany between
2001 and 2004. In addition, the pharmaceutical conigs that market HMPs are often small
or medium sized companies. This could have additiprreduced the potential to invest
resources in the preparation of applications fow N&EU marketing authorisations in

Germany.

Beside the strong involvement of the pharmaceutoaipanies in “revision of the old market
process”, further conditions could have led torélaectance of pharmaceutical companies for
submitting new WEU marketing authorisations in Ganmbetween 2001 and 2004.

The introduction of the WEU requirements by ComimoisDirective 1999/83/EC [24] may
have decreased the willingness of the pharmacé¢utorapanies to obtain WEU marketing
authorisations. Even if the WEU requirements ofebiive 1999/83/EC [24] do not differ
significantly from the existing national WEU reqerinents of the AMG of 1978 [20] in
accordance with Directives 65/65/EEC [7] 75/318/HR€] and 75/319/EEC [23], it cannot
be excluded that the status of EU compliant requérgs caused some uncertainties among
the companies, e. g. in the case of small compamits obviously less experience in the
European pharmaceutical environment. Maybe phamtiaaé companies were also reluctant
to obtain applications for WEU marketing authoiisias because of the imminent
establishment of Directive 2004/24/EC [11] andcitmisequences for the regulatory situation
of herbal medicines in Germany.

The reform of the German health insurance systamtdechanges in the reimbursement
conditions for OTC (non-prescription) products 002 [31]. In accordance with
Section 34 SGB V non-prescription drugs were exatuiom the obligation to be reimbursed
by the public health insurance system in orderettuce the costs in public health [31]. The

majority of HMPs is non-prescription drugs in aaamce with Section 43 AMG [18] and
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was thus subject to these changed reimbursemeditioms. Thus, it can be assumed that the
applicants’ decision to apply for new WEU marketimgthorisations for HMPs was
influenced by this fact.

Between 2005 and 2012

A total of 358 applications for WEU marketing autisations in accordance with
22 (3) AMG was submitted to BfArM between 2005 ap@l2 (Table 1, chapter 3.1.1,
ranging from 42 to 72 per year). It would have beenceivable that the use of applications
for WEU marketing authorisations decreased with thioduction of a new type of
application for TU registrations by Directive 20R4/EC [11] in Germany in 2005. But it
could be demonstrated that the use of applicafem®/EU marketing authorisations between
2005 and 2012 remained at the similar level inti@tawith the number of applications
between 2001 and 2005 in Germany so far.

The development of new applications for WEU mangtauthorisations in accordance with
Section 22 (3) AMG [18] between 1995 and 2000 ak asethe development of “fictively”
marketing authorisation for HMPs in the “revisioh tbe old market process” reveals the
existing market for HMPs in Germany (see abovekgré&fore, it can be assumed rather, that
the on-going low level of applications for WEU matikg authorisations obviously strongly
related with the already existing market for HMR% ainfluenced the number of new
applications for WEU marketing authorisation in @clance with Section 22 (3) AMG [18]
between 2005 and 2012. Changed conditions in then&we health insurance system for
herbal medicines might be also the reason for ¢he number of applications for WEU
marketing authorisations in Germany between 20@1261 2.

Even if the number of the new applications for Wildrketing authorisations between 2001
and 2012 is on a lower level than between 1995 20@D, the constant level of new
applications for WEU marketing authorisations instperiod of time reflects the current
interest of the pharmaceutical companies to gagesto the market for WEU marketing
authorisations in accordance with Section 22 (3)\M8]. However, it cannot be excluded
that an increasing relevance of TU registratioee (hapter 4.1.3) in the future will lead to a

decrease of the use of WEU applications in Germany.

Seite 29 von 54



Master Thesis Alexandra Kirzel

4.1.2 The development of the completions of applitans for WEU marketing
authorisations in accordance with Section 22 (3) A [18] for HMPs in
Germany between 1995 and 2012

In Germany a total of 1569 applications for WEU keding authorisations in accordance
with Section 22 (3) AMG [18] was completed from 59¢ntil 2012 (Table 3, chapter 3.1.1).
The majority of the completed marketing authoradi has expired (42%), while the granted,
refused and withdrawn marketing authorisationsdas&ributed almost in equal proportions
(about 20%). In general, the number of completiohsapplications of WEU marketing
authorisations reflects the common regulatory siuaof the BfArM’s decisions on

marketing authorisations and is not discussed taildsee figure 3).

Figure 4: Completions of applications for WEU markding authorisations in accordance with
Section 22 (3) AMG [18] for HMPs in Germany betweer2005 and 2012
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However, the large number of 212 marketing autldioas which expired in 2008 needs to
be taken into account. This number may be assadciaith the introduction of the “sunset
clause” rule by the 4 Act Amending the Drug Law [18] in accordance wiBtrective
2001/83/EC [1] in 2005. The “sunset clause” ruléeared the notification requirements for
medicinal products to include marketing and discw@tion of marketing by the holder of the
marketing authorisations [18][33]. In accordanceéhwArticle 24 of Directive 2001/83 [1],
transposed to Section 31 subsection 1(1) AM@ MA shall expire if the authorised

medicinal product is not placed on the market witthiree years of the granting of the MA, or
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if the authorised medicinal product that was placedthe market in accordance with the MA
is not placed on the market for three successiaesy@8]. If no such notification was made
by 5September 2005, the marketing authorisation of nieelicinal product expired on 5
September 2008 [18]. Obviously, as the number gired WEU marketing authorisations
demonstrates, the pharmaceutical companies weranterested in placing part of their
authorised HMPs on the market. This may be expthinee. g. the economic situation of the
pharmaceutical companies or by the changed reiratnest conditions for OTC medicinal

products in Germany as mentioned above.

4.1.3 The development of applications for TU regisations in accordance with Section
39 a-d AMG [18] and Section 141 (14) AMG [18] for HMPs in Germany
between 2005 and 2012

A total of 439 applications for TU registrationsancordance with Sections 39 a-d AMG [18]
and 141 (14) AMG [18], respectively, have been sitiech in Germany between 2005 and
2012 (Table 1, chapter 3.1.1). This demonstratesirtiportance of the use of this type of
application on the German market. However, the iegibns pursuant to Section 39 a-d
AMG [18] and those pursuant to Section 141 (14) ANIB] need to be considered

separately.

Figure 5: Applications for TU registrations in accadance with Section 39 a-d AMG [18] and in
accordance with Section 141 (14) AMG [18] in Germanbetween 2005 and 2012
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Applications in accordance with Section 39 a-d AMG18]

178 applications for new TU registrations in acemce with Section 39 a-d AMG were
submitted in Germany between 2005 and 2012 (Takdbdpter 3.1.1). This figure reflects on
a first glance reluctance of the pharmaceutical ganmes to use applications of TU
registrations for new THMPs in gaining access o@grman market.

However, it can be assumed that in Germany thenmdaeutical companies were strongly
involved in the preparation of applications fomséional TU registrations in accordance with
Section 141 (14) AMG [18] in this time period (degow). In view of small or medium size
companies in this field, this fact obviously tied resources and may explain the number of
new applications for new TU registrations. Furtherey due to the “revision of the old
market process” a regulated national market for mha&ority of TMPs authorised in
accordance with Section 109 a AMG [21] existed arr@any.

It must be also taken into account that the intotidn of TU registrations applications for
THMPs is a young provision in the European legisfat Thus, it can be assumed that the
pharmaceutical companies have lower experiencéhis field. This can be reasoned the
current reluctance by the pharmaceutical companiese applications for TU registrations in
order to gain access to the market in Germany lest\2005 and 2012.

However, there was a gradually increasing of tleeaisTU monographs by 2012 (see chapter
4.4). Furthermore, out of all Member States, thst fTU registration ever was granted in
Germany. Moreover, out of all Member States in Garynthe most applications for TU
registrations were submitted between 2005 and 2[BZ. Thus, an increasing use of TU

registration applications seems foreseeable, cilyren

Applications in accordance with Section 141 (14) AK [18]

With the introduction of the new application typ® TU registrations according to Directive
2004/24/EC [11] transitional national provisionsdhto be introduced in the German
legislation in order to adapt the already “fictiyel granted traditional marketing
authorisations for TMPs containing herbal substande accordance with Section
105 (3) AMG in conjunction with Section 109 a AM@&]] in the “revision of the old market
process” on the new requirements according to thegean legislation. In accordance with
the transitional provisions of Section 141 (14) AM@3], a TU registration application
pursuant to Section 39 a-d AMG [18] or a marketmghorisation application had to be
submitted for these existing traditional marketaughorisations by 31 December 2008 [18]. If
it was not made the “old” herbal TMPs ceased todlel on 30 April 2011 [18].
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In the “revision of the old market process” th& Act Amending the Drug Law of
11 on April 1990 [21] In accordance with Section 105 (3) AMG in confume with Section
109a AMG special rules for medicinal products dedifrom chemical, herbal and animal
origin substances with traditional use were inte@tl into German legislation [21]. This
purely German provision was only applicable for redl products which had already been
on the market in Germany since 1978 with the airfutther accelerate the “revision of the
old market process” and to keep those medicinadlymts on the German market that could
not demonstrated efficacy and safety either by nsifie bibliographic literature or by
preclinical test and clinical trials [21][27].

In accordance with Section 25 (7) AMG the “109 a @Mxpert Committee” was established
at the BfArM in order to evaluate the quality, sgfand efficacy of TMPs [20]. The efficacy
of the TMPs was deemed to be met when the substamceombinations of substances
claimed efficacy in therapeutic indications whickres recognised in a list of the therapeutic
indications compiled after hearing the applicantshe 109 a AMG Expert Commission [21].
A position on the so-called “109 a AMG list of tapeutic indicationsivas mandatory in
order to receive a renewal of the marketing autfabion in accordance with Section 105 (3)
in conjunction with Section 109 a AMG [21].

The quality was deemed to be met if the documentsthe analytical expert opinion had
been submitted and the applicants had made a@tatdéclaration. The labeling of TMPs
shall be accompanied by the additional remark: “diteonally used”:...to strengthen and
fortify the..., to improve the state of healtto.support the functioning of the ...or prevention

against..., as a mild-action medicinal product foe irs...[109 a][21].

In 2005 a total of 905 granted traditional markgtauthorisations for HMPs in accordance
with Section 105 (3) AMG in conjunction with Sectid09 a AMG [21] (Table 5, chapter

3.1.2) could have been transferred in accordantte $action 141 (14) AMG [18] to the new
requirements of the European legislation.

Out of 905 “fictively” granted traditional markegnauthorisations for HMPs a total of
259 applications for transitional TU registratiansaccordance with Section 141 (14) AMG
[18] was submitted between 2005 and 2008 (Tableh2pter 3.1.1). This indicates the
interest of the pharmaceutical companies in keepinrege TMPs already granted in “the
revision of the old market process” on the Germainket.

However, it is demonstrated that out of 905 theamityj of 646 granted traditional marketing

authorisations for HMPs in accordance with Sectl®® a AMG [21] had not submitted
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applications for transitional TU registrations iscardance with Section 141 (14) AMG
by 31 December 2008 and thus have been expireddofp8l 2011 [18] (Table 6, chapter
3.1.2).

This indicates that these traditional HMPs in adaoce with Section 105 (3) AMG in
conjunction with Section 109 a AMG [21] could obwsby not be to comply with the new
European requirements of TU registrations. In galnemew introduced pharmaceutical
legislation has led the pharmaceutical companiesotsider about the maintenance of their
existing marketing authorisations, e. g. with relgar the economic situation. This can also
explain the number of transitional TU registratiafspharmaceutical companies to submit
transitional TU registrations in accordance witlct®m 141 (14) AMG [18]. In addition, it
must be taken into account that in several casesdme marketing authorisations of “old”
TMPs were distributed by a group of pharmaceutoahpanies in the past. Today, in cases of
the same marketing authorisations the distributiosainnels are regulated within the group of
companies via different co-distributors. Therefavaly one application for transitional TU
registration was required by the group of compatoelseep the “old” TMPs on the German
market. This could distort the number of transiéibrior TU registrations applications
submitted in accordance with Section 141 (14) AM@]||

If an application for TU registration in accordaneéh Section 141 (14) AMG [18] was
submitted, the corresponding “old” traditional metikg authorisations for TMPs already
granted in accordance with Section 105 (3) AMG @amjanction with Section 109 a AMG
[21] expired if the evaluation of the correspondiransitional TU registrations in accordance
with Section 141 (14) AMG will have to be complefd®]. Due to the on-going process of
evaluation of the transitional TU registrationsactordance with Section 141 (14) AMG [18]
at the BfArM, 167 marketing authorisations in aczrce with Section 109 a AMG are still
valid so far (Table 5, chapter 3.1.2) today.

4.1.4 The development of the completions of applitans for TU registrations in
accordance with Section 39 a-d AMG [18] and 141 (JAMG [18] for THMPs in
Germany

A total a total of 285 applications for TU regidioms in accordance with Section
39 a-d AMG [18] and 141 (14) AMG [18las completed in Germany between 2005 and 2012
(Table 4, chapter 3.1.1). 30% of the TU registragioin accordance with Section
141 (14) AMG [18] between 2005 and 2012 were redfusecause they could obviously not
fulfill the new requirements of Directive 2004/2@H11] even if the corresponding TMPs
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had already been authorised in accordance withdpet09 a AMG in German legislation
[21].

The majority of the completed TU registrations haeen granted (about 55%) and only few
have expired. This reflects that the requiremeftBicective 2004/24/EC [11] for THMPs
could be fulfilled by the pharmaceutical companrespplications for new TU registrations
and for a major part “old” TMPs in order to gaincass or to maintain the access to the
German market, respectively.

Figure 6: Completions of applications for TU registations in accordance with Section 39 a-d
AMG [18] for THMPs in Germany between 2005 and 2012
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Figure 7: Completions of applications for TU registations in accordance with Section 141 (14)
AMG [18] for THMPs in Germany between 2005 and 2012
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4.2  The development of the type of procedures NP,RP and DCP in applications for
WEU marketing authorisations and TU registrations n Germany

In the following chapters (4.2.1- 4.2.2) the depat@nt of applications and completions of
applications for WEU marketing authorisations it@dance with Section 22 (3) AMG [18]

between 1995 and 2012 for HMPs and for TU regisinat in accordance with Section
39 ad AMG [18] and 141 (14) AMG [18] between 208 2012 for THMPs with regard to

the type of procedures NPs, MRPs and DCPs arestiedu

According to the current legislation, NPs, MRPs &@Ps are applicable for gaining access
to the market for HMPs and THMPs in Germany [8]. dacordance with Regulation
(EC) 726/2004, the CP is equally applicable fotohémedicines [12]. The CP is mandatory,
if HMPs would fall into the scope of the Annex oédulation (EC) 726/2004 (e. g. new active
substance, intended for the treatment of specfatthreatening diseases, e. g. cancer,
diabetes, manufactured by biotechnological prosesse) [12]. The CP may also be chosen,
if the applicant stated that the medicinal produetns a significant therapeutic, scientific or
technical innovation [12].

The CP leads to a marketing authorisation in eaembgr State of the European Community
with only one application submitted to the EMA [3Bjue to the fact that most HMPs contain
known herbal substances and are indicated fordagnbent of minor diseases [6], no CP for a
HMP has been performed in the European Communityf today. Thus, the CP is not

included in this investigation.

4.2.1 The development of applications for WEU markiing authorisations in accordance
with Section 22 (3) AMG [18] and TU registrations acording Section
39 a-d AMG [18] with regard to NPs in Germany

1589 applications for WEU marketing authorisatioha total of 1658 were submitted via NP
in Germany between 1995 and 2012 (Table 7, ch&a2¢r All but one (178/179) applications

for TU registrations were submitted via NP betw@@05 and 2012 (Table 7, chapter 3.2).
The NP may be chosen by the applicants in ordeet¢eive a marketing authorisation or
registration by the competent authority in the wdlial Member State in the EU/EEA in

which the application has been submitted [8].

The large number of applications for WEU market@ughorisations and TU registrations via
NP reflect the applicants’ high interest in recegrimarketing authorisations for HMPs and
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TU registrations for THMPs via NP. As mentioned abderbal medicines are traditionally
highly accepted by the German population and haen lan important part of the healthcare
system in Germany for decades [3]. The high ud¢Rbfllustrates the on-going importance of
HMPs and THMPs for the German market. Further, libreg-term experience in the
evaluation of herbal medicines of the BfArM and giiermaceutical companies in Germany,
especially due to the “revision of the old markeigess” may be explained the high use of
NPs in applications for WEU marketing authorisasicend TU registrations in Germany
between 2005 and 2012.

On the other hand the high number of applicatiansHMPs and THMPs submitted via NP
indicates on a first glance a large uncertainty dobmitting European procedures to gain
access to the markets for HMPs and THMPs in GermBayit must be taken into account
that a NP in Germany can be used by the pharmaateibmpanies as a starting point for
following European or even international proceducegain access to the European or global

market.

4.2.2 The development of applications for WEU markiing authorisations in accordance
with Section 22 (3) AMG [18] and TU registrations acording Section
39 a-d AMG [18] with regard to MRPs and DCPs in Gemany

12 of 1658 applications for WEU marketing authdisas were submitted via MRP between
1995 and 2012 and 57 via DCP between 2005 and @20G2rmany (Table 7, chapter 3.2).
Only one of 179 applications for TU registrationasasubmitted via DCP between 2005 and
2012 (Table 7, chapter 3.2). In comparison, 348iegions for marketing authorisations for
medicinal products containing chemical substancesevgubmitted via DCP (DE=RMS) to
BfArM in 2011. However, the first TU registratiopg@lication via DCP in which Germany
acts as RMS was submitted in Germany in 2012.

The number of MRPs demonstrates the low use of MBPapplications for WEU marketing
authorisations and TU registrations while the numike DCPs indicates a greater use in
accessing the market for WEU marketing authorisatid\ll applications for WEU marketing
authorisations via DCPs were submitted in 2009 amedbased on applications for one herbal
preparation in different strengths and with differsets of CMSs involved.

The use of DCPs reflects the higher relevance acdpgance for HMPs than the use of MRPs
to gain access to the European market.
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In general, according to Directive 2004/24/EC [aXEqgistration for a THMP already granted
by a Member State shall be recognised by anothenldde State in MRPs and DCPs based on
HMPC monograph or consisting of substances, pré@pas or combinations thereof
contained in a Community list adopted by the Euamp&€ommission [18]. If neither a
Community list entry nor HMPC monograph exist, MR&sd DCPs are possible but
clarification and discussion with the proposed lmed RMS and CMSs are recommended
before an application for TU registrations for THM&e submitted [35]. This “hurdle” could
have influenced the decision by the applicantsuionst a TU registration application via
MRP or DCP for THMPs in Germany.

Additionally, as mentioned above the pharmaceutetahpanies were obviously strongly
involved in regulatory and scientific activitiesttviregard to applications for TU registrations
in accordance with Section 141 (14) AMG [18] aftez Directive 2004/24/EC [11] came into
force (see chapter 4.1.3). Thus, it can be assuhatdesources of pharmaceutical companies
were focused on these transitional TU registratimmd were restricted for MRPs and DCPs,

especially in view of small or mediums size compani

The MRP was introduced by Directive 93/39/EEC [&86{“is to be used in order to obtain a
marketing authorisation in more than one Membertestavhere the medicinal product in
guestion has already received a marketing authtiosain any Member State at the time of
application” [37].

During the MRP, the marketing authorisation alreaghanted by the RMS should be
recognised by the CMSs unless the medicinal progucfuestionpresents serious risk to
public health with regard to quality, safety andiczfcy [37]. If a consensus is reached the
RMS closes the MPR and a national phase for grgutkia national marketing authorisation
follows [37]. If the serious risk to public healtbannot be resolved during the evaluation
process between the CMSs and RMS, an arbitratiooceps is initiated at the CMDh and/or
CHMP at the EMA [37]. In practice, a negative demisat the end of the arbitration
procedure could result in the loss of the grant&tiibnal marketing authorisation in the RMS
[37]. Therefore, the potential of loosing the athgagranted marketing authorisation or
registration in the RMS could be the reason forltdve use for submitting applications for
WEU marketing authorisations and TU registratiorsMRP, especially in view of Germany
with the most important market for herbal medicineEtween the Member States in the
European Community. The potential of losing a minkeauthorisations already granted

before Directive 2004/24/EC came into force, isrésed due to fact that the medicinal
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product in question do not comply with the harmedigvaluation criteria of WEU and TU
monographs established by the HMPC. This fact cbalc further hinder the pharmaceutical
companies to decide for applications via MRPs.

The DCP was introduced by Directive 2004/27/EC [®@Jcause arevaluation of the
operation of marketing authorisation procedures hegealed the need to revise the mutual
recognition procedure in order to improve the oppaities for cooperation between Member
States”[37]. The DCP*is to be used in order to obtain a marketing auikation in more
than one Member States where the medicinal producjuestion has not yet received a
marketing authorisation in any Member State atttine of applicatior{37].

During the DCP the RMS and CMSs involved have t@ate the application. If a consensus
is reached, the RMS closes the DCP and it is falbwy a national phase for granting the
national marketing authorisation or registratioi][8lowever, the DCP provides two clock-
stop periods in order to give the applicant an ofymity to resolve the deficiencies raised by
the RMS and CMSs [37]. If the applicant cannot kesdhe deficiencies, the clock-stop
periods may be extended [37This contradicts the aim for both the BfArM andeth
pharmaceutical companies to approve applicationsnfarketing authorisations as fast as
possible. If no consensus is reached at the eadd8IP an arbitration process is initiated [37]
with the risk of a negative decision and conseduent access to the market for the
medicinal product [37]. The potential to lose a keding authorisation already granted as like
in MRP due the above mentioned reasons is not pras®CP. This may explain the higher
interest in submitting an application via DCP thaam MRP. Additionally, in most cases the
DCP is potentially faster than the MRP. This migatan important benefit for the applicants
and could be reasoned the higher number of DCPNiRIA.

Both MRPs and DCPs rely on the principle of muteabgnition between the Member States
[37]. The development of harmonised evaluatioreaat for herbal medicines by the HMPC
(see chapter 4.4) has been established by Dire2fi0d/24/EC [11] as a prerequisite to apply
for MRPs or DCPs [37]. The HMPC established bothadit Community list to use in THMPs
and WEU and TU HMPC monographs to use in HMPs anlfis [14]. The applicants may
refer to these published documents and the MemtagesStake them into account accordingly
when examining the applications (see chapter 44) [

However, the Directive had come into force only heigjears ago. Before Directive

2004/24/EC [11] came into force, herbal productsewegulated nationally in different ways,
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e. g. as food, food supplement or pharmaceutiagisletions [6]. Furthermore, different
criteria for evaluations also existed between theer States in the past [6]. In contrast, the
European harmonisation process for the evaluatiberia for chemically defined substances
was already initiated in the 90ies [3]. Thus, te¢ehogeneous situation and low experience
with harmonised evaluation criteria for herbal nogtks in the European pharmaceutical field
might explain the reluctance of the applicantsufonsit their applications via MRPs or DCPs.
Furthermore, different conditions for herbal medés in the Member States [6] can have
influenced the applicants’ interest and the denismgain access to the market in more than
one Member State. There are still different tradisi regarding the therapeutic use of herbal
mediciné. For example, Garlic (Allium sativum) is used fbe treatment of cough and cold
in UK and for the prevention of arteriosclerosi€darmany [6]. Traditions are based on long-
term experience in therapeutic use and are wellwknloy the population [6] and may have a
non-negligible influence on the evaluation of hérbadicines.

As compared to chemically defined substances, arttenylember States herbal products are
accepted and appreciated in different ways botedmntists and the population [6]. Even if
the acceptance of herbal medicines has increaséukeitast decades [39] and harmonised
evaluation criteria were introduced in the Europkagislation the economic interests of the
applicants is strongly influenced by the acceptdacel in the Member States and may have
decrease the willingness to submit applicationsMRP or DCP, regardless of harmonised
evaluation criteria laid down in European legigiati

Furthermore, the classification of herbal prodasgsnedicinal products is not harmonised by
European legislation and remains the decision ef mlational competence [40]. As an
example Senna pods can be marketed as food inugelgnd as a medicinal product in
Germany [6]. Heterogeneous classifications of Henbedicines can lead to unforeseeable
consequences during a MRP and DCP which also cae hanegative impact on the

applicants’ decision to choose these types of phoee

Even if the BfArM and the pharmaceutical compaime&ermany have long- term experience
in regulatory and scientific handling herbal mewks, it can be assumed that the sum of
different conditions for herbal medicines in theriveer States has decisively influenced the
willingness of the applicants to submit applicaidor WEU marketing authorisations and
TU registrations via MRPs and DCPs in Germany. I§ind must be taken into account that
not only in Germany but also in other Member Stategy. in France and Poland herbal

medicines have already been regulated [6] beforeciive 2004/24/EC [11] came into force.
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This is a general limitation which has obviouslgbenfluenced the economic interest to use
MRPs and DCPs for submitting applications for WErketing authorisations and TU

registrations.
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4.3  The development of the German involvement as RMand CMS in MRPs and
DCPs in applications for WEU marketing authorisations for HMPs and TU
registrations for THMPs in Germany

In the following chapter the development of appglmas for WEU marketing authorisations
in accordance with Section 22 (3) AMG [18] and Tgjistrations in accordance with Section
39 a-d AMG [18] (Table 8, chapter) with regard ke tGerman involvement as RMS and
CMS in MRPs between 1995 and 2012 and in DCPs leet®605 and 2012 are discussed.

Only 12 MRPs was submitted in Germany, in eighthefin Germany acted as RMS and in
five as CMS between 1995 and 2012. In total, 57 ®@Rre submitted, in all of them
Germany acted as RMS between 2005 and 2012 (Tableafter 3.3).

The RMS is the Member State which evaluates thd&etiag authorisation dossier and
prepares the assessment report on behalf of the GWERP and DCH41]. The RMS acts as

a central point between the CMSs, the applicantitiagplicable the CMDh and CHMP, as
well [41]. He also gives advice and recommendatimgarding regulatory and scientific
issues to facilitate the planned procedures, thegagreement of the timetable of MRPs and
DCPs or a discussion of the legal basis of theiegipdn prior to the start of procedure [41].
If the applications and the dossier have been didxhnin MRPs or DCPs, the RMS informs
the applicant about any deficiencies in the vailadaphase notified by the CMSs and does not
start the procedure until the CMSs agree with thESRhat the issue has been resolved [41].
During MRPs and DCPs, the RMS should describe tbpgsties of the medicinal product
objectively in the assessment report and shoultlidssthe reasons for granting the marketing
authorisation in MRPs and DCPs. All contacts betwd#ee applicant and CMSs should be
channeled via the RMS in order to facilitate thenowunication and to come to an agreement
that ensures the granting of a marketing authdoisatith a safe and rational therapeutic use
of the medicinal products [41].

In MRPs, the Member State in which the medicinaldpict is already authorised, acts as
RMS. Together with the CMSs that are chosen byajh@icant the assessment report, the
summary of product characteristics, the packagieteand the labeling have to be approved
during the MRP [41]. The marketing authorisatioreatly granted by the RMS should be
recognised by the CMSs unless the medicinal progucfuestionpresents serious risk to
public health with regard to quality, safety andiczfcy [37]. If a consensus is reached the
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RMS closes the procedure and the national phasegfamting the national marketing
authorisation follows [37].

In DCP, the RMS and the CMS also have to approgeaisessment report, the summary of
product characteristics, the package leaflet abeélilag in line with the task of the RMS in the
MRP [41] If a consensus is reached during the DCP, the RNM&es the procedure and the

national phase for granting the national marketinthorisation follows [37].

In the majority of MRPs and DCPs for herbal medisirtGermany involved, Germany acted
as RMS. As mentioned above, the BfArM has a loaging expertise in the regulatory and
scientific field regarding herbal medicines. Furthere, Germany is very experienced in
MRPs and DCPs and in acting as RMS ever since thessedures were established in
European legislation. This might explain the prefee of the applicants to choose Germany
as RMS in MRPs and DCPs for herbal medicines. # rational and strategic decision and
hence common practice for the applicants to chad3®S in DCP with long-term regulatory
and scientific experience. Additionally, the majpf pharmaceutical companies that market
herbal medicines are located in Germany. Thus,ait be beneficial for handling the
regulatory and scientific activities during a MRRdaDCP which may have influenced the
decision to choose Germany as RMS. Finally, theeer@ language barriers between the

BfArM and the applicants.
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4.4  The development of the relevance of WEU and TWHMPC monographs in
Germany

The review of the relevance of WEU and TU HMPC ngmaphs in applications for WEU
marketing authorisations in accordance with Se@®1t3) AMG [18] and TU registrations in
accordance with Section 39 a-d AMG [18] and 141 @MIG [18] was categorised according
to the type of reference (Table 9, chapter 3.4)twBen 2005 and 2012 a total of
15 applications for WEU marketing authorisationssvilased on WEU HMPC monographs,
22 referred to relevant HMPC monograph(s) and 28wesed in the assessment by the
BfArM.

Between 2005 and 2012 a total of 22 applicatiomsTid registrations was based on TU
HMPC monograph(s), 51 referred to relevant HMPC ogoaph(s) and 86 were used in the
assessment by the BfArM.

The use of the HMPC monographs reflects the releaand the acceptance of the
pharmaceutical companies of the establishment oluvdad TU HMPC monographs in
applications for WEU marketing authorisations ard fegistrations in Germany between
2005 and 2012. In Germany, the introduction of HMBR@hographs by Directive 2004/24/EC
[11] replaced the former Commission E monograph&@mmany in the “revision of the old
market process” as mentioned above. Thus, the HMBRbgraphs are particularly important
for WEU marketing authorisations and TU registnasi@pplications in Germany.

The establishment of HMPC monographs is still aeatyoung element of the harmonised
evaluation for HMPs and THMPs at the European leVik first HMPC monograph was
published in 2006. It will probably take at leastexade to transfer legislation into the market

situation and allow a final statement on the immd&uch an instrument.

However, the establishment of HMPC monographs isragoing process. Until present 114
final HMPC monographs covering different therapeusireas have been finalised and
published [42]. Currently, out of all HMPC monoghapabout 80% include a TU while about
20% include a WEU [16]. Based on the priority st AEGSP and further interested parties
the HMPC has established a priority list of heshddstances for which monographs should be
prepared. For 2013 the HMPC plan to prepare 3Q drafinal monographs in which the
majority will include a TU [42]. Thus, it can besasned that due to the on-going preparation

of TU HMPC monographs and increasing experienceharmaceutical companies in this
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field, the use and the relevance of TU HMPC monplgsan applications for TU registrations

might be increased in Germany.
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5 Conclusion and Outlook

Directive 2004/24/EC [11] is a milestone for herbaledicines in the European

pharmaceutical legislation process. The objectias v0 harmonise the national laws of the
Member States in order to protect public healtltesim the past the guarantees of quality,
safety and efficacy [22] were not equally providaohong the Member States. That is
particularly demonstrated by the establishmenthef HMPC as part of the EMA having

regard to the particularities of HMPs and THMPgsha European Community [11] and the
introduction of a simplified TU registration proagd for THMPs by Directive 2004/24/EC

[11].

In Germany, the implementation of Directive 2004Ex2 by the 1% Act Amending the Drug
Law of 5September 2005 [18] has led to a particular sibuaith German legislation in view
of the nationally existing regulated market for H8/lBefore Directive 2004/24/EC came into
force [11].

The acceptance and relevance of WEU and TU monbgregtablished by the HMPC for the
harmonised evaluation of applications for WEU mérg authorisations and TU
registrations, is an important result of Directi2004/24/EC [11] in Germany. The
establishment of HMPC monographs by Directive 2R84 C [11] replaced the Commission
E monographs established in Germany in the “remisicthe old market process”.

The instrument of harmonised evaluation criteriathe form of HMPC monographs of
Directive 2004/24/EC is still a rather young proersin European legislation [11]. Thus it
shall be noted that the first HMPC monograph wasighed in 2006. It will probably take at
least a decade to transfer legislation into theketasituation and to allow a final statement on
the impact of such an instrument.

Even if Directive 2004/24/EC [11] has not been ifdece for a sufficiently long period of
time, the current use of the HMPC monographs suggas on-going development of the
relevance and acceptance of HMPC monographs asisfbathe evaluation of applications
for WEU marketing authorisations and TU registnasiaof HMPC monographs in Germany.
Currently, out of all HMPC monographs, about 80%lude a TU while about 20% include
WEU [16]. For 2013 the HMPC plan to prepare 30 daaffinal monographs in which the
majority will include a TU [42]. Thus, the on-goimglevance of the use of TU monographs

and a decrease of the use of WEU monographs megéxpected.
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A further impact of Directive 2004/24/EC [11] isetladaptation of TMPs which have already
been authorised in the German legislation in tleei&ion of the old market process” with the
European requirements of Directive 2004/24/EC [THus, it can be concluded that these
transitional TU registration applications submittedaccordance with Section 141 (14) AMG
[18] by 2008 are fully compliant with the Europeasguirements of Directive 2004/24/EC
[11].

Simultaneously, the development of applicationsriew TU registrations in accordance with
Section 39 a-d AMG [18] for THMPs demonstrate samleictance of the pharmaceutical
companies to gain further access to the Germanehtok THMPs by 2012.

However, in Germany the pharmaceutical companiese warongly involved in the
preparation of applications for transitional TU istations after the Directive 2004/24/EC
came into force [11]. Further, due to the “revisiointhe old market process” a regulated
national market for the majority of TMPs existeddermany [20][21].

Because of the short period since the introductibrihe option of TU registrations into
legislation, pharmaceutical companies have had limiyed experience in this field. Thus, a
final statement on the impact of Directive 2004EX2/[11] on the development of TU
registrations cannot be given so far.

Nevertheless, it shall be noted that the first Bdistration ever in the European Community
was granted in Germany. Moreover, out of all Mem®tates the most applications for TU
registrations were submitted in Germany betweerb2&td 2012 [32]. Furthermore, there
was a gradually increasing of the use TU monogrdph2012. This suggest the on-going
development of TU registration applications, paitcly in view of the on-going work of the
preparation of TU monographs by the HMPC and thewgrg experience by the
pharmaceutical companies in this field. Thus, ef@&irective 2004/24/EC [11] has not been
in force for a sufficiently long period of time,eghmpact of Directive 2004/24/EC [11] on the
development of TU registrations will probably conte to increase in Germany.

The development of applications for WEU marketingharisations in accordance with

Section 22 (3) AMG [18] for HMPs indicates a highlevance for gaining access to the
market in Germany before 2001. Since 2001, the Vdgplications decreased significantly
but remained on a constant level until 2012. Tlspn-going interest of the pharmaceutical
companies in gaining access to the market for WEketing authorisations between 2005

and 2012 in Germany has been ascertained in thesgeriod.
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Since 2005, after Directive 2004/24/EC came intedd11], a decrease in the development
of WEU marketing authorisations due to the intraduc of a new type of application for
simplified TU registrations in Germany might haveeh expected. However, no such impact
of Directive 2004/24/EC [11] on the development agplications for WEU marketing
authorisations has been ascertained in Germanyebat2005 and 2012 so far.

The current use of WEU monographs is on a loweellévan the use of TU monographs.
Furthermore, only about 20% of the HMPC monograiplctude a WEU, currently. Thus,
even if Directive 2004/24/EC [11] has not beendrcé for a sufficiently long period of time,
the current use of WEU monographs so far doesuggest a negative influence of Directive
2004/24/EC [11] on the development of applicatitms WEU marketing authorisations in
Germany. However, a decrease of applications fotMiarketing authorisations might be
expected in Germany. Furthermore, in view of thesteng nationally regulated market for
WEU marketing authorisations in Germany before &iwe 2004/24/EC came into force
[11], a saturation of the German market can infagetihe further development of applications
for WEU marketing authorisations in Germany.

There is a strong preference for using the NP deioto gain access to the German market
before and after Directive 2004/24/EC came intedan Germany [11] which underlines the
importance and the appreciation of HMPs and THMBs the German market. This
preference also reflects the uncertainty of thermphaeutical companies with regard to

submitting European procedures for placing HMP&oropean markets.

Although Directive 2004/24/EC introduced the essivhent of WEU and TU HMPC
monographs [11] as a prerequisite for the harmdnealuation of HMPs and THMPs in
MRPs and DCPs the MRP has been used to minor eattantDirective 2004/24/EC came
into force. Thus, an impact of Directive 2004/24/AC] on the development of MRPs cannot
be clearly ascertained so far. Due to the risk afing an already granted marketing
authorisation as a consequence of a negative dedisithe MRP, (especially in view of the
fact that Germany in the most important markethferbal medicines of the Member States)
the conclusion can be drawn that the impact of dive 2004/24/EC [11] on the use of the
MRPs will remain possibly on a low level in thiglfl. Especially, due to the fact that the
marketing authorisations which were already gramiefdre Directive 2004/24/EC came into
force, do not comply with the harmonised evaluatoiteria of WEU and TU monographs

established by the HMPC, the limited use of apgibices via MRPs seems foreseeable.
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The DCP was used to greater extent for WEU appicatand therefore a higher importance
for Germany can be inferred. Moreover, the firstPD@f a TU registration for a THMP in
Germany of which Germany acts as RMS was submitteGermany in 2012. It was
discussed that special conditions, e. g. diffemteptance level and traditions for herbal
medicines among the Member States may influencdebesion of pharmaceutical companies
to submit applications via DCPs even if harmonisealuation criteria were established at the
European level. Because of the short time sincendiaised evaluation criteria in form of
HMPC monographs has been established, a final nstatie of the impact of Directive
2004/24/EC [11] on the development of DCPs alsmotibe given so far. However, due to
the current development of applications via DCPspBa-going increase of the relevance of
DCPs for HMPs and THMPs can be expected, evenrddive 2004/24/EC [11] has not been

in force for a sufficiently long period of time.

In almost all MRPs and DCPs for herbal medicineswimch Germany was involved,
Germany acts as RMS. It can be concluded that duéstlong- term experience in the
scientific evaluation and dealing with regulatosgues regarding herbal medicines in German
legislation, Germany is preferred as RMS. Howewvar, far no impact of Directive
2004/24/EC [11] on the development in the Germawlirement of RMS and CMS can be
ascertained. In view of the increasing experientethe pharmaceutical companies in
submitting DCPs based on the on-going work of mat@n of harmonised evaluation criteria
in the form of HMPC monographs, a positive influeran the involvement of Germany as

RMS in DCPs can be expected in Germany in the éutur

In conclusion, a major impact of Directive 20042@/[11] on different issues investigated
was demonstrated. Especially, its impact on thevegice of the use of WEU and TU HMPC
monographs and on the adaptation of TMPs alreathodsed in German legislation in the
“revision of the old market process” with the Eugap requirements of Directive 2004/24/EC
[11] was shown. Due to the regulated national maikkeHMPs in German legislation before
Directive 2004/24/EC [11] came into force, its po® impact will obviously continue to be
supported by the long- term experience in regwasod scientific handling of HMPs by the
BfArM and pharmaceutical companies in order to e¢hia harmonised market for herbal
medicines on European level. However, it has ttaken into account that the process is still

on-going and further impacts shall be analysetienftiture.
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6 Executive Summary

Directive 2004/24/EC [11] is a milestone for herbaledicines in the European

pharmaceutical legislation process. The objectias '@ harmonise the national laws of the
Member States in order to protect public healtltesim the past the guarantees of quality,
safety and efficacy were not equally provided amang Member States [22]. That is

particularly demonstrated by the establishmenthef HMPC as part of the EMA having

regard to the particularities of HMPs and THMPstle European Community and the
introduction of a simplified TU registration proagd for THMPs by Directive 2004/24/EC

[11].

The implementation of Directive 2004/24/EC [11]the 14" Act Amending the Drug Law of

5 September 2005 [18] has led to a particular sdoafor herbal medicines in Germany
because a nationally regulated market for herbalicimees has already been established in
German legislation since 1978 [20][21].

In this context, the impact of Directive 2004/24/EX1] on different regulatory criteria for
HMPs and THMPs in Germany was investigated (theelkbg@ment of WEU and TU
applications, the development of the use of NPs,PBIRnd DCPs, the involvement of
Germany as RMS/CMS in MRPs and DCPs and the retevah HMPC monographs). A
comprehensive presentation of data research onrdbelatory development of herbal
medicines in Germany between 1978 and 2012 is gedviThe data for this research were
obtained from the Drug Information System (AMIS)}atzse and from the evaluation of an
annual questionnaire prepared by the BfArM on retjoé the EMA. The data provided are

not fully available as such from public sources.

The high appreciation of HMPs and THMPs was denmatexd by a total of 439 applications
for TU registrations in accordance with Sectiona3d® AMG and 141 (14) AMG [18] and of

358 applications for WEU marketing authorisatiomsaccordance with Section 22 (3) AMG
[18] between 2005 and 2012.

The acceptance and relevance of WEU and TU monbgragtablished by the HMPC as an
instrument for the harmonised evaluation in appbees for WEU marketing authorisations
and TU registrations, is an important result ofedtive 2004/24/EC [11] in Germany. Out of
all HMPC monographs, about 80% include a TU whidewd 20% include a WEU [16].
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Due to the current development of TU registratiamsl the on-going preparation of TU
monographs by the HMPC, an increase of the relevah@U registration applications might

be expected in Germany.

A further impact of Directive 2004/24/EC [11] isetladaptation of TMPs which have already
been authorised in the German legislation in tleei&ion of the old market process” with the

European requirements of Directive 2004/24/EC [11].

A strong preference for using the NP by pharmacaltiompanies in order to gain access to
the German market was also shown. The MRPs wei tasminor extent so far while the
DCPs was used to greater extent for submitting Wdgplications [11]. It was further
demonstrated that in all applications via DCPsHherbal medicines in which Germany was
involved, Germany acted as RMS. Moreover, the fd§8P of an application for a TU

registration in which Germany acts as RMS is umdatuation, currently.

For the majority of criteria investigated, a finslatement on the impact of Directive
2004/24/EC cannot be given so far due to the faat Directive 2004/24/EC has not been in
force for a sufficiently long period of time.

However, the current development of the individa@eria (the use of TU applications, the
use of DCPs, the involvement of Germany as RMS@¥PPB and the use of TU monographs)
suggests increasing the impact of Directive 2004@4[11] on these criteria in Germany.
Due to the nationally regulated market for HMP<i@rmany this impact might be supported
by the long- term experience in regulatory andrddie handling of HMPs by the BfArM and
pharmaceutical companies in order to achieve a ¢tvaisad market for herbal medicines on

European level.
However, it will probably take at least a decadetremsfer this legislation to the market

situation in Germany. Thus, it has to be taken atoount that the process is still on-going

and further impacts shall be analysed in the future
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