COM(79) 59 finsl »
Brussels, 22 Pebrqlry 1979

&

FIRST COMMISSION REPORT TO THE COUNCIL

on the functioning of the Committee for Proprietary i .

: Medicinal Products anc its impact on the development °fu;

intra=community trade

Period 1977/1978

COM{79) 59 final




First Commission Report on the functioning -
of the Committee for Proprietary Medicinal Products snd 1t§,
impact on the development of intra=Community trade -

Period 1977/78

Introduction

~ Directive 6S/65/EEC of 26 January 1965 (04 of 9. 2.65)
= Directive 75/318/EEC of 20 Hay 1975 (04 L 147 of 9.6.75)

;bationll tuthorlcioo lnd thorofor. thcro it n risk zhat tho‘di_ignonyd

A2




:fnnc of 1ntu~m1ty trm, and shall do so for the ﬂrn ti. m ycm

: after thc entry fnto fom of tho Mroctiw. This §s the objoct of m pnunt
docu“m. £ '




-5-

1. The functioning of the Conmittee for Proprietary Medicinal
Products

The period covered by the report has been essentially characterized by the
setting~up of the Committee and its "running-in', thanks mainly to the

interest shown in it by the competent national authorities. In fact, »
applications from those responsible for marketing, manufacturers or 1nport0rsﬁﬂ
have up to now been very few. According to the industrial circles concorncd,vf
this must not be attributed to "a traditional reluctance to follow new paths“,
2 but to very precise reasons:

PRI

dom

dual

= the delay in some member States in implementing the provis1ons of the -
Directives, rendering it impossible to use the Community procedure 1n
those countries;

= the requirement to apply for marketing authorizations for at Lleast five -
other member States, rendering it difficult to follow the procedure
because products are_ generally introduced gradually on markets,

1. The setting-up of the Committee

1.1 Rules of procedure

The Committee for Proprietary Medicinal Products drew up its rules df
procedure, which were forwarded to the Council on 23 December 1976 for ,J

= . possible comments as laid down in a declaration included in the summary ..

?i' record of the 769th mesting of the Permanent Representatives Committee on

;, iy 7 and 12 May 1975. On 17 March 1977 an amendment to the draft rules was '

1 ' forwarded to the Council, which had criticized the provaswons governing the"w
languages used in the work of the Committee; in fact, the use of tndguagct o
in the Communities are laid down in Council Regulation No 1 of 12 April

1958 (0J 177385 of 6.10.58) as amended by Annex I to the Act concerning the
Conditions of Accession and the Adjustments to the Treaties.

;1 The rules of procedure of the Committee are set out in Annex I to this
8 report.
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In addition to the customary provisions in such rules, the Cc)mitt.h 1.:""91

particular empowered to set up panels of experts to study matters of m
_ ’ interest. This right has been used three times, as will be seen Later on 1n
i the report. a

Furthermore, it ‘s laid down that the work of the Committee and of the panels
of experts and all the documents which are submitted to them are confidential
in nature. The breaching of professional secrecy is subject in all cases to ik
: penal sanctions. This confidentiality is obviously without prejudicc to thc S
e notification of the person responsible for marketing if a reasoned objoct{cq
E o the marketing of his product 1s lodged by a member State, as soon as the -
Comrittee is apprised of this. : , ' | l.i‘;;*(;

1.2 Election of the Chairman and Deputy Chairman

=~ B Mr Léon ROBERT, the Lux®mbourg representative, was elected Chaimm, in
; accordance with the procedure laid down in Article 2 of the rules of procmrv.

Mr E.L. HARRIS, the United Kingdom representative, was elected Deﬁuty Qu'lr.:,;;,
man. Following Mr Harris's appointment to other duties, Professor dDuilio '
 POGGIOLINI, the Italfan representative, was elected Deputy Chainu"a.-fho
-task of thc slected Deputy Chairun is minly to deputize for tht« cm'lnm
st Couittn not'lngs. Lol

L O T R S S Ve iy e g g

: A ncond ocputy Chairlun, appointed by the Commission, is provﬁid fora ;i

" His mafn task 1s to deputize for the Chairman in the period between auﬂmi
E . Mr D.J. DEVINE, Director, was thus appointed Deputy Chairman; fe mhdm
i‘ .. ond was nphccd by Hr Nicolaas ‘BEL, Head of Division. e Hp

- . ’ 2 & o Po ek
"4 : - 4 , & sade .,,, ».‘“ :v},"i

- Attached 18 Annex u, which contains s Llist of members of the Co-itt«. e
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1.3 Notifying trade circles

So as to draw the attention of the trade circles concerned to thc ncw pfo-'
cedure asvailable to them for placing proprietary medicinal productl o the
market, via the Committee, a notice to manufacturers and importers wlt
, published in the 0fficial Journal of the Furopesn Communities No € 302 cf
E 15 December 1977 and reprinted in the national official gazettes. .

;‘ This notice describes the conditions to be fulfilled in order to use tho
e Committee procedure, the procedure to be followed and the force of chaittoo
e opinfons. The text of the notice can be found in Annex III..

4 iy Meanwhile, the members of the Committee and of the Secretariat have taken ;",
3 part in a number of talks, conferences, seminars, etc., intended to -aké thd '

Committee better known. Its Chairman has been invited several tiuol, dn his
;: capacity as Cha1rman, to most of the member States.

?x,'r ' 2. "Running=in" of the Committee

2.1 Developing its working methods

iit o From the outset, the Committee has been concerned :ith the efficacy of its .
g . work: first, its internal functioning, by the simplification of procedures; : N
;} P secondly, and essentially, for the purpose of improving cooperation between -
' the competent authorities. To this end and so as to avoid divergent notionnl?75
decisions as far as possibtn, the Committee has rev1sed some general
standards and has drawn up more specific provisions.

2 ~ 8 It Vorf.huickty emerged that Article 9 of Directive 75/319/€EC was
unsuitable, The forwarding of dossiers to the Committee and then od'io
the member States concerned was Liable to cause delays detrimental te the
menufacturers and, in the final analysis, to the good name of the Commit~
tee, On 1ts proposal, the Commission, after consulting the Pharmaceutical
Committee set up by Council Decisfon 75/320/EEC, proposdd'to the Council
that the Directive be amended to provide for the simultaneous forwarding of
dossiers to the member States concerned and to the Committee., The amendment
5;-\\ was edopted by Council bDirective ho 787420/5EC of 2 May 1978 (0J L 123 of )
- 11 Ray 1978). i
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taken by navional authorities. It therefore docidcd to drau_?uq
principles to govern pi ocedure in relation to givm emrin

- the ”Mdiciml l'roducts of Plant Origin" pancl., chaiced by Prof“m
B. SCHNIEDERS, Director of the Medicaments Institute of the m
gesundheitsamt, Berlin, ‘ - §
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. npotes covering all available data that can be gathered. These notes o

these notes on to the national groups concerned. Comments received b the
~ Committee for Proprietary Medicinal Products are examined by the oxpcrt

f-Tho legél form to be assigned to these documents depends on their coﬁtonts
. The Pharmaceutical Committee, set up by Council Decision 75/320/€EC, h;s.bocn

possible and the expert panels are in the process of examining the co.nants

The following procedure has up to now been used so 38 to obtain the w
possible consultations: the panels of experts draw up scientific ouplonatory

forwarded by the Committee to the competent national authorities and to tht
trade groups organized at Community level. The national authoritictllond

panels who amend the explanatory notes accordingly or explain why thcy ha
maintained their stance to the Committee.

asked to give its opinjon on this point and the discussions have not yet beon
completed. The following five documents have been disseminated as Hidtly as

received:

= fixed combination products,

- non-steroidal, anti=inflammatory compounds for the treatment of hr 1q
disorders,

= reproduction studies, ,

~ carcinogenicity testing, S

"i' cyroni; toxicity atudfgs. 4

b i

Thc panols . "s:fety lﬂd Efficacy of Orugs” are drafting notes 1n th

folloaing ﬁcldu :

. 1-uunotox1cology

- nutaqonicity

= pharmacokinetics

- pafcty pharmacology

= biosvailability

= toxfcity by inhalation
= acute toxicity

= sub~acute toxicity
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These panels are still working on the following drug groupss ;

= snti-epileptic drugs
- cardiac glycosides
= snti-anginal drugs
« oral contraceptives.

specific problems raised by this type of product. The fact is that sc.bjuﬂno

such products to all the requirements of the # / directives might uk! tm ’

available scientific documentation so as to assess the efficacy l_nd ha;qtui- \
- ness of these products, , R s

. 2.2 The functioning of the Committee

e 0 ") The Committee received two M A applications pursuant to Article 9vo.f A
i directive 75/319/EEC. T

MA nppuutions concern Bolgium, benmark, Italy, Luxembourg md tM
Netherlands. The procedure is in progress and will not be comlotod by

c) ; Arguto ‘M of the above-mentioned Directive, the Conittu hu hﬂ\

- spprised of end examined about twenty medicaments, involving problm of
Community interest, and in particular the following products: -
Carbamazepine = Chloroform = Practolol ~ Chenodesoxycholic A;id O il
Clozepine = Aprindine = Biguanides = Paracetamol =~ Tofenacine = mrytm -
Catalase = Pipemidic Acid ~ Aminophenazone = Lynestrenol = “Salbutamol .~
Allergens = Bismuth salts.

In sddition, it has examined the following specific cases: sterilization
by ethylene oxides; asbestos fibres. A
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I1l. Development of intra~Communiy trade

During this setting-up and running~in period, 1t is doubtful uhcthcf'tﬁf:
functioning of the Committee for Proprietary Medicinal Pronscts prqgcdﬁfﬁ
will have any influence on the development of intra-Community trede. HCﬁO"
too, statistical instruments which will enable this dévelopment to bo
fol lowed need tc be put into operation,

The statistics are 9iven in EUR and 1n European units of account (EUA).
Table 6 can be uscd for conversion .» national currencies. 2
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2. ¢) Percentage of medicaments prepackaged for retajl sale in totsl

Community medicaments imports

In 1977 medicaments prepackaged for retail sale representcd 66 %
of medicaments imported by the CQMunity (65 % in 1976, 64 % 4
1975, 63 X in 1974).

account for a slightly higner proportion of the totat imr_ :
Comaunity medicaments imports: 69.3 % {n 1974 and 1975, 71*,3 ‘An
1976, 72,4 % in 1977. This trend might becone more marked a8 8.’

Hh‘lCh makes Mportind propriﬂ)
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- 15 -
: é. ¢) Percentage of medicaments pre ed for retai
: Community medicaments exports
) In 1977 medicaments prepackaged for retail sale accounted for
: ~ 80.5 X of medicaments exported by the Community (79 X in 1976,
80 X in 1975, 79 X in 1974). ' Rl
o : R ,
~
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7. Comments

a) In intra=Community trade, the Benelux countries account for .lndqti

half of prepackaged medicaments imports:
47 X in 1974 and 1975, 48 X in 1976, 43 X in 1977,

;:v Intra-Community exports are :iso highly concentrated: Germany and :
E Belgius-Luxembourg account for more than half of intra-Comsunity
' prepackaged medicaments exports: 33.1 + 22.3 X in 1974, 30.8 +
26.3 X.in 1975, 30.3 + 24 X in 1976, 26.2 + 24.2 X in 1977,

b) The figure for French intra~-Community imports of prepackaged ,;;;
medicaments is of a token nature = 2.5 X of total 1ntro~Connun1ty
imports in 1974, 2 X in 1975, 2.3 X in 1976 and 3.1 X 4in 1977. _‘"

. This is evidence of the obstacles to the importing cf nedicaaoniiQ;v‘
The results of the Commission's efforts to eliminate these obiti¢les}

1 in conjunction with the Council's efforts to harmonize Laws are mot
3 ;; ’ yet reflected in the statistics. ¥ F
¢) Since 1974 the percentage of 1ntra-€on6un1ty imports and expdrt
in the total imports of prepackaged medicaments has been stabtek-
and this conceals the effect harmonization of laws has had on 1ntra~

- Community trade. On the other hand, the accession of new unubcr‘" ‘
35 > €} States seems to be nodifying the pattern of their trade, incroating
é] A i the pcrccntagc of 1ntra~¢omnunity 1nport: and axports, the: record
- ~ going to Irolnnd, which 1n 1977 1nportod propucklaod -odicnnlni' :
; oluost scloly fron tho COHnunity (98 2). e »
144 ¢ : g Z i@ *ﬁ- 1

;n.,‘ :
*t

gi; . d) The proccduro appliod by tho Connittco for Propriotary Hed1cinah-
Productn has hed pructically no impact during the period coverod
by tho rcport. Houcvor, T 1% no doubt too msuch to expect great
chnngcs in tradc patterns in the futurc, even 11 this procodurt
were widely used, when at the present tino 80 X of imports of S e
medicsments prepackaged for retail sale already derive from 1nporta e
between member States. i
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E aanex 1 Rules of Procedure of the Coxmittes for Proprietary
Medicinal Products

3 j Annea 1 List of members of the Comnittee for Proprietary
§ Medicinal Products ,
' Annex III Notice to manufacturers and {mporters of proprietary.
i medicinal products o
f g ‘ L.
3 f Annex 1V Model M A spplication
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Rules of Procedure
; of the
- Committee for Proprietary Medicinal Products
: THE COMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS, :
3 : action relatzng to prcprietary medicinal products, and in pxrticular
3 £ 4t Acticle 8(3) thareof, : Mg :
3 HAS DRAWN UP ITS RULES OF PROCEDURE AS FOLLOWS :

o ; 3 : ) . e 3 .
.
0d No L 147, 9,6.75
P 7N Ty =
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Articie 1

1. The Committee shall consist of cre representative for esch Hember Stat
and one representative of the Commission. Cne alternate shall be
sppointed for each of the representatives.

2. The Committee members and the alternates shall be appointed by the
Member States for three years provided they continue to be nationat -
officials responsible for oxanining applications for authorization

¢ to market proprietary medicinal products. Their appointuontl ;hall

%7 - . be renewable. :

= . o
Y . . .

by not more than: three experts., .

s
)
toee

B L 7S ;,a!

S. Even after their duties have ceased, members, alternatos and exports
"~ shall be required not to disclose infornation of the kind eoverodvbr
the obligation of professional sccrecy.

Slusgc egt, e T8 i e

Article 2

The Committee shall elect its Chairmen from among its mesbers by tbsolut
najority cnq secret batlot. If, after twa ballots, nobody has obtaincd ;n

oliaibtc for ro-oloctien once only.

VA - 3 i TS
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As soon s ho ulm wp his duties, thc Choir-m thll.t ulu (7] '5' l“
representative and shall be replaced in that mum :

,)Viw,{" “*

LA

)
LAy
T

Article 3

i _ . . .

Two Oeputy Chatrmen shall be appointed to ';'cpuco the Chairsisn uhen -
he {s absent or unsble to discharge his duties. One shall be cluud by
the Comaittes and the other appointed by the Comaission. DR et

-

The provisfons of Articles 2 and 3 of these Rules of Procedure shl't;

or at the request of ) mber.
T = Amteley v T L T s

The Chajrman shatl drlv up the agenda, in which distinctions lhau bc udt ‘
between:

Ca) objections tgappvliut‘lons for marketing authorizations 'kuboititd tio.i.:_i_ ;

{b) rcfuuh, sdspcmidns or rcvoca'ﬂon:'of nirkiting authot"“hdtionsm
: subaitted to the Committee for on opinion under Article 12 ¢2) of
oirutivc 75/319/!&!:;

(c) frub uuimtimo of previous opimom under Articlo 13 of Mncﬂw i
75/319/!“: .

(d) specific cases submitted under Article 14 of Directive 75/319/EEC.



3. The Committee shall ‘send to thc members of the Committee the docunents

Article 8

fequests to convene the Coamittee which are made by » member must be
drawn W in accordance with the clussification gset cut in the foregoing
Article and be reasoned such that they may constitute the working paper
of the Comaittee.

Article 9

1. Pursuant to Article 9 (1) of Directive 75/319/€EC, the Member State
concerned shall forward to the Committee 8 dossier containing @ .

<a) a copy of the regquest for forwarding to the competent suthoritfes
of the Member States specified; ;

Cb) a copy of the marketing authorization;

Cc) the particulars and documents Listed in the second paragraph of
Article & of Directive 65/65/E€EC,

There shall be forwarded as many dossiers as there are Member States
specified, plus one for the secretariat of the Committee. ‘

2. Pursuant to Article 9 (2) of Directive 75/319/EEC, the Committee shatll
forthwith forward this dossier to the competent authorities of the
Beaber States specifiod.

referred to 1n porograph 1 (a) and (b) abov' : 3 e

sny sember ot tbc Co-nittac Gr by tbc oxpcrts rct'rrld to !n Articlc 19‘5'
having the uruun wthority of tbo mbcr. i : '




o

e, T

1. The notiffcation of the meeting, the agends and'the working papers
shall be forwarded by the Chatrman to the mesbers of the Comaittes
in accordance with the procedure Laid down in Article 18 (2) and (3)s

L/ -

2. These papers shall be delivered to the Permsnent Representstives of . O
the Nember States and to the Commission not later then fifteen days -
before the date of tho lcoting. i

L . " . LI

3. In urgent cases, the Chairman iay, at the roquclf of & member of thgi
Committee or on his oun initiative, shorten this period of notice by
W to three clear working days, stating the grounds for his decision.
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-

: A;;icle 12
1. Reetings of the Committee ;holl be validly held 1f six Member States .
are represented.

.
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2. The roprotentot1vo of s Henbcr Stato may, if necessary, undertake thc
representation of one other Heubcr Stste. The Chairman of the Connittco

shall be-informed accordinaly by the Peraanont Reprcsontat{vc of* thc

. -

Nember State uithing to be so represcnted. v TraTed T

Article 13
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The Committee lay convcnc pantls of oxpcrto to study “matters of counon

intcrott.:rg~»¥f ST i SR AT
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¥ Article 14 - '
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The so:rdtnf!al ‘services for the COunittcc lhlll be providod bv tho
Comnission, umm, 11 n-cuu.-y, Ey oxpcru. S




Committee in accordance with the procedure set out in Arﬁeu '9! ;g%
and (3). Any comments which the members may wish to make Mt be

docmnn nform to 1n Ar:‘leh 9(3).

2. The information fornrdad to tho Cuﬂttu 'ln accomnco uith S
Article 11(3), Article 12(4) and Article 33 of Directive TS/BAWERR .
shall be brought to the knowledge of the members of the Committee by
the secretariat in accordence with the procedure set out ta th second
paragraph of Article 18(2\
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“the Committee and of the panels of experts and all the documents subsitted 3

"of the reasoned objution of 8 Membér Juto, a8 referred to in Arﬁclc 10(2)

h
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i
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1. Correspondence of concern to the Comaittee shall be addressed to th“ :’T';-
sacretariat of the Comaittes, Directorste=Geneoral for Internstl = . 1S o
" Rarket and Incdustrial Affairs, for the sttention of the Chairmsn, - . ..

" -
‘

2. Cornspondoncc intended for the npunnntivn of tM Rembder nnn o 'i;_’
- shall be eddressed to the hmmnt Representations, o TRIRES

Copies of such correspondence shall be addressed directly to the "
representatives of the Nesber States. - . :

3. Correspondence intended for the eprnonntiv; of the cc-mmmu
be adressed to the Commission, Mrcctontc-scmm for Intomt MM
and Xnduttr'lol Affairs. : : i -

= Artiele 19
Notwithstanding the proviﬂom‘of Arﬂ’cle 214 of the ?r‘nty, the l'bl’ﬁ"ﬁi L
to them shall be treated as confidential. chnrtholu-, the npumtulvu
of the Mesber States may, in sccordance with the nationsl laws in foru, e

inform the person: rnponsibl- for marketing & medicinal product or pmtl

of birect 1" 75/ 319/!“.
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Journal of the European Communities No L 147 of 9/6/1975) di umfle-
turers of and persons responsible for marketing proprietary medicinal
products may now use 8 new procedure for placing theér products on’
sarkets of the Member States: they may qo through the Committee for.
Proprietary Medicinal Products attached to thq Commission cf the .
Eurcpean Co-unities in Brussels. =S

11. Conditions to be fulfitled in order to use this grocodurc

3 S ¢1) The Preprietary medicinal product in question must first have
E obtained a marketing authorization (subsequently referred to ag’
o s M.A.) in on¢ of the Member States, as laid down in Dir.ctivoc>
Sy R : 65165/!!:, 75!318/!5: and 75/319/£ec. D N‘i

3 or. Vaccinos, toxins and snruln,proprictary ned%cinat products bulod
R on hussn blood or blood constituents, radicactive isotopes and
g - homeopathic proprietary medicinal products may no. benefit’ fre.
this procedure (Article 34 of Directive 75/319/EEC). %;"

(2 App[?cation:-fér M.A. via the Connittco aust rclatt to at loaa
'fivo othor chber Statos. .

N A T B e s
0 i

111, Procedure to ba followed

(a) Documents to be supplied to the competent authority of tho nn-bor
Stoto which has granted the initial M.A.2

=
} &
2
o8

. S 1. Request that the documents be foruarded to at least fiv( naned

= " Member States through the Committee for Proprlctlry Medicinal

. Froductsy. d 5

A ‘ 2. Inforaation and docunents Listed in tho second paracraph of
Article 4 of oir;ctiva 65165/526, b, , E

3. Copy of tho M. A._@ig

- o - (b) The number of copies of tho:e docunents to bQ tupplicd 10 onn “for
e esch Member State conccznod plus one for the Committee aecretorict,

() The languagcs in uhich the documents must be presnnted:'{ :
1. The documents reforrod to in items 1 = 7 and 9 = 11 of tho tee

- cond paragraph of Article 4 must be provided in one of the ot=
3 ficial languages of each of the Member States concorned

s W



2. The documents nfemd to in item 8 of the second pan.np!a
of Article 4 may, alternatively, be prountod for

- Germany, in English

= Belgium, in English

= Denmark, in German, English or French 5

= Italy, in English or French x5
= Luxembourg, in German, English, Italian or Dutch \
- th Netherlands, ir German, English or French.,

R 5 3. The copy intended for the Committee secretariat must bo in :
= oy English or French s i T

: (d) No special fee is payable to the Committee for Proprietary lodi
e ciml Products, but national registution fees re-ain appl.ic

v Consideration of divegent decision "-:?T TTELURNELY

Directive 75/31915!: wlso uku provu'lon for considoution by tM_
Conmittee of divergent cecisions taken by the Member States as ng&m
the authori:ation, wsper.sion or revocotion of an H A. :

Any one of the Henber States concerned ny requost the opinion of the
. Committee concerning the grounds for refusal, suspension or.pevoca~
tion of the N.A. as glven by the authoritin of another m State.

uitMn 30 days, The m-bcr States :hnll notify the Co.nittn of th
action they intend to take foltouinn the opiMon. s

V. force of tboginlms of the Committee

Tre opinions of tho Couittee shall not be binding on nubc Sut
and ohall not repllcc natioml docls'lons. o

" The soinions ot 6 coumittess which-wiLL be based o' inforsatiin
' contain.g in the cpgucation for an I.A., shalt mt be rmrcul
s
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3 ANMEX IV

CCMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS'

Appiication for marketing authorization for
a proprietary medicinal product

The Committee for Proprietary Medicinal specialities uishes in ‘
respect of Council Directives 65/65/E8C, 75/318/EEC and 75!319IEEC
‘that the particulars in ctupport of spplications for author*zation:
to place proprietary medicinal products on the market are presenfed

7 2 G AIRTRY §7

<o

and the eonzetcnt authcrities.
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1. Neme or business name of aspplicent for marketing ._uzmmm:

LI
[

3

2. Full Address

teg o7
: .-

3 <a) ‘ Name and address of unufnturof

3 (b uuc.ond oddrn.s of importer

4. Name of the proprietary medicinal product

.
]

S. Pharsaceutical form

6. Kethod snd route of administration

7. Nuaber of annexes supplied in support

B g
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9

shelf Life and storage precautions . i g iy

’ o« 3 :

[
P T D e
. »
. » » * -
s
s w, - y
’ .

: s

Name of the proprietary medicinal product

Pharmsceutical fors o o i
Ouatitateéé’;h; aantitative conposition in terms of sctive prinetp
Therapeutic indications - = ‘ o e
. St "
contre=indications ' : ’ -

Warnings and precautions (including duéiﬁg p}ggn.ncy)3l'- g
Side~effects . E ;

LEAE R B S D

pirections for use (where applicable) ARSI A
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Awnex 1Ni Infermation and dosuments conesrning phyaisszchemisal
biglogical _or microbiological gesty e
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Andex 11 A7 Cosplete_quelitative wnd quntitative somosition

- Name of product Ui R P AN g e uY Yy

e R ER WRF TR

= Composition ‘ .

Names of constituents

Active principles

1 description)

gy
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Annex 1181 Meghed of preparaticd

’ 1. Ranufacturing forsula

g

2. Manufacturing process including in—process
pharsaceutical asseably process .
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Agnex BL.6t Septzod atagacting fegerialg

! 1.  Aetive peingiptes = |

(a) Astive prinsiples described in & pharmscoposia
() Astive principles not deserided in o phersacoponis . |
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Annex 11 € Control of stacting mat

2. Other constituents

Ca) Constituents described in a pharascoposia
(b) Constituents not described in a pharaacopoeis
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- Anngy 11 €1 fomtrol tests on the finiched product
. 1 1. Genersl characteristics, other ouslity control tests roquired igr
the nature of the product s
lappearance, disension, shape, colour, odouf, duﬂmiuim
S teatures, o160 ‘
. b w ,
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Annex I E: Control tests on_the_finished product

2. 1Identification and quantitative determination of the sctive pﬂuﬁk

or principles, other cuality control tests, with a description of the
g methods eaployed (including, if necessary, and depending on the neture
of the product, bfological and microbiological methods) o
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Annex Il E: Control tests on_the finished product

w {0 =

3. Identification and quantitative determination of
constituents (if necessary)
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Annex 11 L Stabitity tests

1. Preposed shelf Life (depending on the type of contsiner)
A _ 2. Inforsation concerning stability, including physicsl stabilitys e

3 mamber of bstches tested

"

3 ) storage conditions

aethods eagloyed
description of eontainers

¢

=43

W AT T (A
RUATRE EUE

¥
.
¢
.

3 .
B ‘ 5
; ; :
= i
- ¢ s
y
& 3
s §
. 3
i §
4

oot

-
:
o g




PEE P

i

e Bt Y e A & 4 e A




R ST

. - 1] =

: Annex 11 G: Conclusions

2 ymw

] Certificate by the expert analyst on the application of the methods ond
.- justification of the control methods to be used by the nanufacturer
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Annex I1I: TYoxicological and pharmacological tests *
(Sunmary of the tasks performed by the expert pharnoaoloslnt’

The following information must be provided in respect of each tests

1. Animals used (species, strain, sex, etc.)

2. Experimental conditions including diet

3. Results

Annexe 111 A: Acute toxicity

* If use 4s made of a List of published referances pursuant to point 8
of the second paragraph of Article 4 of Council Directive 65/65/EEC
(0J No 22 of 9 February 1966), the expert must show that this is
justified,
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Annex 1113 Joxigologigal and pharmacologicel Sests

. Annex 111 B3 Joxicity with Lepeated adminisgration
1. Subacute toxicity trials ' SRR
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Annex 111: Toxicological and pharmagological testy
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Annex 121 B: lo_g_i_c_i_t_y_uit_ll_g_ep_e_n_t_d_agmlnj_*

2. Chronic toxicity trials
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Annex II1: Toxicological and pha armacologicsl tests

: | Annex 111 C: _F_o_g,t;l;t_ng_citx

(a) tests for teratogenicity (dosing during pcﬁod
5 . of organogenesis)

: (b) pre= and pustnatal dosing of the mother to :
; ' _demonstrate effects «» late prmn@y’ p;nuritfm
. and Lactation
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Annex 1113 Joxigcological and pharmagotogical tests

Annex 111 Ds fertility Studies
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) Annex I11: TYoxigological and pharmacolegieal Lests
Annex 111 3 Pharmscodynamics
1. Actions relevant to t!so-propos_od therapeutic uses
2. Other sctions investigated R L

B ! 3. Interactions g
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E Annex 111 63 Pharmegokinetics .

e 1. Absorption (serus levels of the med! ¢inat productd © -

E 2. Distribution of the medicinal product T
1 " 3. Biotrensformation . ,

. 4. Excretion of the medicinal pro&uct or setabolites
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Annge V1 Suntealtoials’ | .

Annex 1v 8; Clinical data

3 1. Individual cata = clinical reports
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Annex IV: Clinical teials

Annex IV 8: Clinical data

2. Sumsary
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Annex 1vi Clinical tcials

Annex 1v B3 Elinjcal data

3. Conclustons
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Annex IV Glinical trials

Side-effects and_int eraction

Annex IV C:

information on side-effects and interactions observed when used in
other countries (the extent of usage in terms of number of prol:rfptfdﬂt

and duration of use is useful in assessing the frequercy of the ldvcrtc‘ i

reaction).
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Anaex Vi Special garsticutars

E Annex V A: Dogage form

1. Packaging

2. Label

g 3. Package insert .

o

AT ¥

491

e e




“ 38 - F,
' Annex Vi Special pacticulars
Annex V B: Sampleg
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Annex Vi Spgaial particulars

v D: Marketing au
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