m

Certification Unit

CP/cB

PUBLIC DOCUMENT
(Level 1)

DI

(Level 1)

H1 31K

*
*
*

* X

* 5k

*
*

COUNCIL  CONSEIL
OF EUROPE  DE L'EUROPE

PA/PH/CEP (06) 2

August 2006

Certification of suitability of Monographs of the European Pharmacopoeia
Content of the dossier for a substance for TSE risk assessment

ARG FETERRENRNATHRAE

Strasbour A

Address: 226 Avenue de Colmar (entrance rue Schertz) B.P. 907 - F 67029 Strasbourg Cedex 1
Telephone: 33 (0) 3 88 41 30 30 - E-mail: certification@pheur.org - Fax: 33 (0) 3 884127 71

Internet : http://www.pheur.org



PA/PH/CEP (06) 2 1

CONTENT OF THE dossier FOR A SUBSTANCE for TSE risk assessment
EREFRETFEBERNEYRMBIEERAE

Content of the dossier.

HIEHERE
1. GENERAL INFORMATION
1. —#ER
Nomenclature
ZFR

The European Pharmacopoeia monograph name, the INN, or if relevant other chemical or common
name(s) should be stated together with any laboratory code used in the dossier. In addition, where
appropriate, any internal codes related to special grades should be indicated.

BRilZy e B2FR, EFREMAA (INN) BEFR, FMEMEFEER, URAAEIHERE.
5, EER, RiRRBETAEHRA SRR AR,

Complete name(s) and address(es) of intended holder, manufacturer(s) and manufacturing site(s)

IERHEE, EFBmMNEF AR R

The certificate will be issued to the manufacturer. In special cases where the holder of the
certificate will not be the manufacturer, a formal agreement signed by both parties shall be
provided, stating that the manufacturer wishes not to be the holder and undertakes to provide the
necessary information to the authorized agent. Other parties may be mentioned on the certificate
where relevant.

If other parties are involved in certain stages of the process, details of their involvement and of other
site addresses must be provided and information given on the contractual arrangements regarding
sole or shared responsibilities. If an additional site is to provide alternative capacity, it should be
established that all measures put in place in the first site are exactly transposed to the alternative site,
particularly as regards supply of raw materials, production process, quality assurance system and
traceability.

IERETESE. SIERFEEAREN], MREHE—MIAEFHEXN DY, Bk
RE AHERAFEAN, HRIEOEEREBEAREVENER., EB LETHHEXHE
&7,

FHMERSSTREEETTE NARESSHFRE. HEEFmibFER. MREREHE
AREFTENEGERSENR. WRFZ—NEFHMETENARE, WLRRRERSELEAM
AMER, UERARRNEFENAETRESE— MR- RREFR .

History of the product
il
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Length of time on the market of the substance produced by the manufacturer according to the
presented dossier as an ingredient in products licensed in Europe or in any other country. In which
countries it has been used, and in which medicinal products.

BRI S EEERERZE AR R X E R BRI EFHEE I E; Rk
[E] 51 Rk 77 B AR

Declaration

b1/}

A signed declaration that manufacture is conducted in accordance with the dossier presented and with
a suitable quality assurance system such as GMP, ISO 9000 and HACCP (hazard analysis and critical
control point) assuring in particular traceability and batch consistency, is required.

A signed declaration that the manufacturer is willing to be inspected, in accordance with the relevant
legislation, on the request of a relevant authority before and/or after being granted a certificate of
suitability is required. In cases where the applicant is not the manufacturer, this declaration should
also be provided by the authorised agent.

EFEE RBREFIZSHREXHRS FAFal—MEEUHCMPHE. KFSERRL
FEEXBITRIGMP, WA EZHEMSCGMPRMMTE EBRIJUERESGENE. £FHK
HERRHPIRAHITHRM—1TGMP,

EFER HPAEERMIERETZARZE NEXEEIREKR, £ BEREAXA
EEZNINE. ERBEATREST, 18 Eﬁiﬁﬂkﬂ_ﬂf REt—MnER.

2. ORIGIN OF RAW MATERIAL AND TYPE OF TISSUE USED
FER IR A AR RE

N

Detailed information on the following is required as described in the general chapter of the Ph. Eur.
5.2.8. Minimising the risk of transmitting animal spongiform encephalopathy agents via medicinal
products, paragraph 3.1, 3.2 and 3.4.

Any deviation is to be discussed and justified in the dossier itself and in the expert report (see below).

DIHRERINZT 85.2.8. “"RARERDHMBEBREREFXE " 5$£3.1, 3.2813.48" AER
HIRETIFEER.

Fﬁﬁ?‘ﬁ’ R E T ER N R HFERREFEHITIIE, FEREAEN
BFX)
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country (ies) of origin of animals

status of the country (ies) of origin in accordance with the Office International des
Epizooties (OIE)

where appropriate, procedure in place describing the removal of skulls/vertebrae/spinal cord,
during collection of the raw materials

procedure in place for avoiding the risk of cross-contamination

health status of animals; are the animals declared fit for human consumption?

type of tissues used; precise description of all anatomical pieces collected

age of animals (or range, eg more than 1 year, less than 3 years,...)

Zh iR E

12 (EFRFIRITRALE (OIE) » FRERTHERISKIER IR
ATTHY, ERIGEIEREME/EF B/ FRINITRENIZMIR
it 5 32 LRI TIR(EANAR

MR SR BEE AKEE?

FT AR ARRE, BRI EMRIREFIEEHEE
RER (KRBCeE, —%%, Z5A1E%......)

Relevant certificates, e.g. veterinary certificates, should be provided

RARBEHERIER, BlIEEIES

®

MANUFACTURING PROCESS
C PPk

outline of the manufacturing process, accompanied by a flow chart including the starting
materials and all intermediates,

EFEIZHE MRER, EREEEREMFETETREE,

detailed description of each stage of the manufacture, including information on reagents,
conditions (times and temperatures) of each step, details of the final purification; a
maximum batch size should be stipulated, which should correspond to batches already
manufactured and referred to in the dossier,

EFEESFEmE: 8K, FTEFFE (REMEE) , REALIFHHFL;
MAERAME, FSWITEFFRRIGHE—H

when necessary, information as described in the general chapter of the Ph. Eur. 5.2.8 under
paragraph 3.5 Specific products; any deviation is to be discussed and justified in the dossier
itself and in the expert report (see below),

PER, EERNZIE5.28. 835K “HFRTM BEXRREHRER MEAFAELidRH
MERBRBEERRIHNEFIREPEITITE, FERESEE (LT,
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b

b

Quality control during manufacture; description of all in-process controls in place;
action limits and quality assurance system.

SEIEMNREES; FTAIITREERZE TIHRMRERIEER.

Validation of the process regarding TSE (refer to paragraph 3.3 Process validation of the
general chapter of the Ph. Eur. 5.2.8); any deviation is to be discussed and justified in the
dossier itself and in the expert report.

BXRTSELZHWIE (S BN 528533 “TZRIE” ); FAAAHFE L
d  HAAERBRANERRXAFERR ST, FIERESE

Procedures in place in case of undesired material entering the manufacturing plant,
including decontamination of the plant if infected material entered into the
manufacturing, or decontamination of the production area when a different grade of the

substance (eg industrial grade) is produced on the same line.

SYENETEEFRHIVTRIENIENE, SREMIFENTIETERNE 3
AREREARE, SEBER—EFLEFTRLANTH (NITWR) 2/ K 5

TRACEABILITY
B R

schematic presentation of the system in place to ensure traceability
* traceability for the raw materials used in the production process
* traceability for intermediates and final products

description of the code numbering system (used internally/externally to distinguish
from other  types of products or batches produced in the same production site using
different production processes)

RIEA = BRI TEE X RTE
- £ EE RN ERTERYE
o FRE/ AR T AT B BR 1t

RAmGEROHEE (RE/SMBMERN, XHIEECREFRHIAE SXHIE  —
HitiE A E T2 4/~ MR )

AUDITING SYSTEM
Wit F

Description of the system in place for auditing the suppliers of the raw materials:
SOP and auditing scheme
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- Description of the system in place for self-auditing: SOP and auditing scheme

- PATR P AR R R B TR B
FRAERIEHITE (SOP) FNEHITAN

- WITERAERER: SOP FIHIT AN

Expert report

ERWE

A critical evaluation of the content of the dossier should be given in the form of an expert report. The
expert report should discuss the ability of the system in place to minimise the risk of TSE for the
substance with particular reference to general chapter of the Ph. Eur. 5.2.8. A short curriculum vitae
should be provided highlighting the experience of the expert in this field.

Particular attention is given to justifying cases where the information given differs from that
requested in the Ph Eur monograph Products with risk of transmitting agents of animal spongiform
encephalopathies and general chapter of the Ph Eur 5.2.8.

MUERMERXTRERASTMEXBIETE. ERRERIREP5 285 FEK, 1THUTF
FERBOBRRMRPREREFERXERE . MRR—NERED, FENBEREZ

R e KT AR FERMNZT 8 BRFmEFEREERm” RS 5.28AEMNER, F
IERAE &1,



