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Introduction

Institute for State Control of Veterinary Biologisaand Medicaments lay before the general
and scientific public, governing bodies and in teroh administered quality assurance system
and clients and partners its Annual report withiewto inform all these subject about
activities which are ensured by the Institute nolyowithin the Czech Republic, where is
naturally a center of its interest and operationt &#lso in international domain which is
concerning involvement of Czech republic into intronal acitivities and concerning the
nature and structure of pharmaceutical contrakesysnore remarkable.

From submitted report the accrument of generahwdgposed to the Institute and the growth
of scientific claims put before the activity of titate has to be apparent. In spite of the claim
accrument the Institute is confronted by the pmditidevelopment in the Czech Republic,
namely in relation to measures aimed at slendegyimmachinery of state administration and
further by the development of economic situatio€R, here namely in relation to decreasing
rate of unemployment, increasing demand for qeaifmanpower and increasing wages in
business branch which is for the sphere of stat@rastration still more serious competitor in
the matter of rivalship relating to human resources

It is necessary to say that despite of all diffie@sd, which government’s economy measures
bring to the Institute, the ISCVBM understands ¢éhewasures and it adopted approaches in
2007 which fully met demands of Ministry of Agritute in this matter. This measures coerce
the Institute to considerations and to take its ovgasures in the sphere of structure of the
Institute, effective exploitation of employees,rie@ses in professional and administrative
gualification of employees, growth of labour protivity, major expoitation of modern
information and communication technologies andlitees, curtail an activities which are
realized by the Institure ultra vires the respoitids provided by the law as is e.g. issue
relating to the assessment of biocides, and firddpite of the all accompanying difficulties,
to further cooperation starting with other authestor institutions as well. From these views
it is possible to perceive government’s measuresstéisnulant and contributive.

Nevertheless, the Institute has to emphasise srpthése that if the range of activities required
by the regulations and by control mechanisms shbelklept as they are currently set in the
sphere of medicinal products within the EU, ihat possible to realize further economy
measures without solid analysis of procedures aedsin future.

Concerning acivities of the Institute in connectwith EU, nowadays it is not already
possible to realize the tasks given to the Ingtiftam sources, which are available for the
Institute from the state budget. Extra budgetueses have the essential influence on
maintenance and development of special acitividfabe Institute. The Institute obtains these
resources as a cost compensations for activitiegedaut by request in compliance with
Medicine Act. It is possible to suppose, that theartance of these resources will encrease
during oncoming period. The system of extra budgetoitation enables e.g. flexible
manpower exploitation, opens the motivation possés for employees of the Institute and
allows to respond to changing requirements — caregty changing numbers of submitted
applications. Implementation of effective systenextiernal experts exploitation remains
down to full exploitation of these advantages, whgone of spheres that the Institute will
have to be concerned with during the oncoming plerio

| trust that the Institute remained fair and resole partner for its customers and partners all
the year 2007 round and it was possible to reckoallats activities. | would like to make all
concerned parties sure that your satifaction withweork is my principal priority.

Prof. MVDr. Alfred Hera, CSc.

Director



1. The quality assurance system and organisation striwere of the Institute

Regarding steps ordered by Ministry of Agriculttine Institute accepted organizing
arrangements and altered its organisation strugturempliance with its organisation manual
at the end of the year 2007. (see Annex No. 1)

2. Activities and active co-operation with national, eropean and other
international organisations

HMA

Among the most important spheres of internationabgeration in which the Institute is

involved belongs HMA Meeting (HMA — Heads of Medlies Agencies www.hma.eu).

The meeting is organised by the presidential cguand it take place twice during every
presidency.

The main objective of the meeting is preparatioth solution of conceptual questions in the
sphere of VMP regulation, searching for answerssatgtions concerning actual problems in
VMP regulation, procedure harmonisations of mensteates, dialogue with concerned parties
and other.

During the year 2007 the attention was focusedobrirgy of following spheres:
» Functioning of Coordination Group for Mutual Recdmgm and Decentralised
Procedures with a view to ensure
0 smooth start of recently implemented decentralgededure
0 solving conflictful positions leading to arbitratis abreast Committee for
Medicinal Products for Veterinary Use (CVMP)
0 solving problems of border preparations includimurliles
0 solving problems of package labelling
» work-sharing in the sphere of pharmacovigilancpreblems of PSURs assessment
* inspectional and supervisory activity in the spheEr& MP counterfeits
» the quality assurance systems and benchmarkingis&ef medicines agencies
* some practical questions linked with marketing atiffation of VMP — problems
regarding conditions of vaccine diluent marketing

The Council — Working party for veterinary experts — public health

In the first half-year of 2007 and from the halby@007 experts from the Institute (Dr.
Pokludova, Rejtharova MSc, Dr. BureS) were parétipg actively and regularly together
with State Veterinary Administration deputies inetiegs of Working Party for Veterinary
Experts — Public Health (F 21.a), where new legigtaregulation suggestions were discussed
namely the proposal of EP regulation relating todp@roach to residue limit determination
of pharmacologically active substances in foodrofral origin and annulling the regulation
No. 2377/90/EC and further the proposal of Direztif the European Parliament and of the
Council, which amended the Directive 96/22/EC amhlition of some substances with
hormonal or thyreostatic use and beta-agonistsarahimal husbandry. The proposal of
Directive 96/22/EC amendment was in terms of spgec@up closed and passed on for
approval by parliamentary mechanism. Negotiati@heting to proposal of regulation
supplying the present regulation No. 2377/90/ECQ alflo continue in 2008 and employees of
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the Institute regularly prepare the opinions senbehalf of the Czech Republic to Secretariat
of the Council and representing actual positionsulomitted proposals.

3.1  Preparing and amending of legal provisions

Year 2007 brought considerable demands on thautestctivity in the sphere of suggestions
and opionions preparing and new legislation renmgrkiamely new Medicine Act and its
implementing regulations.

Since the beginning of 2007 new Medicine Act haenberogressively approved on the level
of Czech government and consequently it was subdnitt Chamber of Deputies of CR
Parliament for discussion. In terms of new Medicku draft discussion on the level of
government the number of important changes was ntiadas equal with terms of
discussion in Chamber of Deputies. Athought mosthainges were related to human
medicinal products, some important changes weresragadn in regulations managing the
sphere of veterinary medicinal products.

In consideration of progress in a new Medicine prciposal discussion the Institute in
cooperation with State Institute for Drug Contra¢pared proposals of implementing legal
regulations, namely these decrees proposals (reffése are not exact name quotations,
but factual definition of implementing legal regtitas):

» decree regarding using of pharmaceuticals whendtexinary care is provided;
recently includes the conditions relating to impafrthe VMP authorised in other EU
countries and not authorised in CR

» decree regarding marketing authorisation of VMP

» good clinical practice decree

» decree regarding reimbursement range of profedsimeaations provided by the
State Institute for Drug Control and ISCVBM

* good manufacturing and distributions practice decre

» good pharmaceutical practice decree

» decree regarding VMP prescription which newly wiference to provision of VMP
Distribution Act towards breeder determines theugsoof VMP which can not be
prescribed by veterinarians ad hoc

» decree regarding GDP of designated VMP

» decree regarding registry of active ingredients exxaipients which can be used for
VMP preparation



2.1  Ministry of Agriculture, State Veterinary Administr ation and other parters of
the Istitute in the CR

3.2.1 Ministry of Agriculture

During 2007 the Institute and Ministry of Agriculeu(MA) were cooperating intensively on
the preparation of legislation — namely on Medidkot preparation and its implementing
regulations.

The Institure was preparing opinions and suggestionMinistry of Agriculture in the terms
of draft law discussing both on the level of goveemt and on the level of discussion by
Parliament.

Simultaneously the Institute prepared for the Mmgisf Agriculture suggestions for new
implementing decrees, including the decree pasgdldeoMinistry of Agriculture itself and
where questions of using pharmaceuticals whenékerimary care is provided, records of
VMP use, release and prescription, problems wibistsinces and preparations treatment
(notices and records of moving tracked substanceégeeparations), conditions for guest
veterinary surgeons and finally conditions for digition of medicinal products authorised in
other member state, which can recently be usegrng of ,cascade” even with veterinary
care provision in CR.

Next sphere which pertained to preferred domainmafiessional cooperation with Ministry
of Agriculture was the preparation for control €mstin Cross compliance (C-C) mode. In
2007 in terms of preliminary activities coordinatedMA the plan for control provision
according to Directive 96/22/EC, which will be riead both by the Institute, regarding
limited capacity of the Institute, and by Regiowakterinary Administrations. Background
papers for informational interface creation betw#enMinistry and State Veterinary
Administration/ Institute were prepared.

In 2007 pursuant to Ministry requirements provisioagarding the number of employees
reduction were realised at the Institute. Purst@mMinistry instruction the Institute was
obliged to drop the number of employees by 6 perswrl further to decrease the current
capital expences by 10% till March 2008.0ver atlamapanying difficulties these steps were
fully realized by the Institute.

The next domain in which the cooperation betweenistitute and the Ministry took place
was the preparation for the presidency. The Instiftequently prepared and submitted to the
Ministry the schedule of activities which the Czeepublic will have to ensure in terms of

the presidency of the Council so that the Ministrly be informed in advance. In compliance
with submitted information it will namely deal witlecessity to ensure in terms of presidency
two meetings with Heads of Medicines Agencies, Whidl be organised in conjunction with
Ministry of Health department and Ministry of Aguiture department and informal meeting
of CVMP and CMDv.

Committee on Genetically Modified Organisms and Prducts Treatment in the
Department of Ministry of Agriculture



GMO Committee was established as a advisory bod§iwistry of Agriculture and it
participates on the preparation and examinati@ponsorship of plant commodities
department in the sphere of GMO utilization in egiture.

Pursuant to submitted documentation the GMO coreméissessed applications for GMO
release into environment, eventually into circaatand announcements of reserved GMO
treatment and rendered opinions to it.

During the year 2007 the Committee statute andmfg@rocedure were restored because the
updating was needed from both formal and relevamtmwf view. Commissioners also
suggested the Ministry of Agriculture opinion prgpbto GMO problems and participated on
its final formulation. The opinion regarding exphdgion of resistance against antibiotics genes
in transgenic materials was processed for Scier@idmmittee for Genetically Modified

Food and Feedingstuff (npt II).

Committee was expressing its opinion of proposethghks in the provision of Agriculture

Act No. 252/1997 Coll. as amended by the subsecaatregarding GMO crops cultivation.
Actual problems regarding GMO were also discussed.

Also from now on the quality, safety and efficadygenetically modified VMPs are

supported by European Medicines Agency (EMEA) leyrbgime of ,Centralised procedure”
and GMO identification is ensured by State Vetagyriastitute Jihlava.

One employee from the Institute works in the Coseitt

3.2.2 State Veterinary Administration and RegionaNVeterinary Administrations

Regarding cooperation with State Veterinary Adniaison the year 2007 can be
characterised as a year of preparation for contealszation in terms of Cross-Compliance
system, as they are required according to reguldtf®2/2003.

Institute for State Control of Veterinary Biologisand Medicaments is responsible for
preparation of demand control methodics as statdioel Directive 96/22/EEC, as amended by
the subsequent regulations. Hence except the ¢onéthiodics the submission for

information connection provision of State VeterinAdministration, ISCVBM and Ministry

of Agriculture was prepared in terms of on-cominfprmational system. Proper realization

of informational system project will realize duritige year 2008.

In 2008 the ISCVBM counts with the provision of wehop for Regional Veterinary
Administrations aimed at problems of demand coraso$tated in the Directive 96/22/EEC
and control according to new Medicine Act, whiclpards competences of State Veterinary
Administration and Regional Veterinary Administoats.

In 2007 the cooperation between ISCVBM and StateNsary Administration was
proceeded among others in the sphere of legalaBgns preparation and suggestions, in the
sphere of organizational steps and in a numbepexdial issues.

Regarding special issues, it is essential to empdasmely monitoring of extraneous
substances residues and especially collaboratithreisphere of investigation of
chloramphenicol residues finding exceeding thetlimlive animals and animal products and
furhter questions associated with safety and efficd VMP (vaccines). Object of
information exchange among ISCVBM and State VegggirAidministration/Regional
Veterinary Administrations was — traditionally agai also question regarding mass
medication.



On January 2007 the ISCVBM organized meeting W& VA themed check on
medicaments application, mass medication and meedidaedingstuff manufacturing.

The next scientific issue at what the Institute State Veterinary Administration were
cooperating in 2007 was the problem related taltess of anticoccidic — nicarbazine — in
eggs. The Institute prepared for State Veterinadgniistration skilled perspectives namely
both issues concerning toxicological assessmenicafbazine residues and approach of
selected member states to this matter. Discussidecein the common proceedings of SVA
deputies, Central Institute for Supervising andtifgsn Agriculture deputies and deputies of
ISCVBM and in participation of this supplementangiiedient manufacturer deputies and
feedingstuff manufacturer deputies. The conclusiothis discussion was that in present state
of legal regulations it is not possible to setrlagonal limits for measures and that in the area
of feedingstuff manufacturers and layer breedassnecessary to take such measures, by
which will be guaranteed, that nicarbazine residueish appears in the feedingstuffs for
layers due to residues transfer from mixtures nmedeanufacturing line before them, will be
on such a level which will ensure that in eggseheill be no residues which would be
determinable by analytical methods that are vatidiand fulfill the standards of concerned
EC reference laboratory for nicarbazine residuésrdenation in eggs. This conclusion will

be revised in connection with findings of EFSA whas expected will publish the opinion to
nicarbazine residues transfer in feedingstuff mactory as in case of lasalocide and narasine
substances.

3.2.3 State Institute for Drug Control

The cooperation between ISCVBM and State Instifiutérug Control (SIDC) was
proceeded — as in former times — in quite a nurabspheres.

Regarding exacting requirements related to legigatperations in second halfyear of 2007
the most intense cooperation was in progress fukisasphere. Except opinions formulation
regarding perspectives and conceptions in the spifadrug regulation which should reflect
in legal regulations administering this area, tbkaboration in the sphere of factual
suggestions and opinions preparation related to Bledicine Act proposal during its
approval process in individual levels and implenrentegal relulations preparation.

The next area of cooperation which is essentiahtphasize in SIDC-ISCVBM relationship
was the cooperation in the sphere of Heads of NtegicAgencies Meeting.

Further is necessary to mention cooperation irsfiteere of Pharmacopoeial Committee
activity, collaboration in the drug laboratory catarea, information exchange relating legal
guestions concerning Medicine Act and the prepamatr CR presidency of the Council,
when the the collaboration issue of both institosiovill be needful.

Finally, the Institute coupled with ISCVBM partiafed in organization of OMCL (Official
Medicines Control Laboratories) annual session.

Cooperation was further proceeded also on techtaeal. Within the cooperation with State
Institute for Drug Control there were exercised twoatrols over the good manufacturing
practice sphere, together with SIDC the ISCVBM Giiites were elaborated in connection
with the reformatting of manufacturing permissod &MP certificate and further EUDRA
GMP database loading.



With SIDC there were 6 controls exercised overGid® sphere.
3.2.4 Central Institute for Supervising and Testingn Agriculture

The cooperation with Central Institute for Supengsand Testing in Agriculture (CISTA)
proceeded in 2007 within well-established connestiof both institutions when the
cooperation took place namely with the feedingstlefiartment of CISTA.

The subject which required special attention ohbostitutions was the foreign preparations
and their organising from the regulation requiret@apects. This issue was solved on the
common session of ISCVBM and CISTA deputies. Onbidigs of this session the decission
tree for classification of individual product typesas elaborated.

Then with this issue a number of factual commuincat came through between the Institute
and CISTA during the year 2007.

On April 2007 the seminary was organized®ySOZZN (Association of Organisations for
Agriculture Supply and Marketing in Bohemia and lshia) with attendance of medicated
feedingstuff manufacturer deputies and CISTA desuflhe issue related to ,farm*
manufacturers of medicated feedingstuffs was dsaaien this seminary.

The next activity very important in principle in wh both institutes met in 2007 was the
issue related to supplementary substance nicadarieggs. SVA of CR organised the
workshop related to this issue in November 2007segtaeputies of following institutions
participated: CISTA, ISCVBM, ELANCO company, whicha manufacturer of this
supplementary substance and feedingstuff manutstdeputies. (see also section 3.2.2).

3.2.5 Ministry of Health
Pharmacopoeia Committee- activities of the Institute for Pharmacopoei20®7

In 2007 the ISCVBM patrticipated in pharmacopoe@ivity in accordance with duties which
are administered by Medicine Act.

Among these main tasks pertained the participati@ctivities of Pharmacopoeia
Committee of the Ministry of Health CR (Prof. A. tdeDVM PhD as a vicechairman and as
members Prof. Sitmek DVM and J. J&bkova DVM afterwards) and the Veterinary
Imunologicals and Pharmaceuticals Section acts/éied the Expert Group of European
Pharmacopoeia Committee activities (Fabkova DVM).

In the year 2007 analogous to previous years tive @frthe work consisted in the translation
and translation revisions of the articles and sestidesigned for the new Pharmacopoeia
Bohemica impression — Addendum 2007.

The pharmacopoeial activity was mediated and coatdd by the ISCVBM Veterinary
Imunologicals and Pharmaceuticals Section of Pheopaeia Committee. The ISCVBM is
official administrative place of the Pharmacopd@anmittee of the Ministry of Health CR.
The Institute ensured its leadership by the em@ayeparcial duty which was as external
employee Prof. Sidimek DVM, and hereafter J.idkova DVM as a ISCVBM employee and
head of pharmacopoeia department on ISCVBM gonantigsion. In the ISCVBM
Veterinary Imunologicals and Pharmaceuticals SeaiocPharmacopoeia Committee of MH
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CR 6 employees were working in 2007 and 9 other beemfrom other workplaces, the total
number of members was 15 in 2007.

The external employee considerably took part @amsiiations and translation revisions of the
pharmacopoeial articles with which the Institutedea work contract.

J. J&éabkova DVM as a member of the Expert Group of EeappPharmacopoeia Comittee
took active part in this Committee including thet#pation in negotiations in Strasbourg.
Another employee of the Institute - J. Maxa, PharmBhD joined the Expert Group of
European Pharmacopoeia Committee in November 2007.

D. Pivodova DVM, the head of Laboratory Controtts@n remains the member of
Antibiotic Section of Pharmacopoeia Committee of [@R.

3.2.6 Chamber of Veterinary Surgeons of the Czechdpublic

The cooperation of the Institute with Veterinarya@iber in 2007 consisted namely in
notifying of new Medicine Act preparation. The tihgte informed the veterinary community
within accompanying programme along the Veterir@namber Congress and

traditionally again the Institute deputy took parperiodic seminars organised by Veterinary
Chamber in several CR regions.

The Institute further published the informationrnfréhe veterinary pharmaceutical sphere in
the Veterinary Chamber Bulletin.

3.2.7 Central Committee for Animal Protection

The activity of Expert Committee for Animal Protection

During the 2007 the Committee was ensuring alkittevity of the ISCVBM experimental
plant provided by the act related to protectionm@gaanimal tortment No. 246/1992 Coll. as
amended.

The Expert Committee expressed its opinion of Bxperimental projects with examination
of aims, study benefits, methodics and animal pawsgision in compliance with the law.
Persuant to data stated in the experimental prthedExpert Committee approved the
performance of all submitted experiments.

1/2007 Safety assessment of autogenous vaccitesns of undesirable, extraneous
contamination

2/2007 Efficacy, safety and contribution to animpedduction efficiency evaluation of
IMPROVAC, VMP used in boars

3/2007 Study of chloramphenicol kinetics

4/2007 Efficacy evaluation of live vaccines usedNewcastle disease
imunoprophylaxis

Regarding experiment 4/2007 submission at the éngar 2007, in the meantime only the
experiments 1/07, 2/07, 3/07 have been approvethéyelevant state agency although in
project of experiment 04/07 the positive opinioexpected as well.

The Expert Committee has 5 members, one employserepaced this year. Ten ISCVBM
employees has qualification provided by law acamydo article 17 of the act No. 246/1992
Coll. related to protection against animal tortmamdl 6 employees passed the required course
for laboratory assisstents, technicians and tendeesexamination of professional
gualifications regarding animal maintainance, @savided by the law.
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The committee checked the approved experiment psoaecked and ensured welfare of
tested animals and checked and ensured requiradetairds.

In the control investigation protocol there was faolt detected by governing body i.e.

Regional Veterinary Administration inspectorate Swuth Moravia region (from day 23. 5.

2007).

Welfare of experimental animals after attended twes again ensured by trained and
professional employees from the Institute.

The Summary Report for civil year was elaboratedtisyy Committee including statistical

tables for the Ministry of Agriculture. The numberfsused experimental animals in 2007 had
upward trend in comparison with the last year, Whivas caused especially by the
standartisation of the test for antirabies vaccafésacy.

Numbers of used animals:

Animal category Year 2006 Year 2007
mice 1310 3949
guinea pigs 17 12
rabbits 22 7
birds 109
dogs 9 -
cats 4 -
Total 1471 3972

The disposal of cadavers and contaminated mateafigsfinishing the experiments is
ensured by contract with these companies — AGRI&. $edlov and SITA Brno.
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3.3 EU organisations and other foreign partners

3.3.1 European Medicines Agency (EMEA)

European Medicines Agency steadily belongs to thstimportant partners of the Institute.
Except the particular technical guidelines admarisg the claims on submitted
documentation with applications for marketing auitetion of the VMP the Agency and her
scientific committees, working parties and otherkirg formations prepares number of
fundamental policies, positions, opinions and rudsch makes provisions for conditions of
VMP marketing authorisation in all EC. Lately tmegortance of the Agency increases not
only as a body coordinating the activities of naéiomedicines agencies, but the regulation
No. 726/2004/EC gives to the Agency a number ofifipdasks and thus the EMEA
undertakes a number of active tasks, e.g. it icéiméral administration place of entire VMP
adverse effects reporting in EC (Eurdra Vigilangstam), administers the database of all
human and veterinary medicinal products authorisétlC (EudraPharm project), keeps the
records of all GMP certificates issued by inspets of member states (project EudraGMP
database).

Beyond that development the main responsibilitysipecial opinions formulation remains on
the medicines agencies of member states. Activeoapp to work within the framwork of
EMEA is therefore permanent priority for the Ingté.

Activity in the Scientific Committe of the EMEA and its Working parties

Committee for Veterinary Medicinal Products (CVM$&ssions are held once a month. In
2007 the CVMP sat eleven-times (the Committee didsat on August).

The CVMP was dicussing 8 marketing authorisatiopliaptions of VMP and 3 applications
regarding MRL determination for pharmacologicaltyige substances contained in VMP.
Further sphere of activity ensured by the CVMP wWwhiately gains the importance
considerably is the sphere of special opinion fdathn in the scope of so called referral
procedure. In 2007 the CVMP formulated the opinioii cases.

The Czech Republic participates actively in the Q¥ Eftivities. Prof. Hera worked as a co-
rapporteur, i.e. ensured the special assessmapiptitations for MRL determination of lectin
isolated from red beans.

Except the centralised procedure applications appgoand MRL determination applications
the activity of the CVMP consists in coordinatidiregulatory activities within the whole EC
and in preparation of particular guidelines in fphere of VMP quality, safety and efficacy
and pharmacovigilance. The proposals of these buoede are elaborated by individual
working parties of Committee (see below).

The following documents and regulatory guidelinerev@repared by the Committee and
consequently published in 2007:
» Reflection paper — the use of the 3rd and 4th @geioer cephalosporins in food
animals in EC. Resistency development and impatiuonan and animal health.
* Revised requirements on SPC of antimicrobial prapans.
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» Reflection paper — the assessment of adujvantspaegkrving agents according to
regulation No. 2377/90/EC

* The guideline concerning requirements on MA dossi@ncological VMP

* Guideline concerning VMP risk and benefit evaluatio

* Guideline concerning Environmental Risk AssessmémMvP

* Revised requirements on SPC of anthelmintics

» Other guidelines in the sphere of VMP quality, sand efficacy, pharmacovigilance
and more general format documents

Joint CHMP/CVMP Quality working party (QWP)

Joint CHMP/CVMP Quality working party (QWP) is caroed with the quality of human

and veterinary medicinal products met four time2007 (from that one meeting was shared
with GMP working party and one meeting with indysieputies). Within the scope of
working party the revisions of current guidelinesrevdiscussed relating to VMP quality, new
guidelines elaboration, cooperation QWP with EDQ@H and VICH and solving of quality
problems in specific preparations mainly authorisgaentralised procedure.

In the sphere of VMP quality the revision of guidel relating to stability studies and the
development of new guideline relating to spon-ogpprations. Together with other working
parties (SWP(v) and EWP(v)) the preparation of gl on oncological preparations and
the revision of guideline relating to bioequivalerstudies requirements.

Safety Working Party

Working party for safety and residues of VMP meetularly four times a year. The working

party is focused on safety problems solving antbk is firstly the preparation of guidelines

on authorisation of VMP intended for food animalsrther preparing of opinions and

comments for CVMP and also discussion of speciaPAdfety issues.

In the year 2007 the following guidelines were soland prepared:

- Guideline on alternative limits for MRL determirati

- Guideline on assessment whether the substancaispbologically active

- Guideline on pharmacological/pharmacokinetic dataseasment regarding the
pharmacological ADI determination

- Documentation requirements in oncological prepanati

- Revision of guideline on microbiological ADI detamation

- Revision of guideline on bioequivalency

Problems of VICH guideline proposals were commemétating to metabolism and kinetics
assessment study for residues of VMP intendedofaal inimals.

The following problems were discussed :
- Alternative reference limits and exposure assess(idiC, ARfD)
- Injection site residue assessment
- New data relevant for assessment of amoxicillietyafactor
- User Safety Assessment guideline
- New template for MRL Summary Reports
- The carcinogenity of N-methylpyrollidone (NMP)
- Faecal binding studies
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SWP also prepared the background papers for CodexeAtarius session and informed
about the conclusions from the 17th session of €&mmmittee on Residues of Veterinary
Drugs in Foods.

Efficacy Working Party

The working party works on elaboration of new gliitkes for the efficacy substantiation, its

suggesting and implementation. Cooperates withratloeking parties on common issues. In

the year 2007 the EWP met four times in two day®tmgs where the following actual

problems were solved:

- Revision of guideline on pharmaceutical fixed comalion products, the guideline was
implemented on June 2007

- Discussion of guideline proposal relating to prudese of anthelmintics concerning
possible resistance occurance and to guidelineR&hi§ anthelmintics, which was
implemented on February 2008

- Discussion of guideline proposal on documentatexjuirements in oncological
preparations

- Discussion of guideline proposal on documentateruirements in bibliographic
applications

- Discussion of guideline proposal relating to al&ive tests made on animals

- Discussion of guideline proposal relating to VMRaafcy in aquacultures

- Revision of guideline on efficacy testing and ass®nt of antiparasitic substances
intended to treatment flea and tick infestationdags and cats

- Revision of guideline on SPC for pharmaceuticals

- Revision of guideline on Bioequivalency studiesVoiP

- Implementation of guideline on MUMS in January 2007

Immunological Working Party

The working party met three times in the year 2QD4&abkova DVM took part in the IWP
negotiations on behalf of the Institute.
The following current problems were solved in IWEYatiations:
- The guideline on imunological VMP requirements mted for MUMS was finalised
- The guideline on the safe use of imunological VM&svinalized
- The proposal for guideline relating to registratidocumentation requirements for
more vaccination strains was prepared, the workengy was established which will
continue on elaborating of this guideline
- the guideline relating to the necessity of requidath proving the impact of maternal
antibodies on very young animals vaccination wapared and discussed
- working on the guideline ,The preparation of masteeds to replace established
master seeds already used in authorised immunalogMP.”“ was proceeded
- the revision of guideline relating to attainmentveterinary vaccines conformity with
corresponding to European Pharmacopoeia monogreghapproved
- the working on VICH guideline continues: Safetyt teklive and inactivated vaccines
in target species of animals
- the working on VICH guideline continues: Safetyt testarget animals, live vaccines
testing for virulence recovery absence in targenals
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Pharmacovigilance Working Party

Pharmacovigilance Working Party worked with new dete in 2007 which was approved at
the turn of 2006/2007 and which means that exdepbpinion preparations relating to VMP

and resposibility concerning CVMP the Pharmacosiutle Working Party is also resposible
for HMA concerns and also prepares the opiniongjuestions of VMP authorised by other
procedures.

Thus the most considerable activity in 2007 wasigdbee relating to cooperation of medicine
agencies on periodic safery update reports (PSW@Rsg¢ssment — ,PSUR work sharing.
During the year 2007 the Pharmacovigilance Workipgrty together with European

Surveillance Strategy Group (ESS) which works uritderHMA, were preparing conceptual
documents and rule outline according to which th&peration should be realised.

In year 2007 the working meetings on this subjeth wdustry were held, the list of active

ingredients was prepared, which should be the stibjehe pilot phase of the project and the
list of marketing authorisation holders was pregaihe pilot phase will be initiated at the
beginning of the year 2008 and the phase shoull gragto the standard mode.

Further the Pharmacovigilance Working Party pregpane2007 the guideline by which the
PSUR assessment by medicinal agencies is admeadsterepared number of opinions to the
actual pharmacovigilant issues (including issuasutated by RAS system and NUIS
system).

Finally the Pharmacovigilance Working Party was a@ned with the preparation of
EudraVigilance data analysis and signal detectromfthe data included in this electronic
database of adverse effect reporting which is adteired by EMEA.

Environmental Risk Assessment Working Party(formerly ad hoc)

The party works on the elaboration of new guidetiglating to ERA approach simplification,
provides specialists for specific issues assocmaiddenvironmental risk assessment of VMP
in actual way of using, cooperates with other wiegkgjroups in common topics. It cooperates
with OECD and SETAC. ERA Working Party meets irfegly, three meeting were held in
2007 and the following actual issues were solved:

- explanatory guideline for easier use of GL 6 @88 VICH guidelines on environmental
risk assessment

- the possibility of individual active ingredieniomograph elaboration that would describe the
risk of its use

- in cooperation with EMEA and European Commissialaborates the interpretation of
ERA solutions for various types marketing authditsaapplications, according to actual
legislation rules

- the point of view on environmental risk assessnoérthe oncological preparations was
supplemented into guideline on oncological prepanatproposal

- bioaccumulative rate of substances reconsideratio

- discussion on guideline proposals in cooperatith OECD relating to tests on dung beetle
larvae and dung flies
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Further the ERA Working Party gives the consultaiéor IFAH and for other external
clients, the consultations are directed by EMEA.

Other activities of the Institute within the scopeof EMEA

Ad Hoc Meeting of GMP Inspection Services — GMP/GDmPnspector Working Group

In the scope of procedures and approaches harnionisathe sphere of pharmaceutical
manufacturers inspections the Ad Hoc Meeting of GiBpection Services is organised on
the ground of EMEA. The meeting is designated as&vid GDP Inspector Working Group
(GMDP IWG) from the mid-2007. The rename and chasfgeandate describes the
periodical meetings of the inspector group (thén4Beeting passed at the end of 2007) and
the extension of mandate concerning the GDP sphire. GMP/GDP Inspector Working
Group meets regularly four times a year. Membetd®fyroup are the deputies of EC/EEA
inspectorates, beholders are the deputies of ED&@Nhtries joining the EC and third
countries with concluded agreement on certificafgzoval and inspection results (MRA).
During the regular meetings the new and revisegtens and addenda of GMP guidelines,
documents relating to MRA agreements, the impace®f legislation in the sphere of active
ingredient manufacturers inspections, documenthdomonisation of inspection procedures
and the area of cooperation with other working geoand also other organisations as PIC/S,
EDQM, PDA, ISPE are being discussed. After sevangbestion go-arounds and public
discussion the revision of pivotal addendum for GNt? 1 — the manufacturing of sterile
medicinal products was approved in 2007. J. HolycNtBree times) and J. Kyllarovd DVM
(once) took part in these meetings in the year 200terms of EMEA activity among others
actions there were organised two seminars in therspof GMP and international audits in
2007 of which the inspectors of the Inspection iadbok part (J. Holy, MSc and P.
Mullerova DVM). In terms of Joint Audit Program tegaluation of French Veterinary
Agency was assigned to the Institute in 2007. @ksessment will be finished in 2008
simultaneously with the application of French Vatary Agency for the PIC/S membership,
which was also assigned to the Institute.

Scientific Advisory Group on Antimicrobials (SAGAM)

The group held three negotiations during the yddi72 Its task is to provide the expert
opinions relating to marketing authorisation anel tise of animicrobial medicinal products to
the CVMP. SAGAM submits to the CVMP the evaluatishnew antimicrobial medicinal
products authorised via the centralised proceditte s@nsideraiton of the possibility and the
spread of the resistance and the importance ofiruggman medicine, introducing int the
ATM group with the warning ,prudent use*.

The Institute will not participate in this groupyamore with reference to the membership
termination of V. Billova DVM and to the fact thdte group expressed the requirement on
expert recruiting from the number of clinical piaetspecialists and experts with molecular
biology approval. In consequence of guideline themedating to the use of fluoroquinolones
in food animals in EC considering the resistanceelbpment and the impact on the human
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and animal health the information to IFAH were sitbed as a reaction to ,prudent use”
defined in the reflection paper concerning quinelnThe material informing about the
mechanisms of quinolones resistance transfer eigldismides was submitted. Following the
quideline on using 3th and 4th generation cephalosp these themes were elaborated from
the view of susceptibility of pathogens occuring nmnammary gland diseases and the
information about the MRSA strains in animals wasspnted. The guideline on SPC for
antimicrobial preparations and VICH guideline oresauthorisation studies to assess the
potential for resistance resulting from the useaatimicrobial VMP were revised, the
guideline on monitoring of resistance developmenmiarketed medicinal products is being
prepared.

At the end of the year the group together with Ed¥anised the training for assessors on the
topic relating to model cases of macrolide and a&ydporine antimicrobic preparations and
the assessment of studies aimed at resistanceneeidgrictly speaking the resistace and
clinical efficacy of this preparations. E. Vernead®VM and L. Pokludova Dr. took part in

the proceeding.

Telematic Implementation Group (TIG)

Within the scope of TIG the Institute occupied otilg meeting of Working Group on
EudraPharm system preparation with regard to lonitersonal capacity. In EudraPharm
Working Group the revised reference data modeEfatiraPharm database was prepared
which will be taken into account next year withire tcontinuation of informational system
preparation in the Institute. The Institute shoalkb launch the data transfer from its database
to the EudraPharm database in compliance with giegulations during the year 2008.

QRD

The Quality Review of Documents (QRD) Working Graxgmsists of the national agencies
deputies of EC member states, EC deputies and Ed#paities. The main aim of the group is
to ensure intelligibility, conformity and accuraef/the information on medicinal products
(summary of product characteristics — SPC, packeaftet and labelling ) and its traslation,
which is enclosed to opinions of the committee2007 all SPC, PL and labelling
translations for VMP whose marketing authorisatapired during this year were revised.
Also in cases of the approved variations and margetuthorisation renewals when changes
in these texts happens the accuracy was checked.

During the first half-year the texts to 5 new madirkg authorisations, to a marketing
authorisation extension, to 2 marketing authorgatenewals, to 6 type Il variations and to 1
refferal procedure were revised. During the sedmlfiyear 2007 the texts to 3 new
marketing authorisations, to 8 renewals, 15 typatlations, 1 annual reconsideration of
maketing authorisation and to 1 refferal procedueee checked.

3.3.2 European Commission
European Commission — Committee for Veterinary Medtinal Products and Standing
Committee on Veterinary Medicinal Products

The activity of the Institute in relation to EurgmeCommission proceeded in two levels.
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Firstly in relation to European Commission comnete- Standing Committee on VMP and
Committee for Veterinary Medicinal Products andosetty the activity in relation to EC legal
regulations implementation in Czech Republic coads.

In first case the Institue took part actively ie tineeting of Committee for Veterinary
Medicinal Products. On March 2007 the proposahef tegulation was discussed - Annex |
of Directive No. 2001/82/EC amendment.

Then on July 2007 the questions relating to envirental risk assessment for generic
preparations were discussed, the questions oflksul gaascade” utilisation in bees and
finally also the proposal of new regulations forrkeding authorisation variations in human
and veterinary medicinal products.

Concerning the second sphere — implementation dbaCegulations in Czech Republic
conditions, here the Institute participated in canapive tables preparation, by which the
implementation of the directive No. 2001/82/EC #mel directive No. 2004/28/EC is
documented.

Notice to Applicants Working Group

In the year 2007 the deputy of the Institute toakt n meeting of the NTA Working Group
attached to EC, which held three times during tharyin Brussels in Centre Borschette.
Together the sphere of human and veterinary mealipioducts were discussed. Agenda was
especially centred on the chapter 3 amendmentnglad referral procedures, further chapter
7 amendment (general requirements), on preparingeaf regulation relating to marketing
authorisation variations, on preparing of electtoapplication submisson, on problems
relating to data stated on labellings and finallyaanendment of new Annex | of veterinary
directive. Participation in meetings was very intpat with respect to the fact that rules
stated in approved guidelines for applicants aserdsd in marketing authorisation procedures
of VMP in Czech Republic and they are implementad guidelines issued by the Institute.
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3.3.3 Institutions ensuring the cooperation of member stees

HMA Meeting — Heads of Medicinal Agencies (human ah veterinary) of particular EC
member states

During the year 2007 the director of the Institetef. A. Hera DVM PhD took part in 4

HMA meetings. The meetings are always realizethénmhember state performing the EC
presidency. The meeting then proceeded twice iefé®Republic of Germany (Berlin and
Dresden) and twice in Portugese (Lisboa and Fuhchiis working body processes the
translations for EC and also for EMEA. It prepaites conceptions of development in the
sphere of human and veterinary medicinal prodwstsvhole EC.

In the passed year the attention was especialgngio the veterinary pharmacovigilance
spheree, further VMP availability, IT problems paegtion — information accessibility
regarding VMP from all member states. New task &ds& MP is so called medicinal

products counterfeiting including the ilegal mamtifsing of copies and their unauthorised
distribution.

All furher tasks — the solution of insufficient arage of VMP in some indications, active
cooperation with IFAH and further harmonisatiorpatkage leaflets for VMP — they were in
detail elaborated and their solution will contiralso in the year 2008 and later on.

Especially important will be the cooperation frommetsecond half-year 2008, when as
participants of the so called operative ,trio" ttggr with France and Sweden we will prepare
the agenda for the period of CR presidency in its¢ fialf-year 2009 and we will participate
in the proceeding of subject meetings .

Coodination Group for Mutual Recognition and Decentalised Procedures — Veterinary
(CMDv)

The Institute deputy as a nominated member tookipaine regular meetings of CMDv

which were held ten times in 2007. The main funced CMDyv is the coordination of the
mentioned procedures including the preparatioruafajines and standard operation
procedures relating immediately to the MA proceduiidhe meetings held always once a
month at EMEA in London. The participation in theetings of this group was essential from
the view of the Institute, because the mutual gedmn procedure and decentralised
procedure are recently the most frequently used WiliFketing authorisation procedures in
the EU which require the close coordination ofcalhcerned parts (reference member state,
concerned member states, applicants and CMDv segnehich is ensured by EMEA) and
CR actively participates in the procedures as ao@tkor reference member state.

In connection with the implementation of Directid®. 2004/28/EC amending the Directive
No. 2001/82/EC except the proceeded proceduresusiisry the preparation process of
updated and new standard operating procedures ahlic muidelines administering the

individual operations associated with the marketiagthorisation and mentioned MA

procedures continued and were finished.

CMDv also cooperates with the IFAH-Europe and EGGafRl in this connection the

meetings of CMDv and mentioned associations welg $everal times a year of which the
Institute deputy took part in as well.
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3.3.4 Other Institutions

EDQM

In 2007 J. J&bkova DVM worked on within the activities secureg EDQM and as a
member of the Expert Group of the European Pharpwia Committee she actively
participated in the activities of this committeeJdabkova DVM considering her expertness
ensures namely the agenda relating to imunologearinary medicinal products.

On November 2007 another ISCVBM employee - J. MAkarmDr. PhD joined the Expert

Group of the European Pharmacopoeia Committee, wbamnsidering his position in the

Institute and professional background and expeei@amsures the activities relating to quality
of medicinal products and pharmaceuticals

Wihtin the framework of European Pharmacopoei&idbkova DVM as a 15V Group
member (Expert Group for Veterinary Vaccines anthime Serums) took part in 3
workshops in 2007, whereon the following topics eveolved in the course of new
pharmacopoeial articles elaboration and revisidrtsient articles:
- suggestions and finalization of the article relgtio vaccine against coccidiosis in
poultry
- compillation of data relating to number of autheds/accines regarding new article
elaboration relating to live vaccine agaiBstdetella bronchiseptica in dogs
- the revision of the article relating to vaccineiagavibriosis in salmonoid fish
- the work on the new pharmacopoeia article relating/e vaccine again§almonella
enteritidis
- the work on the new pharmacopoeia article relating/e vaccine again§almonella
typhimurium
- the work on the new pharmacopoeia article relatnlgze vaccine against
pneumoviruses in poultry
- the revision of the article relating to animal amigubstances for the preparation of
veterinary vaccines

On May 2007 the Institute together with the Statgitute for Drug Control took part in the
annual session of Official Medicines Control Lalorees (OMCL), EDQM was the main
organiser.

Pharmaceutical Inspection Convention/Scheme (PIC/S)

The Institute has been PIC/S member from the y@@5.2The membership contribution is
partly access to seminars and trainings for ingpean required level and partly the increase
of the international reputation of the Institutelapproval of its inspection results also by the
authorities outside the EU/EEA (Australia, New Zewl, Israel, Iran, Egypt and others) and
thus the simplification of czech industry accesthese markets. In terms of PIC/S
membership the Institute participates in the praji@n of guideline within the PIC/S and in
the harmonisation of inspectional procedures wadéwinconsiderable contribution is the
possibility of participation in highly professions¢minars and of many contacts of GMP
inspectors obtaining. In 2007 the head of Inspac8ection , J. Holy MSc took part in two
PIC/S committees (Switzerland — Geneva, Singaprd)in one seminar in Singapore.
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The assessment of application for PIC/S membersiaige by french medicines agency was
assigned to the Institute in 2007. The assignmetiteoapplication assessment is the approval
of ISCVBM full membership in this association ardkaowledgement of its competences.

3.4  The Institute activity relating to the regulated sibjects

In 2007 the seminary for MAHs was held by the bus#i during 20. — 21. 9. 2007. The
lectures were related to the situation in the spleémedicine regulation in EU, information
related to EMEA Working Groups activities, infornaat related to new EMEA/CVMP
guideline on anthelmintic preparations, environraénsk assessment of VMP, topics
relating to validation of applications for markegiauthorisation - MRP/DCP were presented.
The second part of the seminary was related tol@mabwith applications for type |
variations, the assessment of residue studies @ghdrawal periods, European
Pharmacopoeia information and new guidelines redath marketing authorisation of
imunological VMP, pharmacovigilance.

Regarding the force of new Medicine Act the sensraranged by the Inspection Section
were postponed to the year 2008.

During the 2007 the ISCVBM experts lectured in sgucycles arranged for QP (persons
gualified in the medicinal products manufacturimgl @istribution in compliance with
Medicine Act requirements).

Pursuant to Medicine Act possibilities and needsltistitute issued 5 guidelines during the
year 2007, from that 2 generally true guidelinedST series, 1 guideline on the sphere of
marketing authorisation — REG series, 1 valid glingeon approval of veterinary products —
REG/VP series and 1 guideline on the sphere okirtggn — VMP manufacturers — INS/VYR
series.

The review of ISCVBM guidelines issued in the yea2007:

The procedure of Official Control Agency Batch Redle (OCABR) of
UST - 02/2007 defined imunological VMP in the Czech Republic
— Annex No. 1 amendment

The procedure of Official Control Agency Batch Rede (OCABR) of

UST - 01/2007 defined imunological VMP in the Czech Republic

REG - 01/2007 Guideline on the determination of criteria for rerabof some VMP
intended for animals from which the products foman consumption are
gained, from the POM requirement

REG/VP - 01/2007 Requirements on application for VP approval, rerle@fapproval and
variation of approval

INS/VYR — 01/2007 How to fill in the recipe for medicated feeding$tahd contact addressess
for its sending to competent Regional Veterinarymastration
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4 Agenda of the ISCVBM

The total of 9802 papers were registered in the/IBI@ registry and forwarding office in the
year 2007, from these 4821 were delivered by ddst4 delivered personally, 2795 papers
were dispatched. The total annual growth of reggst@apers was increased in comparison
with the year 2006, the growth was 426 papers,4;35%.

Picture 4/1 The number of registered papers in thé&SCVBM registry and forwarding
office in years 2003 - 2007
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5. Activity of the Marketing Authorisation Section, Approval, VTD Register and
Clinical Evaluation

5.1  Marketing Authorisation of VMP

5.1.1 Incorporation of the CR to European Marketng Authorisation Procedures

In the course of VMP marketing authorisation theropean marketing authorisation
procedures were applied in the year 2007 in compdawith the regulations of the
consolidated Directive No. 2001/82/EC (from 1. PD05 amended by the Directive No.
2004/28/ES) — national procedure, mutual recogmitimcedure and decentralised procedure.
Also VMP authorised by centralised procedure weaeketed in CR in compliance with the
regulation No. 726/2004.

le 5/1: Number of authorised VMP according to procedure tpe on the 31. 12. 2007

TYPE OF PROCEDURE TOTAL
NATIONAL PROCEDURE 987
MUTUAL RECOGNITION PROCEDURE/ 113/12
DECENTRALISED PROCEDURE
CENTRALISED PROCEDURE 126
TOTAL NUMBER OF AUTHORISED VMP IN CR 1288

Picture 5/1: Percentual representation of marketingauthorisation procedures by total of
VMP

82%

O national procedure

B mutual recognition procedure

O decentralised procedure

9% 1% 8%

O centralised procedure
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In accordance with the valid legislative groundwercept the national procedure two other
VMP marketing authorisation procedures were appiredhe Czech Republic in 2007 —
mutual recognition procedure and decentralisedguioe.

In terms of decentralised procedure the numberppfi@tions was significantly higher in

2007, it was twofold in comparison with the lastageThe number of MRP applications
remained on the same level in comparison with déisé year. The number of applications for
MA renewal and the number of applications for MAriadons were threefold. The

administrative procedure of the repeat use waggetito the secrecy on the contrary.

The Czech Republic has taken part in mentionedgoiares in the position of concerned
member state and reference member state. In 200¥aSRxecuting the position of RMS for
the first time in the case of new DCP marketindhatisation, in the case of repeat use of the
MRP and in all types of marketing authorisationiaions.

Table 5/2: Summary of total number of submittedliaptions and cases when MA was
granted - decentralised procedure and mutual retog procedure in the year 2007

MUTUAL VMP NUMBER
RECOGNITION TYPE
PROCEDURE pharm./ SUBMITTED MA SUBMITTED MA REFUSED | REFUSED
imunol. | APPLICATIONS GRANTED | APPLICATIONS GRANTED APPL. APPL.
CR/ICMS CR/ICMS CR/RMS CR/RMS CR/ICMS CR/RMS
RS P 14 10 0 0 0 0
USE | 14 6 0 0 0 0
REPEAT P Z 7 0 0 0 0
USE | 2 Z 1 1 0 0
VARIATION P 44 10 0 0 0 0
OF MA
PE A | 8 12 2 1 0 0
VARIATION P 30 15 0 0 0 0
OF MA
g as | 12 11 2 1 0 0
VARIATION P 10 11 0 0 0 0
OF MA
=g | 21 9 1 1 0 0
RENEWAL P 8 0 0 0 0
OF MA | Z 2 0 0 0 0
ADMINISTRATIVE P 0 0 0 0 0 0
REPEAT USE
PROCEDURE ' 0 0 0 0 0 0
DECENTRALISED | P 44 9 1 0 0 0
PROCEDURE | . - - - - =
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5.1.2 The situation of authorised VMP, agenda of umitted applications, results from
the marketing authorisation proceedings

In total 1288 VMP were authorised on the 31. 12720rom that 866 were pharmaceuticals,
392 imunologicals and 30 homeopathics. There wéteo? OTC preparations and it is 79
pharmaceuticals and 15 homeopathics.

Table 5/3: Total number of authorised VMP and the vay of their release on the 31. 12.

2007
Total Total
Type of VMP Total (percentage) | From that OTC| (percentage)
Pharmaceuticals 866 68 79 9
Imunologicals 392 30 0 0
Homeopathics 30 2 15 50
Total 1288 100 94 i

Picture 5/2: Percentual representation of authoried VMP types
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Total of 899 applications were accepted by the Adsiiative Affairs Department in 2007,
which is 14% more than in the year 2006. Especitidly applications for MA variations
outweighted. In total 67 applications for the newrketing authorisation were submitted,
which is 28% more than in the year 2006. There weraignificant changes in applications
for MA renewal and MA transfer. In appeals agaikigt decisions it was firstly dealt with
appeals against MA decisions related to dissproMA variations, when after obtaining of
the decision the marketing authorisation holdeetogr with the appeal completed the MA
dossier and therefore the appeal could be alloMedketing authorisation holders started to
assert the mechanism of application withdrawal dooadance with the administrative law.
The number of renedered decisions and decreemgltise proceeding was approximately
10% more than in the year 2006

Table 5/4: The number of submitted applicabns and the number of MA granted
in 2007 in comparison with the year 2006

Sort vear Sub_mitfted MA
Applications Granted

2007 87 58
Application for the new MA

2006 60 46

2007 201 133
Application for MA renewal

2006 198 92

2007 543 462
Application for MA variation

2006 453 449

2007 13 10
Application for MA transfer

2006 13 13

2007 12 11
Application for MA revocation

2006 25 25
Application for administrative proceeding 2007 21 21
discontinuance 2006 11 11

2007 2 8
Appeals against MA decision

2006 12 6

2007 20 20
Administrative corrections in the MA decisions

2006 15 15

2007 899 723

Summary
2006 788 657
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The following table 5/5 shows the results of marigeiuthorisation procedures and as
evident the absolute majority of the proceedingstha possitive result. Some of the
proceedings stayed at the Institute for a longee tivere discontinued because the applicant
did not completed the required documentation. Bvecated proceedings were related to
type | variations above all.

Tab. 5/5: Results from marketing authorisation proedures in VMP numbers in 2007
Result | Approved Approved | Discontinued Refused Executed
in total in total
Type of VMP
MARKETING
AUTHORISATION
Pharmaceuticals 43 1 -
Imunologicals 14 o7 - - o8
RENEWAL
Pharmaceuticals 66 11 -
Imunologicals 57 123 - - 133
VARIATION
Pharmaceuticals 294 12 17
Imunologicals 137 431 2 - 462
TRANSFER
Pharmaceuticals 10 - -
Imunologicals - 10 - - 10
REVOCATION
Pharmaceuticals 10 - -
11
Imunologicals 1 11
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The VMP can be discarded from the register of aighd VMP which can be marketed in the
Czech Republic from several reasons. Characteavizafi the reasons and the numbers of
VMP which were discarded from the register of auterl VMP in 2007 is stated in the
following table 5/6.

Table 5/6: Revocation of MA, Suspension of MA, Dismtinuation of the MA Proceeding
and Validity Temination of MA Decision or MA Renewd
Type of Number
Reason preggration of VMP In Total |In Total
Revocation of MA at | Pharmaceuticals 3
the instance of MAH 4
Imunologicals 1
Revocation of MA at
the instance of MAH | Pharmaceuticals 7
with the consecutive 7
recall from Imunologicals 0
circulation
Sus_pensmn of MA at Pharmaceuticals 5
the instance of 11
ISCVBM Imunologicals 6 63
Suspension of MA
renewal proceeding at Pharmaceuticals 6
the instance of 6
ISCVBM Imunologicals -
Suspension of MA
renewal proceeding at Pharmaceuticals 5
the instance of MAH 5
Imunologicals -
Validity temination of
MA decision or MA | Pharmaceuticals 15
renewal 30
Imunologicals 15
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Picture 5/3: Percentual Results of MA Proceedings @puts in 2007
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5.2  Antibiotic policy

In the special meetings of Subcommittee for Antibi®olicy of the CMS JEP where the
ISCVBM has its delegates as well, besides the humedficines problems the use of
antimicrobial veterinary medicinal products in vetary medicine were discussed as well
during the year 2007 — consumption of VMP, ,prudesg“ recommendation for chosen
antimicrobial VMP. In 2007 the preparation of naabantimicrobial policy continued in
meetings aimed at the formation of national antibipolicy programme in both human
and veterinary sphere, from now on the problem nesna the complex solution of legal
rules for the activity of antibiotic centres, nai@ monitoring of the antibiotic resistance.
European antibiotic policy is administred by ScniAdvisory Group on Antimicrobials
(SAGAM) which has a mandate form the CVMP for prgpian of guideline on the use of
selected antibiotics and on the assessment of @nbipmals in terms of centralised
procedure.

5.3 Clinical evaluation of medicinal products

Total of 5 applications for approval of clinicalauation of the product were submitted to
the Department of clinical evaluation of VMP in tyear 2007, namely from two
submitters. After the fulfilment of suggestionssopplement requirements to submitted
data the clinical evaluation was approved in gf&ducts.

In connection with the approval of clinical evaloatof VMP the total of 36 control
assignments were carried out including the appatg@mvriting records evaluating the
compliance with the valid legislation. The contassignments were above all targeted on
the field phase of the clinical evaluation, ithe ttomplying with the principles of good
clinical practice by the adherence of the apprqwedocols and accuracy and
completennes of the filling of the record formsatelg to product administration data,
clinical conditions of animals and other actionscasated with the laboratory
examination. Some of the control assignments werlopned also by the submitter,
namely with a view to supplementation or specif@abf the submitted protocols and
record forms and the results of laboratory exanmongirovided by the submitter. No
deficiencies were found in carrying out of the cohassignments which could have the
negative influence on the clinical evaluation psscer that could lead to its suspension.

In one preparation the clinical evaluation wassi@d by the submission of appropriate
clinical assessment report in 2007, field phagheftclinical evaluation was finished in 8
products, the clinical evaluation of 2 productd wilntinue in 2008. In two products the
clinical evaluation was revoked by request of thpli@ant.
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In 46 products the fiel check in terms of runningrketing authorisation proceeding,
monitoring of the side effects of VMP administratiand market surveillance were
carried out. No findings requiring subsequent puéoas were found out.

In total 40 applications for the opinion relatirgthe unauthorised VMP - approval of
exception for importation or using in the CR, weubmitted to State Veterinary
Administration in 2007 (27 pharmaceuticals, 13 imlogicals). In many cases there were
repeated applications for the products with thetpesopinion from previous years. The
negative opinion was taken in two cases, in whighstated arguments were not found
satisfactory. Under the given conditions the exoepto manufacturing and distribution
of Xylased 500 inj. (Bioveta a.s.) for the useamh of narcotising projectiles was
renewed.

In terms of tasks associated with the market slianee the correspondence with the
approved texts (outer package, package leaflet|liay) was checked in 97 products.
From that in 8 cases there were major discrepanai@? cases discrepancies with no
effect on the safety and efficacy of the product.

Two consulatations took place in 2007 relatingdseatial legislative data and
requirements on clinical evaluation of VMP.
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5.4

Veterinary products, veterinary technical devices ad biocides

The review of the activity of the Department of appoval of veterinary
products (VP), the register of veterinary technicaldevices (VTD) and biocide

in the year 2007
(actual situation on the date 31.12.2007)

U)

Sort of activities Transferred | Submitted | Finished In
from the year| in the year proceeding
2006 2007

Approval of VP 43 103 100 46
Variations of approved VP 3 28 31 0
Renewal of approved VP 24 56 60 20
Discontinuation of VP approval
proceeding
Revocation of approved VP
187 101 | 66 |
Evaluation if it is VP, article 65, 6 6
paragraph 1, letter i)
Number of requirements on
completion of application for
approval, renewal and variation
Discontinuation of the proceeding/ Revocated

transfer of approved VP/revocation

On application

of the approved VP/

transferred— biocides

transferred— VTD

transferred—» VMP

transferred—

feedingstuff/feed additive

Register of VTD - e 1l 9o 1
Standpoints to biocides 137 137

Standpoints to active ingredients 2 5 7

Solving of adverse reactions of VP 1 1

Solving of adverse reactions of VTL

Solving of adverse reactions of

biocides

Appeals againstthedecision | | | [

Department of approval of VP and
VTD (number of operations in
total)

72 345

350

67
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Training of Marketing Authorisation Section Employees

The employees of the section analogous to preweass took part in training programmes
within the scope of their professional position2007.

In-house trainings relating to new informational ®fstem registrar office and special
trainings relating to VMP safe use and bioequivedewere in progress.

The employees further participated in following @pé seminars and conferences: DDD
Seminar, Attenuation programme of Salmonella sppsgnce in the environment -€tvhy
Jenikov, VETFAIR Hradec Kralové and Seminar of Qeéssociation of Avian Medicine
centered on poultry problems, VETFAIR Hradec Kr&evUrogenital tract diseases in pigs,
Animal protection and welfare 2007 — VFU Brno, Gisadly modified organisms €ZU
Praha, XXXVII Lenfeld and Hocl Days — VFU Brno, @émhational seminar — Respiratory
diseases in cattle — Horni Cerekev, internatioealisar — PCV in pigs — VRI Brno, training
of EU agenda administration experts.

In terms of CR preparation for EU presidency an leyge of the section took part in e-
learning and other courses including the languamgs.o

From the courses and trainings held abroad the et of the section took part in
following seminars: EDQM — New Purviews of Medidiffroduct Quality, OIE international
conference — towards the rabies elimination in &ara Paris, training course held by EDQM
in London themed: European Pharmacopoeia - 6th dsgon, Training Course on
Environmental Risk Assessment (EMEA), training s$e@ssors — antimicrobial preparations,
pharmacokinetics.

Linguistic trainings of employees were proceedeairag 2007 including courses aimed at
the preparation for FCE and CAE certificates obitayn
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6.

6.1.

Activity of the Inspection Section

GMP Division

6.1.1. Department for GMP of medicinal products ¥P), autogenous vaccines (AV)

and active ingredients (Al)

1) The review of the activity:

Main projects and visions fulfilment:

fulfilment of the system inspection plan at therapliance of the interval provided
by GMP and GDP Decree (responsible Mr. Holy)

© all planned inspections were performed

further improving of qualification and proficiencyof GMP inspectors

© trainings were performed in required range

integration of the new inspector into the sectiantivities (Dr. RadoSova)

© Dr. RadoSova was fully integrated into the sec#otivities

participation in French Veterinary Authority evalugon within the scope of PIC/S
and EMEA (JAP) (responsible Mr. Holy)

© the evaluation started in 2007 with the evaluaétaboration of submitted
documents, it will continue in place with the aualiid report elaboration in 2008
finalization of SOP documentation revision and quiyl reference manual of the
Inspection Section (responsible Mr. Holy)

® the revision of quality reference manual and S@R postponed to 2008 regarding
new Medicinal Act

SOP on control inspections elaboration (responsiblie. Holy and Mr. KoziSek)

@® SOP elaboration was postponed to 2008 regardiwgvhedicinal Act
continuation of cooperation with Inspection Sectisrof SIDC and Slovakian
ISCVBM (responsible Mr. Holy)

© joint inspections with SIDC, meetings with SlovakilSCVBM and other agencies
took place

cooperation within EU — Slovakia, Lithuania (respaible Mr. Holy)

© the visit of Lithuanian authority took place, Litnian inspectors took part in
ISCVBM inspections and trainings

preparation and realization of special seminarseonnection with new Medicine
Act (responsible Mr. Holy)

® the execution of seminars was postponed to 20§ deng new Medicinal Act
the participation in the Official Control Authoriy Batch Release programme
(responsible Mrs. RadoSova)

© the conditions for OCABR were made in cooperatidgth the Laboratory Control
Section

Number of submitted applications in the GMP sphereof MP and Al: 13

Application for granting manufacturing authorisatior VMP -0
Application for variation to a manufacturing autisation for VMP

— 4 (variation affiliated with the ispection)
— 4 (variation without the inspection necessity)

Application for granting a licence for control laltories -0
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Application for granting GMP certificate -3
Application for variation to an Al manufacturer tiécate — 0
Application for granting GMP certificate of VP -1
Application for revocation of the authorisation 1-

Number of issued decisions: —-18

Manufacturing authorisation -0

Manufacturing authorisation (variation of the demmd
— 12 (4 decisions issued pursuant to applications
submitted in 2006)

Granting a licence for CL -0
GMP Certificate pursuant to application  —3
GMP Certificate after inspection — 24 (accordiagbligation provided by the

Directive No. 2004/28/EC)
Al Manufacturer Certificate (or variation) — 1 (guant to application submitted in 2006)
VP Manufacturer Certificate -1
Revocation of the licence -1

Review of performed systemic inspections and compiaon with the plan in 2007

Company accordin_g to CoR (Company Plan Carried out in Remark
Register)
BIOVETA, a. s., Opava January 11.1.2007
CHEMOPHARMA, a. s. January 23.10.2007
NORDIC Pharma s.r.o. January 25.1.2007
DYNTEC spol. sr. 0. Terezin February| 17.-19.10.2007
CONTIPRO C, a.s. February| 27.-28.3.2007 |+SIDC
PURUS-MEDA, s.r.o. February 23.1.2007
UNIVIT s.r. 0. March 22.-23.2007
MEDICAMENTA Vysoké Myto, a.s. March 17.-18.5.2007
SPOFA a.s. With regard to
March i rsnua;r;)uefr?scitgrrllg%stponed 1
2008
Vétoquinol s.r.o. April 28.3.2007
CONTIPRO C, a.s. April 1.8.2007 Subsequent inspection
Favea, spol. s r.o. April 24.5.2007
HERBACOS-BOFARMA, s.r.0. May 21.6.2007
VYZKUMNY USTAV V CELARSKY s. . 0. May 9.5.2007
Interpharma Praha a.s. May 21.8.2007
KOMVET spol s r.o. Expected application for
June - the approval of variatior,
was not submitted
BIOVETA, a. s. June 31.10.-1.11.2007
11.-12.12.2007
Analytické laboratte Plze, a.s. June 8.8.2007
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2d

Company accordm_g to CoR (Company Plan Carried out in Remark
Register)
ANALAB PRAHA s.r.o. June 29.6.2007
QUALICHEM, spol. s . 0. July 8.8.2007 Eg;/i\:]Holder Stachema
BIOFAKTORY PRAHA spol. sr.o. Jul 18.9.2007
y 24.10.2007
BIORHAR!\/I, V)_/zkumny Ustav biofarmacie a August 13.-14.9 2007
veterinarnich l&v a.s.
Tekro, s.r.o. Septembe 26.3.2007
Spofa a.s. Regarding suspense of
October - manufacturing postpone
to 2008
M+H VET s.r.o. October 23.10.2007
Zentiva, a.s. November 5.-6.12.2007
Veterinarni zasobovani spol. s r.o. November 30.10.2007
Statni veterinarni Ustav Jihlava November 25.10.2007
CAYMAN Pharma spol. sr.o. Decembel 7.-8.2.2007 |+ SIDC

Further an inspection was carried out only in catioa with the application for approval of
variation in manufacturing (1 manufacturing si)e control inspection was carried out in
MP manufacturer.

Within the frame of inspection of Al treatment 1éhtrols were carried out in 12 subjects.

Number of inspections carried out in the sphere o6MP and Al treatment: 31 (GMP) +
12 (Al treatment)

Initiatial Systemic Inspection + variations -0
Periodical Systemic Inspections - 24
Subsequent Inspections -2
Control Inspection -1
Manufacturers of Al -3
Manufacturers of MP -1
Controls of Al treatment -12
GLP -0
Foreign inspections -0

Number of processed protocols: 30 (GMP) + 12 (Al #atment)
1 inspection protocol from 2007 will be processetha beginning of 2008 (Bioveta).

Summary of inspection activities

The number of scheduled inpections was 37, the pumiinspection days was 60, in the
sphere of Al treatment 25 inspections were schedule

Actually 31 inspections were processed, numbenggection days was 43, in the sphere of
Al treatment 12 controls were scheduled. The tot@hber of inpection days was 55in the
year 2006. In 2006 the number of inspection days 3%a(in 2005 — 46, 2004 — 38). The
difference compared to plan is caused firstly lyshspended applications which were not
inspected and by the fact that inspections in tbaaintries were not carried out (1 inspection
was scheduled — 6 days) and by the transfer okoigms in the Spofa company on the year
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2008 by the reason of manufacture suspension. Smaber of inspections in the sphere of
active ingredient treatment was caused by the watkbf employees in other fields.

Training

The employees of Inspeciton Section — subdivisioBMP for MP, AV and Al took part in
the training within the range 56 days (Holy, Midled, RadoSova, KoziSek) including the
training of new GMP and GDP inspector (Dr. Rado$ova

From the foreign trainings two inspectors took gaktEX training in Visegrad, aimed at
actual themes in the sphere of GMP (5 days), grertier of SI took part in PIC/S seminar
and following workshop (4 days), one inspector tpakt in the EMEA training of auditors (2
days), two inspectors took part in EMEA workshogntied ,Quality Risk Management* (1
day).

2) The Assessment of Quality Indicators:
The quality indicators appointed for the activiteghis department were evaluated, all
pivotal parameters were fulfilled, no periods asvided by the law were exceeded.

3) Assurance of quality, internal audits

The revisions of regulation documentation and tiraity reference manual were planned
with regard to approval of new Medicine Act notiltite last day of the year, the revisions
were postponed to the beginning of 2008.

The internal audit in the department for GMP of M¥, and Al brought forward from 2006
was scheduled aimed at the established procedpuadity Assurance System, internal audit
was postponed again from time reasons on the V¥, 2vithin the assurance of quality the
annual activity evaluation was carried out inclgdihe variation and divergences.

4) The review of activity in terms of Rapid Alert §/stem (RAS) in 2007

In 2007 the total number of received informatiogamreing defects in quality of VMP in terms
of RAS was 130. This number includes informationaarning all cases of quality defects
from external authorities (from that most comprisésformation concerning quality defects
in human medicinal products) and component orgépizal subdivisions of the Institute.
Total of 58 quality defect reports were receivethie sphere of VMP.

concerning human medicinal products72
reports from external authorities concerning veterinary medicinal 5
products
Laboratory Control Section - quality 19
internal reports from organizational Marketing Authorisation Section — 24
subdivisions of the Institute labelling
Inspection Section 9
reports received from the MAH 1

Quality defects of VMP received by the subdivisairLaboratory Control Section concerned
mainly:

unsatisfactory pH — 4

unsatisfactory density — 3

content of the active ingredient out of specifimat- 4

unsatisfactory appearance - 4

endotoxine level — 1

efficacy — 4
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assay of excipients - 1

Quality defects in VMP received by the subdivisadrLaboratory Control Section and by the
Inspection Section were related to differencesbelling (immediate package, outer package,
package leaflet). The most common shorcomings therdifferences in withdrawal periods,
storage temperatures of the products, differentectrof data on foreign labellings.

One report concerning unsuitable results of omatis product stability monitoring was
received from the MAH, concerning 3 batches.

In two cases the information concerning qualityedéfvas sent to external authorities within
the scope of RAS. In both cases there was an gfezbry qualitative and quantitative
composition of the product.

Pursuant to RAS background papers there were 8nagtnaitive proceedings opened in 2007
with the MAH of the VMP for the Medicine Act No. 7®97 Coll. violation, as amended by
the subsequent regulations.

5) The summary of variances:

No significant variances from the set proceduresie main activities of the section were
found out in 2007. But in the sphere of qualityusiaace the internal audit plan and plan of
regulation documentation were not kept.

6) Precautions:

The performance of internal audits and finalizatddmegulation documentation are the key
tasks for the first half-year 2008.

Since there were no significant variances fromsiteprocedures found out during the 2007,
no corrective action were taken in the sphere dbpmed inspections.

6.1.2. Activity of Department for GMP of medicatedfeedingstuffs

The fulfilment of main tasks in 2007:

- fulfilment of inspection plans stated in part Axeeuted

- further trainings and education of inspectors —caied

- setting the conditions for farm manufacturers ofiroated feedinstuffs (1st quarter of
the year 2007) — executed, the use of conditiopsantice relates to new Medicinal
Act

- SOP revisions in the sphere of medicated feediffgstuanufacturing in connection
with new Medicinal Act — postponed to the year 2008

- cooperation with Regional Veterinary Administratisiseminar concerning mass
medication problems, the use of VMP and medicatedihgstuff manufacturing (1st
guarter 2008) — executed

- joint activity within EU — joint inspection with 8Vakian ISCVBM - manufacturer of
medicated feedingstuff in Slovakia or Czech Remu{@nd to 3rd quarter 2007) —
postponed to year 2008 considering working loa8lofrakian ISKVBM

-39 -



- joint activities with Lithuanian authority — exeeudit
- Central Institute for Supervising and Testing inridglture (CISTA) — periodic
meeting of ISCVBM deputies with CISTA deputies (grally once to twice a year),
including farm manufacturers solving (basic indystr executed
- ISCVBM seminary centred on problems related to Miedil Act and manufacturing
of medicated feedingstuffs (1st to 3rd quarter800not executed, considering the
adoption of Medicinal Act given in December 200@stponed to 2008
- aiming at the quality of medicated feedingstuff$hia form of sampling (1st to 2nd
quarter 2007) - executed

Number of submitted applications in the sphere of God Manufacturing Practice of

medicated feedingstuffs:

Type of Manufacturing | Variation to a | Variation to a | Application for | Total
application | authorisation | manufacturing | manufacturing | revocation of
authorisation | authorisation | manufacturing
with inspection | without authorisation
inspection
Number 0 7 13 2 22

Adherence of administrative terms for reply to appications:

Administrative limits for reply to applications weeadhered (maximal limit is 30 days).

Number of issued decisions:

Type of | Manufacturing | Variation to a | Variationto a | Revocation of | Total
decision | authorisation - | manufacturing | manufacturing | manufacturing
new authorisation authorisation | authorisation
with inspection | without
inspection
Number 3 11 15 2 31

Adherence of terms for decision issuing:

The stated administrative proceedings were execatagpoited time limit maximum 90 days

without inclusion of the suspension caused by pg@ieants. As far as the total time for

suspension of administrative proceeding more tltadeys was tolerated, it was in the cases,

when the applicants carried out the changes imtdolyical equipment and simultaneously
the transfer authorisations done by CISTA were @eded and after their finishing and
further technology engineering necessary for tlaatyng a manufacturing authorisation for
manufacture of medicated feedingstuffs, the proogecbntinued in the ISCVBM, in one

case (variation to a manufacturing authorisatiomfanufacture of medicated feedingstuffs in

storage) the time limit was exceeded by reasoeadnstruction delay of stock premises for
manufacturing on the part of applicant.

Number of unfinished applications postponed to 2008
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Type of Variation toa | From Variationtoa | New Unfinished
application | manufacturing | that manufacturing | manufacturers | applications
authorisation inspected | authorisation - | applications - | - total
with inspection | in 2007 administrative | unfinished
Number 3 2 0 0 3

Rationale: unfinished applications are suspended and walitinthe shortages relieve on the
part of manufacturer. On this account the applhcetiwill be attended in the year 2008.

-41 -




Number of inspections carried out in the year 2007

Total
Type Initial Systemic |Periodical i
inspekce systemic variation | systemic SuisseswEnt) - Gl Inspections Insg:;stlon person/day
6 (From that 3
times initial
systemic
Number | inspection of 5 31 2 7 51 54 112
existing
manufacturer’s
new plan)

Adherence of the inspection procedure:

The inspection procedures guidance described iropppte SOP were adhered. The letter
with announcement relating to inspection was settté manufacturer before the inspection.
Inspections wer carried out according to the ske¢dule, the inspection protocol was
elaborated from each inspection following the rdsanade into control sheet and then it was
sent to the manufacturer.

Time schedule of periodical systemic inspectiomdtie year 2007 was fulfilled excepting
two periodical systemic inspections from the Decen#907, which could not be carried out
due to lack of time (reason: the necessity of inBpe performance in applicants for variation
to a manufacturing authorisation for veterinary mimal products and increased number of
control inspections), hence they were includeahgpection schedule in January 2008. The
number of subsequent and control inspections cosdparschedule was exceeded.

Sampling in manufacturers of medicated feedingstuff
During the inspections the sampling of granulatedlicated feedingsfuffs with the active
ingredient CTC was proceeded in second half-ye@v 20in total 13 samples were taken.

Withing the frame of market surveillance prograhreduested samples of medicated
premixes in manufacturers of medicated feedingstuéfire taken (see records from Market
Surveillance).

Summary

During the year 2007 no significant deviations freet procedures were found out, no
corrective actions were accepted. It is necessafipalise the regulation documentation for
the sphere of medicated feedingstuffs and to acautyan audit centred on this sphere. These
tasks have been persisting already since 2006.
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6.2.

6.2.1. Department for GDP

Main projects and visions set down on 2007

GDP Division — GDP Inspection and Market Sursillance

- fulfilment of system inspection plan in course mierval adherence provided by the
GDP Decree - executed
- improving of qualification and proficiency of GDRspectors - executed
- within the frame of systemic inspections in digitidrs — control implementation of
MP supplies from foreign suppliers in connectiothviheir possible parallel
importation — executed in large distribution companwill be performed henceforth
in 2008
- control of MP labelling and the control of MP conapice with its valid MA dossier
(packaging, package leaflet) — executed, will bégoeed hencefoth in 2008
- cooperation with Inspection Section of SIDC — sixf inspections were carried out
- preparation and performance of special seminacsmmection with new Medicinal
Act — not executed, new act came in force on 312007
- comprehensive revision of SOP in the sphere of GDBt executed, new act came in
force on 31. 12. 2007
- sampling in terms of market surveillance - executed

On 31. 12. 2007 there were total 75 distributofsicty have authorisation for distribution,
these distributors dispose of 109 supplies.

The reviwe of the activity:

Number of submitted applications: total 27

Type of Distributing Variation to a | Variation to a Extension to Suspension of | Revocation of
application | authorisation | distributing distributing distributing distributing distributing
authorisation | authorisation authorisation for | authorisation | authorisation
with inspection | without MF and Al
inspection
Number 3 7 10 1 1 5

Number of issued decisions: total 26

Type of Distributing | Variation to a | Variation toa |Extension to Suspension off Revocation of
decision |authorisation | distributing distributing distributing distributing distributing
authorisation | authorisation authorisation for authorisation | authorisation
with inspection | without MF and Al
inspection
Number 3 6 10 1 1 5

All administrative proceedings were finished witline prescribed time 90 days without
inclusion of suspension caused by applicant.
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Number of unfinished applications postponed to thgear 2008: total 1

Variation to a Variation to Applications of Extension to Revocation of
distributing a distributing | new distributors | distributing distributing
authorisation with | authorisation | - unfinished authorisation for MF | authorisation
inspection without and Al
inspection
1 0 0 0 0

Number of inspections carried out: total 54

The total of 57 inspections within the range 55s0are carried out by the GDP Department
of Inspection Section in 2007. The review of ingmettypes is presented in the following
table.

Type of | Initial systemic | Periodical Variation Control Inspection | Subsequent

inspection systemic with inspection centred on | inspections
inspection MA dossier

Number 3 22 8 15 4 5

The total of 50 protocols were processed in 200 dverage processing time of protocol
was 10 working days. Some inspections were souéetyjoint protocol.

Cooperation and further activities

Total of 6 joint inspections with SIDC were carriedt.

The waste production report of ISCVBM was delivete@®rno Municipal Council.

The sample of Aivlosin prm. 20 kg was taken anghalished within the frame of EDQM
testing.

Every employee of Inspection Section — GDP Depantrtekes part in seminars and trainings
every year within the range 6 days approximatehe fieal number of trainings and seminars
was 22 days in 2007.

Summary

The total number of primary work activity performedtside the Institute was 142
person/days in the year 2007 in the sphere of aigpeand authorisation of MP distribution.
No crucial discrepancies were found out, all tima@tk provided by Medicinal Act or in
regulation documentation during the year 2007.

Greater attention was given to sphere of paratiglartation, the attention will be given to
this sphere henceforth in 2008, and from now enctirrect labelling of MP marketed in CR
will be checked.

6.3 Division for market control and market surveillance

Inspection activity
Inspections carried out in 2007 were aimed at:
1. manufacturing, importation, distribution and usofg/MP in pharmaceutical form
powder
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2. comparison of VMP sale statement in pharmaceuficad powder in distributors with
actual pharmacy distribution and sale to veterirsamgeons.

w

breeders

No ok

dispensing of prescription only veterinary medicima@ducts
failure of original VMP packaging while dispensimgpharmacies
shortcomings found out in VMP usage statement stfidutors
marketing of authorised VMP

marketing and using of chloramphenicol by vetegrarrgeons, pharmacies and

Part of inspection activity was also sampling afimal VMP packaging within the frame of
market surveillance and solving of complaints aatitions sent to ISCVBM.

Sampling within the scope of Market Surveillance 207
The number of samples taken within the scope oketaurveillance: plan - 162 samples,
102 samples were taken, 60 samples were not mdrke@R (taking of 83 samples was

resolved by individual inspection).

The activity review of Deparment of market controland market surveillance in

comparison with plan

Type of inspection Plan | Executed - Louny | Executed - Brno TOTAL
Distributor 6 2 13 15
Pharmacy 104 4 98 102
Veterinary surgeon 41 57 6 63
Veterinary technician - 1 - 1
Trade network 40 3 48 51
Distributor of VMP - - 1 1
Man_ufacturer of medicated 5 5 4 12
feedingstuffs

Manufacturer of VMP - - 2 2
Breeders 10 1 9 10
Total 206 73 184 257

Pursuant to suggestions from inspections the tdth¥ administrative proceedings were

initiated.

Non inspection activity

The new register of VMP for manufacturers, distrdsa and manufacturers of medicated
feedinstuffs was prepared which is made for VMRyasstatement.

The protocol on usage of antimicrobial substanoe3R was elaborated.
The usage of active ingredients according to adstration route, pharmaceutical form, target
animals and according to director suggestions.
The statement regarding usage of narcotic and psygic substances in CR during the year
2006 was elaborated according to statements oflietieRegional Veterinary
Administrations for Institute for addictive substas which is attached to Ministry of Health.
The revision of ATC codes in authorised medicinaldoicts was carried out during the year

2007.

Training:
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17 — 18.10. 2007 Assertive behaviour — Lenka KckdédDVM, Dalibor Dorn, Zita
Kurfurstova, Ivana Kéerova

Participation in seminars:
20.9.2007 — ISCVBM for MAHs — Zita Kurfurstova, iva Kwerova.

Evaluation

The schedule of inspection count was exceeded yameeterinary surgeons (22 more) and
trade network (11 more), further in manufacturdrsedicated feedingstuffs (7 more), in
distributors (9 more). Two inspections less wasiedrout in pharmacies. These changes
resulted from the VMP usage statements during ¢a&, yrom the monitoring results and
from the survey of active ingredients importatiow aistribution.

Together with Regional Veterinary Administratiom fSouth Bohemia region the joint control
in breeder was carried out aimed at VMP usage iieh&nd calf rearing. The administrative
proceeding with the breeder was initiated. Greatention will be also given to usage of
VMP by veterinary surgeons in breeders hencefgear(2008).

Controls of marketing and usage of chloramphenioefironidazole and nitrofurantoine were
carried out. It was found out that these activeedgents were used only in aquarist fish
breeding. These controls will continue in the y2@08 as well.
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7. Activity of the Laboratory Control Section

In 2007 the audit of Laboratory Control Section kmlaces associated with laboratory
reaccreditation was carried out by the Czech unstifor Accreditation personnel. This audit
examined the adherence of accreditation critegaltieg from standard CSN EN/ISO 17025
and assessed the professional level of the labrgra¢tated to activity both in the field of
monitoring of extraneous substances residues (@sidues) in the food chain and in the field
of VMP quality control.

At this supervision the application for new methadsreditation was submitted

- rabies virus titre assay by microtitration methodadx rabies vaccine (live)

- stanazolol assay by LC MS/MS method in biologicddstances
Both methods were examined and approved by the HCzestitute for Accreditation
personnel.

On the basis of audit outcome the Czech InstitoteAccreditation issued to Laboratory
Control Section an Accreditation Certificate wifffieet until 31th October 2012.

In the metrology sphere the metrological secuntstam of measuring tools was maintained
and evolved in the Institute. Metrological orderdameasuring tools index and accessory
equipment were updated continuously. On the bddesgalities (Metrology Act) the defined
measuring tool examination was carried out by C2detrology Institute employee, periodic
maintenance checks and calibrations of relevantabp@al measuring tools and maintence
checks of accessory equipment were carried outedlsarcording to individual measuring
tool user requirements.

7.1  Official laboratory for VMP control and laboratofgyr VP conrol

Also this year the professional workplaces persbah®fficial laboratory for VMP control
have participated in number of national and inteomal aptitude tests for executing existing
trials.

Especially the offer of tests organised by EDQM wesepted namely for the sphere of
physico-chemical trials.

- Quality in microbiology scheme (QMS), Qualifood.s.y CDC Atlanta,
Determination of mould and yeast count

- Bacteriological diagnostics, EHK SZU — AP CEM, Miorganisms identification
and susceptibility specification to selected aotilbs

- PTS 085 Microbiological assay of antibiotics, EDQBgtermination of
gentamicin amount in 2 samples

- PTS 086 Assay by UV-spectrophotometry &loss drylBQQM; assay of
cyanocobalamine and loss on drying

- PTS 089 Semi-micro determination of water, EDQM
- PTS 090 Dissolution test, EDQM

From now on the collaboration with EDQM is goingther in the sphere of controlling VMP
authorised by centralised procedure — the analytivamistry department was charged with
fulfilment of physico-chemical tests in imunolodidAMP Eurican Herpes 205 inj. in 2007.
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The main activity of this department was focusedtlon sphere of quality control in VMP
marketed in CR — this project was initiated in 2@0®ady.

Official laboratory for VMP control personnel cldgecollaborated with Inspection section
personnel on the preparation of annual plans aneedlance evaluation. Inspection section
ensures for the laboratory department qualified gisngp from distribution network and
executes the following steps in the event thatlaberatory finds out the results aside from
approved product specification.

The Market Surveillance Program 2007 was focusexbinrol of VMP containing substances
from the cephalosporins group, quinolones and dgttanes respectively in all marketed
pharmaceutical forms of authorised VMPs. Total ®8 preparations was included into the
Market Surveillance plan of VMP — pharmaceutical8, products were recovered and
delivered to analysis.

In the sphere of imunological VMP quality contrthe surveillance was focused on targeted
control of live vaccines on mycoplasma presencen tbontent of bacterial endotoxins in
vaccines containing gram-negative bacteria and ityuabntrol of live and inactivated
erysipelas vaccine (herein conformably to naturehef product either the efficiency tests
were provided or count determination of the viagkrms including vaccine purity and
bacterial strain typing.) and fox rabies vaccilnee] — virus titre determination.

The total of 50 preparations were icluded into samgpschedule (mycoplasma test 19, live
erysipelas vaccine 3, inactivated swine erysipetaine inactivated 16, inactivated rabies
vaccine 2, bacterial endotoxins 10); 31 specimerewampled and analysed (mycoplasma 7,
live erysipelas vaccine 3, inactivated swine emfsip vaccine 12, inactivated rabies vaccine
2, bacterial endotoxins 7).

Summary of sample analyses sent for laboratoryirnegdd07:

The total 0f306 samplesvere analysed during January — December 2007%(samary —
graph 7.1 and table 7/1), which represem@8@ analysedulfiiment, from that:

Microbiological Methods Department 816
Analytical Chemistry Department 572
PCR and Imunochemistry Methods Department 28
Biological Methods Department 5

Laboratory for Desinfectant Effects Detection 16
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Graph 7.1 Number of provided analyses in the qualy control sphere
— according to analysis type (2007)

28 5 16
4% 1% 2% 168

O microbiological trials (incl. virology and hacterial endotoxins)
O physical and physico-chemical trials

572
72% 0 PCR and immunochemical trials

0 hiological trials
J efficacy of desinficiences

Table 7/1 Summary of analysed samples according to plcant and sample nature
(2007)
Applicant Sample Quarter 2007 Total
I Il 1] \

Marketing VMP pharmaceuticals - - 1 1

Authorisation VMP imunologicals | - - - - -

Approval VP(desinficiences) |1 11 2 - 14

Inspection VMP pharmaceuticalsl7 33 30 24 104
VMP imunologicals | 7 26 11 6 50
Medicated 2 8 - 7 17
feedingstuffs

PharmacovigilanceVMP pharmaceuticals 2 - - 2
VMP imunologicals | 1 1 - - 2

External Human vaccines 28 29 - - 57

Applicants Others 11 17 11 20 59
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Table 7/2

Numbers of compliant and non compliant saples in 2007

Samples Compliant Non Compliant | Nature of quality imperfection
VMP Market Surveillance 93 11 6X active ingredient content
Pharmaceuticals 3X density

2X pH

1X average tablet mass
1X degradation product content
1X appearance

VMP Market Surveillance 43 7 6% efficacy

Imunologicals 1X bacterial endotoxins content
Control of medicated 17 - not evaluated

feedingstuffs

Marketing Authorisation | 1 0 -

Approved VP 14 0 -

Pharmacovigilance 3 1 1X appearance

External Applicants 114 2 2X particle size

Table 7/3 Developmental summary of analysed samgl@umber and executed
analyses quantity during 2003 — 2007

Samples / Year 2003 2004 2005 2006 2007

Number of analysed |395 234 238 300 306

samples

Executed analyses |450 440 580 739 789

guantity
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7.2. Laboratory control - residues

7.2.1. Monitoring

The essential acitvity of the ,Department for monig of extraneous substances residues” is
to carry out the monitoring according the Decree29®/2003 Coll. concerning prohibition of
administration of some substances to animals whasgucts are designated for human
consumption, and monitoring of banned substancesepce, residues and extraneous
substances in animals and their products, dueetsuhbstances the animal products could be
deleterious for human health. In June 2005 thig@®&ewas amended by the Decree No
232/2005 Coll., furher in July 2006 by the Decree3%$7/2006 Coll.

According to Decree No 291/2003 Coll., as amendgedhke subsequent acts the control of
following substances is appertained to ISCVBM Laory: Group A substances —
substances with anabolic effect and banned sulestgint detail stated in Annex | of above
mentioned Decree).

Sample survey summary for 2007 is stated in Anngd@ble 1 — appendix Monitoring
2007

The numbers of samples with unsatisfactory resalnfELISA and RIA screening methods
were passed on for conformation by GC-MS and LCNEAnd were as follows:
nortestosterone — 22, RALs — 22, chloramphenic@i -methyltestosterone — 12, trebnolone —
2, clenbuterole — 10, ethinylestradiol — 1, gestage 1, nitrofurans — 1, dimetridazole — 2,
metronidazole — 1.

Unsatisfactory samples in 2007
- chloramphenicol

prot. No. 648 urine — cattle live, locality - Radimland register No. 73785,
inspectorate Svitavy — Pardubice region

prot. No. 698 urine — cow live, locality Rusek, damegister No. 74367,
inspectorate Hradec Kralové — Hradec Kralove region

prot. No. 1065 muscle — pig, locality -¢dnovice, land register No. 76679,
inspectorate Krowtiz — Zlin region (sampling point
inspectorate Karvina - Moravian-Silesian region)

prot. No. 1260  muscle — pig, locality — Luzec nadli@ou, land register No.
68927, inspectorate Hradec Kralové — Hradec Krategéon

prot. No. 2179 muscle — chicken on farm, localityVysoké Veseli, land
register No. 78835, inspectoratéidi— Hradec Kralové region

prot. No. 2518 muscle — pig, locality - Nepasoviand register No. 70337,
inspectorate Hradec Kralové — Hradec Kralové re¢sampling
point inspectorate Jin — Hradec Kralové region)

prot. No. 2706  muscle — pig, locality - Miskovickend register No. 69599,
inspectorate Kutna Hora — Central Bohemia region

prot. No. 2799 muscle — pig, locality — KraloviceRakovnika, land register
No. 67264, inspectorate Pize sever — Plzeregion (sampling
point inspectorate Pisek - South Bohemia region)

prot. No. 2868  muscle — chicken slaughtered, localiLuze, land register No.
68925, inspectorate Chrudim — Pardubice region fam
point inspectorate Usti nad Orlici - Pardubicéar)
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- 19 - nortestosterone
prot. No. 1911 urine — pig slaughtered, lokality\lasatice, land region No.
78330, inpectorate lBclav — South Moravia region (sampling
point inspectorate Vyskov - South Moravia region)

In case of unsatisfactory results the method wasgaded according to Decree No. 291/2003
Coll. and ,Sampling procedure and subsequent ssgrvepm the event of
excessive/unsatisfactory determinations of biolalgactive substances used in animals and
unpermitted treatments in terms of Monitoring ptdbanned substances and VMP residues*
— ,Monitoring plan of banned substances, residmescantaminants in foodchains in 2007“.

7.2.2. Special examinations

A) External Application

a) Invoicing — applications for examinations seotrf manufacturers, owners etc.
Chloramphenicol — 25 (prot. No. 1, 1165, 1166, 1735743, 2882 — 2891,
2925, 2926, 2927)

Nitrofurans - 1 (prot. No. 2324)
Metronidazole — 1 (prot. No. 2928)

Special (circular) tests attendance in 2007:

Accredited HPLC testing laboratory

1) AOZ, AMOZ, AHD, SEM in crabs
organised by FAPAS,York,UK

2) Nitroimidazols in dried eggs
organised by BVL, Berlin, Germany

Accredited GC-MS testing laboratory

3) Chloramphenicol in dried milk
organised by BVL, Berlin, Germany

4) Chloramphenicol in honey and eggs
organised by AFSSA, Fougeres, Feanc

5) Gestagens in fat
organised by RIVM, Bilthoven, Netlaads

Accredited ELISA testing laboratory

6) Chloramphenicol in dried milk
organised by BVL, Berlin, Germany

7) Chloramphenicol in honey and eggs
organised by AFSSA, Fougeres, Feanc
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Extra Actions:

- The ISCVBM application was granted and TAIEX apmavthe training project
(EXP23917) - ,Monitoring and Official Control of Werinary Drug Residues®,
proceeded in the term 26 — 30. 3. 2007. The progr@anncluded multiresidual
method of anabolic hormones in urine, beta-agomistdysis and stanazole residues in
urine and assessment of banned substances regidgtesnination system on
ISCVBM. These problems were presented as a repomwarkshop in Saskatoon —
.1he EC Education program: A Fast Lane to Effect@entrol in Veterinary Drug
Residues in Foods" — by Dr. Frgalova.

- The personnel was concerned in special workshapsness, metrological, statistical
methods seminars etc.) according to its positioscpalification.

- Periodical annual workshop programmes of leaders ERL (BVG, RIVM)
laboratories were reported on meetings of regiocabrdinators for national
monitoring of extraneous substances, leaders ofoht Veterinary Institutes and
ISCVBM Chemistry Departments.

- By deputy of DG SANCO the meeting of EU CRL-AFS3MAugeres workers
(Roudaut Brigitte, Hurtaud-Pessel Dominique) totdcp in 12 — 14. 11. 2007 with a
view to activity of National Reference Laboratory.

- Mutual visit of Agency for Health and Nourishmembrkers in Wien and ISCVBM

workers took place. The Agency practises the idahtactivities as ISCVBM in the
sphere of monitoring.
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8. Pharmacovigilance

In 2007 the Section of Pharmacovigilance was corezkwith the following tasks:

assessment of adverse effects reporting deliveradarketing authorisation holder, to

veterinary surgeon and breeder and eventually gakireasures related to this

reporting

Periodic Safety Update Reports assessing
preparing adverse effects printouts upon manufactuapplication.

V roce 2087 bylo Ustavu pro statni kontrolu vetéririch biopreparata I&iv hlaSeno 18
podezeni na vyskyt nezadoucicktidki veterinarnich l&vych pfipravki a veterinarnich

piipravka v Ceské republice.

Preparation

Popis nezadouciho &inku

Investigation results

Distemper and

vaccine - live

parvovirosi

sSudden death of puppy aft
vaccination

result of postmortal examinatio
was not available

piSuspect anaphylactic reaction, the

n

Canine parvovirosis, distemps
infectious hepatitis, parainfluenz
and leptospirosis vaccine

rinjection site swelling,
asubsequently on the other bo
parts, apathy

Anaphylaxis after vaccination
Hy

Canine parvovirosis, distemps
infectious hepatitis, para-influenz
and leptospirosis vaccin
administered along with
inactivated rabies vaccine

rvomiting, head swelling — circa
ahour after vaccination

e
L

1 Anaphylaxis after vaccination

Canine parvovirosis, distempe
infectious hepatitis, parainfluenz
leptospirosis and rabies vaccine

rtrembling, apathy, anorexia

areluctance to movement

1,Anaphylaxis after vaccination

Porcine  progressive  atrophjcAbortion in sows Simultaneous administration off 2

rhinitis vaccine and Coli-infections vaccines, high titre of antibodies

vaccine against PRRS in vaccinated
animals.

Vaccine against coccidiosis [nCoccidiosis occurence afterCoccidiosis caused by product

poultry product administration administration probably

Circumstances and factors gre
being examined.

IBR vaccine - live Antibodies in non vaccinatedRkepeated blood taking from
animals — suspect transfer p&xaminated animals — examinatipn
vaccine strain was made by Veterinary Research

Institute Brno. According to results
of the investigation there were
probably  persisting  colostral
antibodies

Vomiting inhibiting preparation Dead circa 1  hour ftea| The preparation was used Off-
administration Label.

Antibiotic solution for injection for, Trembling, vocalisation, heartPossible relation with product

dogs and cats arrest. administration, more

simultaneously administered

products

Intramammary antibiotig
preparation for cows to go dry

Adverse effect was found in
cows from 20 treated 4th — 5th d
after treatment — at the time
reporting 1 treated animal died

BAcute parenchymatous mastitis
aKlebsiella pneumoniae
Df

Intramammary antibiotig
preparation for cows to go dry

Adverse effect was found in
cows 3 10 days afte
administration — 4 treated animg

BAcute parenchymatous mastitis
rcausative agent not isolated
Is
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died, 2 recovered after treatment

NSAID for dogs

Vomiting, haematochesis

Adverse effestated in approved
SPC

Antianemic solution for injection Injection site sdesses spreadingrhe preparation was used off-lahel
on the other parts of the body — repeat use
Antiparasitic preparation for dogsClinical symptoms appeared aftehe result of patho-anatomical

(spot-on)

administration of the product

frothing from oral cavity, vomiting
opistotonus, next day the patig
was hospitalized and supporti
treatment was given. Despite of t
treatment, the patient died.

—investigation

nliver (susp. PS shunt)
e
he

hydrocephalus,
in

strong degenerative alterations

Deworming preparation for dogs

Poor efficiency

Deworming preparation for cats

Vomiting and apathy

Ectoparasitic preparation

Treated animal died

Utempd conditions regarding
health state of treated animal
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9. Legal department

During 2007 there were in total 34 administrativegeedings were initiated for breaching of
the Medicine Act No. 79/1997 Coll. as amended leyshbsequent acts or for breaching of
the Veterinary Act No. 166/1999 Coll. as amendgdthle subsequent acts, based on the
groundworks from the Section of Inspection and otwmenpetent Institute experts (in 2006
there were started and proceed in total 49 admaiige proceedings, in 2005 — 48, in 2004 —
29). In 2007 there were 30 administrative procegsliimished (from that 2 started in 2006).
The high of inflicted fines was 283,500 CZK, whiate the revenues of the state budget. The
highest fine was 90,000 CZK, the lowest 1,000 CZK.

Two administrative proceedings were accomodatedaueasoned disclaimer and this
proceedings were stopped.

Refunding of proceeding expences in total high,00@ CZK was inflicted, the total charges
were reimbursed amounting to 30,000 CZK.

10. Department of informatics, ISCVBM Bulletin, information providing,
supervision of advertising

Information technology

During 2007 the common activities of maintainingl amnovation both servers and
workstations took place. The licences of MS Offaeshival software WinRAR were
purchased, then software and hardware equipmenpirnating of electronic document
record system in registration procedures were biowgfch is in connection with registrar
office.

Continuous renovation of computer equipment usebhsiitute network was done. The
videoconferencing device was purchased and in goesee the videoconference room was
built up.

For the year 2008 the adjustment of existing wagleonnection to VUT Brno network to
connection via optical fibre cable is being prepare

Furher backround papers for connection to Crossllante System are being prepared and
developing of connection to EudraPharm System datalwith EC competency is being
finalized.

ISCVBM Bulletin

During 2007ISCVBM via its Bulletin was regularlyfarming the public about issued
decisions on marketing authorisations of medigomatiucts, their renewals, variations,
transfers, termination and deletion, about isswesisibns of approved veterinary products,
their renewal, variations, validity termination agheletion and about register of VTD.
ISCVBM guidelines, important information for holdesf marketing authorisation decisions,
updated lists of VMPs and VP manufacturers, distals of VMPs, MF manufacturers,
medicinal substances manufacturers, list of overcthunter VMPs and reviews of validity of
marketing authorisation decisions for VMP were gh#d in the ISCVBM Bulletin last year.
The ISCVBM Bulletin was issued six time a year,rg\M&o months in the amount of 150
printed copies.
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A public information about VMPs, their approved S&@I PL were regularly provided to
compiler of the Automatted Information System ofdvtgnal Products (AISMP). These
information including the essential information\éR, VTD and biocides were also provided
for publication to the editors of the journal Veéte¥stvi.

Information of the ISCVBM activities are also prded by ISCVBM web sites
(www.uskvbl.c3.

Total of 34 personal consultations was carrieddoming the year 2007 relating to VMP
marketing authorisation; from this amount there @gmid applications for consultation. In
the field of approved veterinary products, VTP &aiatides the total of 80 personal
consultations was carried out. In the field of GRB’consultations took place, in the field of
medicated feed GMP 5 and concerning GDP 9 persmmaiultations relating to licence
permit application and variations in licence perapplications.

Information providing according to Act No. 106/1999Caoll.

Report on the activities of the Institute for StateControl of Veterinary Biologicals and
Medicaments in the sphere of information providingsubmitted in accordance with
paragraph 18 of the Act No. 106/1999 Coll., relatio the free information access, as
amended by the subsequent acts

In a year 2007

Article 1 a)
During the year 2007 there were 4384 informatiopliaptions made to ISCVBM in total in
accordance with Free Information Access Act

Article 1 b)
All applications for information providing were gri@d according to aforementioned Act, no
appeal was brought.

Article 1 ¢)
In the matter of information providing accordingaimrementioned Act no legal proceedings
were conducted with ISCVBM, no court judgment wabwred.

Article 1 d)

In the matter of information providing accordingaimrementioned Act no administrative
proceeding were conducted regarding sanctiongddareaching.
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Article 1 e)

The sphere of provided information Number
Marketing authorisation of VMP 2648
Approval of VP, biocides and VTP 1250

Package Leaflet of VLP — the application revoked -

Legal 74
VMP, VP, biocides lists 30
Pharmacovigilance 28
VMP manufacturing 190
MF manufacturing 100
Distribution 64
Total 4384

ISCVBM Library

The the operating of registrar premises and ISCMBKary is provided by Registration
Section of ISCVBM.

The ISCVBM library manages the book stock and jalfund via the database. Total of
2690 books is registered on the 31. 12.2007 (atdpn of the library fund were total 49
books compared to year 2006, from that 25 were ICzetd 24 foreign). Total of 33 journals
were subscribed on the 31. 12.2007. From this atibluwere czech journals and 16 foreign.
(Acquisiton was 1 czech journal and 2 foreign jalsrcompared to year 2006, from this
amount 1 journal is electronic).

Total number of registration documentation itentorded in the database was 24.034 on the
31.12.2007 (annual acquisition 4.436 items).

Supervision in the sphere of VMP advertising

In 2007 the ISCVBM obtained 3 notifications regaglunethical advertising manners. Cases
submitted for examination were related to two cadexlvertising for prescription only VMP
intended for general public, in one case advedisinVMP which was authorised neither in
the Czech Republic nor in EC member states anchichwhe exception for importation was
granted by State Veterinary Administration. In 2@0&re was no administrative proceeding
conducted and there were no penalties for Advagi8egulation Act violation.
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11. Economical and operating sphere

Economical indexes of state budget final settlememnt 2007

The total amount of financial resources assignd@@VvBM in 2007 was 63,411,000 CZK,
from that investment resources were 8,500,000 Ginljvestment resources 54,911,000
CZK, from these 22,381,000 CZK fell on salaries.

Investment resources in the total approved amauBis00,000 CZK were utilized for
realization of conclusions resulting from energeticlit of the organisation — heat insulation
of the building, part B and C, amounting to 3,586,&CZK, furher initialization of covering
with a roof, part B and C, amounting to 3,551,0&KCUnits and machinery, vehicles and
reconstructions were provided in total amount 802,000 CZK. Reserve fund (RF)
resources from 2006 were used amounting to 44,Q The amount of 3,270,000 CZK
was transfered to RF 2007. In 2008 this sum willbed on finalization of attic for puposes
of registration section in part B and C of mainlding.

Uninvestment resources were utilized amountingdt®51,000 CZK, from these the highest
part are payroll costs and lawful contributiondéalth and social insurance of employees in
total of 22,381,000 CZK. This year the RF resourgere used on current expences
amounting to 5,500,000 CZK. Uninvestment resouut#ization for the other purposes were
accomplished according to needs of the Instituteaduhis year. The resources on current
expences amounting to 5,500,000 CZK were transfatedRF 2007 and will be used on
finalization of repairing sanitary plumbing deliyen part B and C of the building. It is the
realization of energetic audit conclusions.

In the year 2007 the resources from costs refurré wehdrawn in total amount of
14,237,000 CZK. On 27 February 2006 the Serviceehst — cost payment of marketing
authorization applications, which are drawn by trsitute on the basis of article No. 65 of
Medicine Act No. 79/1997 Coll., was published ie tinistry of Finance Bulletin. These
financial resources are not part of state budgeitveare drawn in compliance with the act No.
218/2000 Coll. as amended, in compliance with mdkregulations for drawing S-018/1000
and pursuant to Regulations for using the extrgbtidources from Ministry of Agriculture,
from 7 November 2006, Ref. No. 34386/2006-13012.

The regularity of resources drawing from the shatédget is evident from the table No. 1,
interannual fluctuations occured only in resourdesving for investment when the largest
part of these costs are the resources used onrguitdrestments, and hence it is necessary to
consider seasonal character of these operations.

The withdrawing of payroll costs was steady andesgonds to approved budget. In the
Institute there were 87,24 recounted employees wgtik the year 2007.

In 2007 the Institute managed property by totel 36,966,000 CZK, from that 119,091,000
CZK was the corporeal property and incorporeal prop 17,875,000 CZK was the small
corporeal property. Furher 6,354,000 CZK is smaitporeal property and corporeal property
in operational evidence.
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On foreign working journeys the costs amounting,&08,000 CZK were drawn. These
working journeys were undertaken by special emmsyeom the Institute namely from the
reason of participation on the EMEA meetings, ddierworkshops and trainings.

The amount of commitments to suppliers was 2,3TIFBK on the 31 December 2006 and
the amount of claims was 537,530 CZK.

The Institute is the permanent member of followimgrnational organisations:

PIC/S
BfARM

The member fees in these organisations are fulrgreal by the Ministry of Agriculture.

The Institute actively engaged in the preparatio@R presidency of the Council, two experts
were nominated to the special committees.

The Institute participates in the realization & tesearch and development project in
cooperation with Veterinary Research Institute snithe food safety project in cooperation
with the University of Veterinary and Pharmaceuti8aiences Brno.

The Institute deputies takes part regularly inEIMEA meetings, but all costs of activities
accompanying are covered or refunded from the BENIHE) resources.

Basic index review of summary budget fulfilmenteeAnnex No. 3
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12.

Employees

12.1 Basic personal data
| Table 12/1: Classification of employees according age and sex
— situation on the 31. 12. 2007
Men- Men - Women- Women —
Age budget | extra budget budget extra budget Total %
up to 20 years 0 0 0 0 0 0
21-30 years 3 1 1 1 6 6,4
31-40 years 5 0 25 0 30 31,9
41-50 years 5 0 20 0 25 26,6
51-60 years 1 0 20 0 21 22,3
61 years and more 4 0 8 0 12 12,8
Total 18 1 74 1 94 100
% 19,1 11 78,7 1.1 100
Table 12/2: Classification of employees accordirtg education and sex
- situation on the 31. 12. 2007
Men — Women-
Men - extra Women- — extra
Education budget | budget budget budget Total %
Elementary 0 0 5 0 5 5,3
Craft 0 0 1 0 1 1,1
High School 2 0 4 0 6 6,4
High School with Graduation 0 0 0 0 0 0
Vocational Training with Graduation 4 0 34 0 38 40,4
Advanced Vocational Training 0 0 0 0 0 0
University Degree 12 1 30 1 44 46,8
Total 18 1 74 1 94 100
% 19,1 11 78,7 1.1 100

Table 12/3:

Total

Average gross monthly salary

20,751 CZK
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Table 12/4: Total data concerning the beginning anénding of employment in 2007

From that From that
Total extra budget  government
amount regulation No.
436/2007
Coming 8 2 0
Outgoing 9 0 2

Table 12/5: Length of employment - situation on th&1. 12. 2007

Number of Number of
employees — employees -

Length budget extra budget %
up to 5 years 28 2 31,9
5 - 10 years 23 0 24,5
10 - 15 years 21 0 22,3
15 - 20 years 10 0 10,6
over 20 years 10 0 10,6

Total 92 2 100

12.2 Training of employees

The cooperation in training of ISCVBM empoyees wiltk Institute of Agronomic and Food
Information was going further in 2007. E.g. Entrantraining Course in appointees, 5
employees have successfully passed Informaticeen8e Training Course. During the year
ISCVBM empoyees participate in seminars and variomasing programmes as necessary
both in our country and abroad.

13.  Work safety, fire prevention

The fire prevention inspections centred on electpipliances, patency of emergency exits,
fire extinguishing equipment, condition of standHgiting and control of fire doors were
carried out during the year 2007.

The periodical revision of fire main and fire exjinshers was carried out by TESPO
company in May.

During the year the construction work, water digition system reconstruction and waste
disposal system took place in main building. Earl2007 the fabrication of saddle roof on
the main building was initiated.

All new employees were teached in fire preventiod protection. No fires were recorded
during 2007.
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14.  Conclusions and perspectives by the year 2008

For the year 2008 it appears as a main aim tozeegliality, efficacy and safety standards for
veterinary medicinal products in compliance withvhepassed Act No. 378/ 2007 Coll. and
elaboration of implementing decrees for this puepos

It will be necessary realize entire scientific @ty with reduced number of employees also
regarding new duties arising from Act No. 378/ 2@xil. (inspection, pharmacovigilance
including electronic case reporting, antibioticipgl monitoring of extraneous substances
residues and so on).

Hereafter, there will be highly important prepawatior presidency of CR in first half of
2009, the Institute will provide some activitiesthe sphere of veterinary pharmaceuticals.
Within the frame of collaboration with Ministry éfgriculture and State Veterinary
Administration of CR the commitments for Cross cdiame and for shared control activities
will be attained.
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Explanation of appplied abbreviations

Abbreviation
Czech English
AISLP AISMP
ATB ATB
ATC ATC
ATM ATS
AV AV
AZL ATL
BOZ HSP
CAVDRI
CVMP CVMP
CIA CIA
CL PhB
CLK CPC
CLS JEP CMS JEP
CMI CMI
DIMDI GIMDI
EDQM EDQM
EEA EEA
EHK EQA
EHS EEC
EK EC
EL EuPh
ELK EuPhC
EMEA EMEA
ES EC
EU EU
FGV PVG
GC GC
GC-MS GC-MS
SVP GMP
HEVRA HEVRA
HPLC HPLC
HVLP MPMP
IPVPN IPVPN
LL ML
KL CL
M&VS MVA
MK MF
MRA MRA
MF ME
MZ MH
MZE MA
NCCLS NCCLS

Explanation

Automatic Information System of Medfial Products
Antimicrobials

Anatomic Therapeutical Classification
Antimicrobial Substance
Autogenic Vaccine
Accredited testing laboratory

Health safety and protection
Collaboration Agreement between Veterinamnu@®
Regulatory Institutions

Comittee for Veterinary Medicinal Prads
Czech Institute for Accreditation
Pharmacopoeia Bohemica

Czech Pharmacopoeia Committee

Czech Medical Society of J. E. yhek

Czech Metrology Institute

Deutsches Institut fir Medizische Dokumentation und

Information

European Directorate for the Qualifymedicines
European Economy Area

External quality Assessment

European Economic Community

European Committee

European Pharmacopoeia

European Pharmacopoeia Committee
European Medicinal Agency

European Community

European Union

Pharmacovigilance

Gas Chromatography

Gas Chromatography — Mass Spectrometry
Good manufacturing practice

Heads of European Veterinary Regulatiduthorities
High performance Liquid Chromatography
Mass Produced Medicinal Product

Internet Protocol Virtual Private tNe
Medicinal substance
Control Laboratory

Municipal Veterinary Administration

Medicated Feed

Mutual REcognition Agreement

Ministry of Finance
Ministry of Health
Ministry of Agriculture

National Committee for Clinical Labtogy Standards
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PECA

PERF
PIC/S
PN

PO
RHP
SAGAM
SDP
SKP
SLK
SOP
SUKL
SVSCR
szU
TAIEX
UkzUz
USKVBL

VAS
VEDDRA
VICH
VLP

VPN

VTP

PECA

PERF
PIC/S
CS
FP
HFE

SAGAM
GDP
GCP
sLC
SoP
sIDC
SVA CR
SHI

TAIEX

CITAI
ISCVBM

VAC
VEDDRA
VICH
VMP
VPN
VTD

Protocol on European Conformity Assesy
Agreement
Pan-European Regulatory Forum
Pharmaceutical Inspection Co-opamnadicheme
Company Standard
Fire Protection
Hand Fire Extinguisher
Scientific Advisory Group on Antimicloals
Good Distribution Practice
Good Clinical Practice
Section of Laboratory Control
Standard Operating Procedure
State Institute for Drug Control
State Veterinary Administration of thee€lka Republic
State Health Institute
Technical Assistance Information Exafge Office
Central Inspection and Testing Agrltural Institute
Institute for State Control deterinary Biologicals and
Medicaments
Veterinary Antibiotic Centres
Veterinary Dictionary for Drug Regatory Activities
Veterinary International Conference Blarmonisation
Veterinary Medicinal Product
Virtual Private Network
Veterinary Technical Device
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Annex No. 1
Table A Organizational structure of the Institute for State Control of Veterinary Biologicals
and Medicaments valid from 1st December 2007 tillst February 2008

Directorate

Director
Secretariate
Legal Department
Office for Publicity,
Information and Market
Supervision
Quality Manager
Office for International
Harmonisation
Personnel Office

Economics Department

Department of Registrar Office
and Dispatching Office

Department of Accountant and
Material and Technical Support

Department for Work and
Wages

Department for Administration
and Register Office

IT Department
Technical-operational
Department
Maintenance Office
Cleaning Office
Laboratory Control Section

Quality Manager

Secretariat

Continuing on further page
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Inspection Section

Division of Laboratory for
Monitoring of Veterinary Drug
Residues

Division of Official Control
Laboratory for Medicinal
Products

Division of Conrol Laboratory
for Veterinary Products

Quality Manager

Secretariat

Office for Acceptance
and Records of
Monitoring Samples

HPLC Department
GC Department

Department of Screening
Methods

Department of
Analytical Chemistry

Department of
Microbiological Methods

Workplace for
decontamination, washin
and sterilisation of
laboratory glassware and
preparation of nutrient
media

Laboratory for bacterial
endotoxines
Laboratory for virology

Department of PCR and
Imunological Methods

Department for ,in
vivo“Biological
Methods and
Experimental Plants
for ,in vivo*
Experiments

Continuing on further page
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Section of Marketing
Authorisation, Approval and
Register of VTD

Division for GMP of Medicinal
Products, Medicated
Feedingstuffs, Autogenous
Vaccines and Veterinary
Products

Division for GDP

Division for Market Control,
Dispensing and Usage of
Medicinal Products

Department for
Pharmacovigilance

Field Office Louny

Quiality Manager and
Coordinator of Matters
concerning EC Marketing
Authorisations and CVMP
Division for Administrative
Affairs — MA Procedures and
Approval

Division for Marketing
Authorisation of
Pharmaceuticals

Department for GMP of
Medicinal Products,
Active Ingredients and
Autogenous Vaccines

Department for GMP of
Medicated Feedinstuffs

Department for GDP
Inspection

Department for
Monitoring of Medicinal
Product Usage

Department for Control
of Dispensing and Usag¢g
of Medicinal Products

and Veterinary Products

Department for the
Quality Assessment of
VMP
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Division for Marketing
Autorisation of Imunologicals

Department for Approval of
Veterinary Products and the
Register of Veterinary Technical
Devices

Department for Clinical
Evaluation
Department for Pharmacopoeia

Department for the
Safety Assessment of
VMP

Department for the
Safety Assessment of
VMP Residues

Department for Efficacy
Assessment of VMP

Department for the
Assessment of Bacterial
Vaccines and
Hyperimmune Sera

Department for the
Assessment of Poultry
and Rabbit Viral
Vaccines

Department for the
Assessment of Viral
Vaccines for Other
Target Species
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Annex No. 2

Table No. 1 — Monitoring 2007

Cattle live urine 28 28
Cattle slaughtered urine 35 35
Cow live urine 28 28
Cow slaughtered urine 33 33
Calf live urine 4 4
Calf slaughtered urine 2 2
Sheep live urine 1 1
Sheep slaughtered urine 1 1
Goat live urine 1 1
Pig live urine 5 5
Pig slaughtered urine 90 90
Horse live urine 1 1
Chicken slaughtered muscle 23 23
Chicken on farm muscle 4 4
Turkey slaughtered muscle 3 3
Turkey on farm muscle 1 1
Waterfowl slaughtered muscle 3 3
Waterfowl on farm muscle 1 1
Layer slaughtered muscle 1 1
Layer on farm muscle 2 2
Quail muscle 0 0
Fish muscle 30 30
Rabbit muscle 2 2
Farm game muscle 3 3
Cattle live urine 13 13
Cattle slaughtered urine 13 13
Cow live urine 34 34
Cow slaughtered urine 24 24
Calf live urine 2 2
Calf slaughtered urine 1 1
Sheep live urine 1 1
Sheep slaughtered urine 1 2
Goat live urine 1 0
Pig live urine 5 5
Pig slaughtered urine 50 50
Horse live urine 1 1
Chicken slaughtered muscle 21 21
Chicken on farm muscle 3 3
Turkey slaughtered muscle 3 3
Turkey on farm muscle 2 2
Waterfowl slaughtered muscle 3 3
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Waterfowl on farm muscle 0 0
Layer slaughtered muscle 3 3
Layer on farm muscle 3 3
Quail muscle 0 0
Rabbit muscle 1 1
Farm game muscle 3 3

Cattle live urine 6 6
Cattle slaughtered urine 5 5
Cow live urine 6 6
Cow slaughtered urine 5 5
Calf live urine 2 2
Calf slaughtered urine 1 1
Goat live urine 1 1
Pig live urine 4 4
Pig slaughtered urine 39 39
Horse live urine 1 1
Chicken slaughtered muscle 18 18
Chicken on farm muscle 5 5
Turkey slaughtered muscle 2 2
Turkey on farm muscle 1 1
Waterfowl slaughtered muscle 2 2
Waterfowl on farm muscle 1 1
Layer slaughtered muscle 1 1
Layer on farm muscle 1 1
Quail muscle 0 0
Rabbit muscle 1 1
Farm game muscle 2 2
Cattle live urine 6 6
Cattle slaughtered urine 5 5
Cow live urine 6 6
Cow slaughtered urine 4 4
Calf live urine 1 1
Calf slaughtered urine 1 1
Sheep live urine 1 1
Pig live urine 2 2
Pig slaughtered urine 39 39
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Horse live

Fish

Cattle live 6 6
Cattle slaughtered urine 6 6
Cow live urine 6 6
Cow slaughtered urine 5 5
Calf live urine 2 2
Calf slaughtered urine 2 2
Sheep live urine 0 0
Sheep slaughtered urine 0 0
Goat slaughtered urine 0 0
Pig live urine 5 5
Pig slaughtered urine 42 42
Horse live urine 1 1

Cattle live urine 6 6
Cattle slaughtered urine 5 5
Cow live urine 4 4
Cow slaughtered urine 5 5
Calf live urine 2 2
Calf slaughtered urine 1 1
Goat slaughtered urine 1 1
Pig live urine 2 2
Pig slaughtered urine 39 39
Horse live urine 0 0
Chicken slaughtered muscle 4 4
Chicken on farm muscle 2 2
Turkey slaughtered muscle 1 1
Turkey on farm muscle 0 0
Waterfowl slaughtered muscle 1 1
Waterfow! on farm muscle 0 0
Layer slaughtered muscle 1 1
Layer on farm muscle 0 0
Quail muscle 0 0
Rabbit muscle 0 0
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Farm game muscle 1 1
Fish muscle 15 15
Total 90 90
Cattle fat 18 18
Cow fat 8 8
Calf fat 2 2
A (3) GESTAGENS Sheep fat 1 2
Goat fat 1 0
Pig fat 50 50
Total 80 80
Heifer live sérum 8 8
Bullock live serum 7 6
Cattle live serum 15 14
A(3) ESTRADIOL Heifer slaughtered serum 6 7
Bullock slaughtered serum 5 6
Cattle slaughtered serum 11 13
Total 26 27
Heifer live serum 7 7
Bullock live serum 7 7
Cattle live serum 14 14
A(3) TESTOSTERONE Heifer slaughtered serum 5 5
Bullock slaughtered serum 6 6
Cattle slaughtered serum 11 11
Total 25 25
Cattle live urine 5 5
Cattle slaughtered urine 5 5
Cow live urine 5 5
Cow slaughtered urine 4 4
Calf live urine 1 1
A(_3) CORTICOSTEROIDS Calf slaughtered urine 0 0
(DEXAMETHAZONE, Sheep slaughtered urine 1 1
TRIAMCINOLONE) Pig live urine 1 1
Pig slaughtered urine 10 10
Horse live urine 0 0
Total 32 32
Group | Analysed substance Animal Matrix Plan 2007 Reality
Cattle live urine 5 5
Cattle slaughtered urine 4 4
Cow live urine 0 0
Cow slaughtered urine 2 2
Calf live urine 1 1
A () BOLDENONE Calf slaughtered urine 0 0
Sheep slaughtered urine 0 0
Pig live urine 1 1
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Pig slaughtered urine 4 4
Horse live urine 0 0
Cattle live urine 2 2
Cattle slaughtered urine 0 0
Cow live urine 1 1
Cow slaughtered urine 0 0
Calf live urine 0 0
Calf slaughtered urine 0 0
Sheep slaughtered urine 0 0
Pig live urine 0 0
Pig slaughtered urine 7 7
Horse live urine 0 0
Cattle live urine 24 24
Cattle slaughtered urine 23 23
Cow live urine 18 18
Cow slaughtered urine 20 20
Calf live urine 3 3
Calf slaughtered urine 2 2
Sheep live urine 1 1
Sheep slaughtered urine 1 1
Goat slaughtered urine 1 1
Pig live urine 5 5
Pig slaughtered urine 80 80
Horse live urine 1 1
Chicken slaughtered muscle 22 22
Chicken on farm muscle 7 7
Turkey slaughtered muscle 3 3
Turkey on farm muscle 1 1
Waterfowl slaughtered muscle 3 3
Waterfowl on farm muscle 1 1
Layer slaughtered muscle 2 1
Layer on farm muscle 1 1
Quail muscle 0 0
Rabbit muscle 1 1
Farm game muscle 3 3
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Cattle live urine 30 30
Cattle slaughtered liver 24 24
Cow live urine 26 26
Cow slaughtered liver 23 23
Calf live urine 4 4
Calf slaughtered liver 3 3
Sheep live urine 1 1
Sheep slaughtered liver 1 1
Goat live urine 1 1
Pig live urine 5 5
Pig slaughtered liver 80 80
Horse slaughtered liver 1 1
Chicken slaughtered liver 21 21
Chicken on farm liver 7 7
Turkey slaughtered liver 4 4
Turkey on farm liver 1 1
Waterfowl slaughtered liver 3 3
Waterfowl on farm liver 1 1
Layer slaughtered liver 2 2
Layer on farm liver 1 1
Rabbit liver 1 1
Farm game liver 7 7
Feedingstuff for cattle feedingstuff 10 10
Feed water for cattle water 10 10
Cattle live urine 50 50
Cattle slaughtered muscle 30 30
Cow live urine 55 54
Cow slaughtered muscle 32 32
Calf live urine 5 5
Calf slaughtered muscle 6 6
Sheep slaughtered muscle 1 2
Goat slaughtered muscle 1 0
Pig live urine 30 30
Pig slaughtered muscle 190 190
Horse slaughtered muscle 1 1
Chicken slaughtered muscle 143 143
Chicken on farm muscle 32 32
Turkey slaughtered muscle 10 10
Turkey on farm muscle 3 3
Waterfowl slaughtered muscle 14 14
Waterfow! on farm muscle 3 3
Layer slaughtered muscle 8 10
Layer on farm muscle 10 9
Qualil muscle 0 0
Fish muscle 20 20
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Rabbit muscle 6 6
Farm game muscle 3 3
Cow milk milk 85 85
Goat milk milk 4 4
Sheep milk milk 2 2
Hen egg eggs 46 46
Quail egg eggs 2 2
Poultry feedingstuff eqgs 10 10
Feed water for poultry water 10 10
Component-fish farina feedstuff 5 5
Honey domestic honey 10 10
Total 827 827
Group | Analysed substance Animal Matrix Plan 2007 Reality
Cattle muscle 5 5
Cow muscle 8 8
Calf muscle 2 2
Sheep muscle 1 1
Goat muscle 0 0
Pig muscle 25 25
Chicken slaughtered muscle 20 20
NITROIMIDAZOLS Chicken on farm muscle 8 8
Turkey slaugthered muscle 4 4
A (6) (DIMEZ Turkey on farm muscle 1 1
METRO Waterfow! slaughtered muscle 4 4
RONID) Waterfowl on farm muscle 1 1
Layer slaughtered muscle 3 3
Layer on farm muscle 4 4
Hen egg eggs 6 6
Rabbit muscle 4 4
Fish muscle 5 5
Farm game muscle 2 2
Poultry feedingstuff feedstuff 30 30
Total 138 133
Cattle kidney 3 3
Cow kidney 2 2
Calf kidney 1 1
A (6) CHLORPROMAZINE Sheep kidney 1 1
Goat kidney 1 1
Pig kidney 20 20
Total 28 28
A (6) Cattle muscle 10 10
Cow muscle 10 10
Calf muscle 5 5
Sheep muscle 1 2
Goat muscle 1 0
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Pig muscle 25 25
Chicken slaughtered muscle 30 30
Chicken on farm muscle 12 12
Turkey slaugthered muscle 13 13
Turkey on farm muscle 1 1
Waterfowl slaughtered muscle 8 8
Waterfow! on farm muscle 1 1
Layer slaughtered muscle 3 3
Layer on farm muscle 4 4
Fish muscle 5 5
Rabbit muscle 4 4
Farm game muscle 2 2
Hen egg eqgs 16 16
Quiail egg eqgs 1 1
Cow milk milk 10 10
Goat milk milk 1 1
Sheep milk milk 1 1
Honey domestic honey 10 10

-78 -



Annex No. 3

Table No.
Basic index review of summary budget fulfilment
in 2007
ORGANIZATIONAL STATE UNITS
Organization (OSU):
Budget Functional Enlistment (article)
Thousands Thousands Thousands
CzZK % CzZK % CzZK % CzK
Actuality on
Approved Amended Actuality UR Actuality UR Actuality UR insccl).glﬁi?lonPE
Obligatory Indexes Budget | Budgetonthe| onthe |[Drawing on the Drawing onthe | Drawing bu.d ot rgesou
2007 31.12.2007 | 31.3.2007| 2007 | 30.6.2007| 2007 30.9.2007 | 2007 uag
without the tra
to RF
a 1 2 3 4 (sl.3/sl.2 5 6 (sl.5/sl.2) 7 8 (sl.7/sl.2) 9
Income Budget
Incomes OSU in total 350 350 178| 50,86 250 71,43 398 113,71
(incl. additional, occasional and other incomes)
Outgoing Budget
1. Common Outgoings OSU in total 54 597 54 911 10 944 19,93 26196 47,71 41519 75,61 6
fumlil:]él‘rl]?t: salaries of employees and other payents for work 29 337 22 381 4677 20.90 10 609 47,40 17 614 78.70 5
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(subgroup item 501,2)
106) from that: State Administration(budget branch 22 337 29 396 4677 20,88 10 609 47,37 17 614 78.65
salariesarhployees (item 5011) 22118 22 162 4 580 20,67 10 406 46,95 17 268 77,92
Mandatory insurance paid by enpyer* 7 818 7 833 1635 20,87 3701 47,25 6 153 78,55
(subgroup item 503)
Fund of Cultural and Social Neks (item 534) 443 443 126 28,44 244 55,08 381 86,00
Objective and Other Common Outgngs 24 00¢ 24 254 4 506 18,58 11 642 48,00 17 371 71,62
from that: common outgoings KIVS_ISPROFIN PP
229011
common outgoings PRES (8910 337 24 7,12 38 11,28
2. Capital outgoings OSU in total 8 500 8 500 3221 37,89 3928 46,21 7899 92,93
(drawing from budget outgoingccount 916-)
in that:
System defined outgoings — ISPROFIN P 229010 8500 8 500 3221 37,89 3928 46,21 7899 92,93
from that: Shared EC and CR projects (Phare, F):
in that (separately):
Capital outgoings PRES ($91)
Outgoings summary (1 and 2) 63 097 63 411 14 165 22,34 30124 47,51 49418 77,93

*) health and social insurance of employees
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