64. Care should be taken in the preparation, printing,
storage and application of labels, including any specific text
for patient—specific products or signifying the use of
genetic engineering of the contents on the primary
container and secondary pachkaging. In the case of
products used for autologous use, the unique patient
identifier and the statement “for autologous use only”
should be indicated on the immediate label.

64 BEERTOBHOTEB - EAOEROEZRIITAE
M= DOWTHEFHRA BRI EREES-CLORT—2S
CRTXIWEAS OV TOBEEFRRAORTES
L—REAERUZRAEDSARIOAS., R, RER
VRAHZXBICTEMAROSNS. BEIZERShIE R
DSz, BEEEOBIFRUTEEHEBERIOX
FEEREZBOSANLIZERRLETAIERSEO.,

65. The compatibility of labels with ultra—low storage
temperatures, where such temperatures are used, should
be verified.

65. BlEm CORBATHNIRE, BIERCOTNILD
BEHERELATNERSL,

66. Where donor and/or animal health information becomes
available after procurement, which affects product quality,
it should be taken into account in recall procedures.

66. R0 mE B ERIZTFF—RU/XZFF—8) |
MEEOREREDIHFENAFRICAFSN-HS. B
IRfEEE B AN RIEESAL, | _

Note 29 In the EEA, see CHMP guidance:

29 EEACIICHMPH A v AZ S ®,

QUALITY CONTROL

REEE

67. In-process controls have a greater importance in
ensuring the consistency of the quality of biological
medicinal products than for conventional products. In—
process control testing should be performed at appropriate
stages of production to control those conditions that are
important for the quality of the finished product.

67 TRABEL. RROERL)LENBHOREDE
BHERITINTERCHD, BREROBHCLST
BELEHLEET S0, WEOHYLRETIER
EERELRNT AL,

68. Where intermediates can be stored for extended
periods of time (days, weeks or longer), consideration
should be given to the inclusion of final product
batches made from materials held for their maximum in-
process periods in the on—going stability programme.

68. FEH AN RN (HEE. SEEXETALUE) R
BESh35538. Fvd—1 7 OREETATSLICEE
AOITREARENMEZA TIPS SRBESNIR
RERONRYFEEHIILEERT L,

69. Certain types of cells (e.g. autologous cells used in
ATMPs) may be available in limited quantities and, where
allowed in the MA or CTA, a modified testing and sample
retention strategy may be developed and documented.

69. HAFM7 DM (AXIIL, EREEERERICHERIN
HEZHI) T, Bon-ELMEONTL =6, RFTAR
B (Marketing Authorisation) . BRU. ABRAZETROHLSNT-
BEICEERICEIBBRUS VIV EFEFIOS S LEH
FEL. XELTHEL,

70. For cell-based ATMPs, sterility tests should be
conducted on antibiotic—free cultures of cells or cell banks
to provide evidence for absence of bacterial and fungal
contamination and to be able to detection fastidious
lorganisms where appropriate.

70. {iAEEA LT AATMPCIX. BRERER(E. /\0TU7
RIFEEOFLENLWEOIAO - DE AL
WREEDBRAR TN/ A OO EERIZDOWNTEREL, %
LTHES IETEMEPREDERETESLZL,
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71. For products with a short shelf life, which need batch
certification before completion of all end product quality
control tests (e.g. sterility tests) a suitable control strategy
must be in piace. Such controls need to be buiit on
enhanced understanding of product and process
performance and take into account the controls and
attributes of input materials. The exact and detailed
description of the entire release procedure, including the
responsibilities of the different personnel involved in
assessment of production and analytical data is essential.
A continuous assessment of the effectiveness of the
quality assurance system must be in place including
records kept in a manner which permit trend evaluation.
Where end product tests are not possible due to their
short shelf life, alternative methods of obtaining equivalent
data to permit batch certification should be considered
(e.g. rapid microbiological methods). The procedure for
batch certification and release may be carried out in two or
more stages — before and after full end process analytical
test results are available:

. TRTORKARREFAR (FIX T, MEHER) OF
THICAYFIRRSLDECEHMOENRRAIZONT
(LB E R TN ELA0., COLSLERT
RERVIRENOEECBRLE(CEESNLLEN
HY, BATIRMHOFTERVREEEEICANLTA
[($EB0. HERUSHT—2OFEITEET RIS
HEROABESCERTEML IR OSEDHEHE
FIRAE T IFE%L (BRI EFIBEE T 5L 5745
BROREEZSOLBRERIRATLOFRAEIZOVLTO
RN FEREASERSA TOEITAIERSA0, HREIE
AEVNEDICBRBERFBSHEZLRESICE, /{vF
AIBAE A REICT B O LREF AT AN BohBRE
(PIAE, ARBEMRR) EZBLG T EEEH.
NYFERARUVHAOLHOFIRIE, TRETEROLIF
BOBRBRERNBoNELIIAEIMERD2ORITEN
UL DOBRBTRELTELL,

a) Assessment by designated person(s) of batch
processing records and results from environmental
monitoring (where available) which should cover production
conditions, all deviations from normal procedures and the
available analytical results for review and conditional
certification by the Responsible Person.

a) (ARETHNIL) BEREENNA—LEREE=F)T
DERRBVNAFRIGER, FEDQDFIENMLDTATO
B, REOEOICAFARRESHHBR. RUREHICE
SEHTEEERAZEESh R ICK>TFHET 4.

b} Assessment of the final analytical tests and other
information available before end product dispatch for final
product certification by the Responsible Person.

b) EEFICLAERE G BO-O-. RES AR K
UBRUZHEN-BLN3F0MOBHRE RS S

¢) A procedure should be in place to describe the
measures to be taken (including liaison with clinical staff)
where out of specification test results are obtained after
product dispatch. Such events should be fully
investigated and the relevant corrective and preventative
actions taken to prevent recurrence documented.

&o
QESOEERCHENORRRER BoNT-BE (R
KDRABYIEQOBEZEHT)MANEFREFARLI-F
IREZRIY 5L UREREESICAELEREML
Zéf:bf)l:&éﬁﬂﬁ?’é%E&U%lﬂiﬁE’éIiﬁtTé:

A procedure should describe those measures which will be
taken by the Responsible Person if unsatisfactory test
results are obtained after dispatch.

REFRICTEHEORRERZB/-IBEICEEENREA
EFIREFIREBI-RBTIHL.

PART B. SPECIFIC GUIDANCE ON SELECTED PRODUCT
{TYPES

A—B. BELE-EROEDER (RERUHR) OH A
TR ‘ ‘

B1. ANIMAL SQURCED PRODUCTS

Bi, BiYIH kR R ‘

This guidance applies to animal materials which includes
materials from establishments such as abattoirs. Since the
supply chains can be extensive and complex, controls
based on QRM principles need to be applied, see also
requirements of appropriate pharmacopoeial monographs,
including the need for specific tests at defined stages.
Documentation to demonstrate the supply chain
traceabilityao and clear roles of participants in the supply
chain, typically including a sufficiently detailed and current

CDNAF LR, BRIEOISILHEEHEEOHEESD
B REAERT . G0 LR CHEMIC-T
WBIREHRHIDT, QRMORRIIZESLV-FELXHAT
HCEFEVEEL RESK-BRTORINGBREONE
HEESH-. BUERAFODEOERBEEELSR TS24,
EETTSICHRTAOBHOIETY 286, #ia
BEROMN—HEYTERL, A TEIZBALTS
EOREIZAREICTAINREM LTI L,

process map, should be in place.
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1. Monitoring programmes should be in place for animal
disease that are of concern to human health.
Organisations should take into account reports from
trustworthy sources on national disease prevalence and
control measures when compiling their assessment of risk
and mitigation factors. Such organisations include the
World Organisation for Animal Health (OIE, Office

International des Epizooties:"). This should be
supplemented by information on health monitoring and
control programme(s) at national and local levels, the latter
to include the sources {e.g. farm or feedlot) from which the
"lanimals are drawn and the control measures in place during
transport to the abattoirs.

1. EFOREICBREES5SASBMERIZHNTHE=SR) Y
70T SLNEBRENTNSCE, YVATRUYAIBE
IZRY A BREET BRRIC(E, EARMRRT O EE
FIHETAEETEZHRER N ORETEL, fHEELT
EETHLE TOLITHBCE, ERBEEHER (OE.
Office International des Epizootiesm)'tﬁﬂfnéo o3> fuil
ELARALEUVBALRILOREE=2) T LEETOS
ShLIZkoTHLY, #E(BALAL) TSRAEBMA BT
Yol (ﬁlxliﬁiﬁ‘bﬁﬁﬁiﬁ)EUE*E*S'\CDEML.&H’
ZEBHNREET.

2. Where abattoirs are used to source animal tissues, they
should be shown to operate to stringent standards.
Account should be taken of reports from national
regulatory c:rganisations32 which verify compliance with the
requirements of food, safety, quality and veterinary and
plant health legislation.

2 BRROERICERBERAVSBEICE. BREE
BTRELTNDIELERTIE BR, ReM. REHV
BB UENORRIZETHER~DBETERIET S
EORHBEBHoOMEEEETIL,

3. Control measures for the pharmaceutical raw materials
at establishments such as abattoirs should include
appropriate elements of Quality Management System to
assure a satisfactory level of operator training, materials
traceability, contrel and consistency. These measures may
be drawn from sources outside PIC/S GMP but should be
shown to provide equivalent levels of control.

3. BRBOISLERICETI2EEAEICIL. FEXED
i, FHAEHON —3E) T, BB, —AENT+2TH
BLEEBRITA-HREERLATLOBEYLEERNS
ENTNBARETH D oD REIZPIC/S GMPLLA A
LEIRATAZEIZLAMELALLY, ASNEBLALT
BEEETTAETHS,

4. Control measures for materials should be in place which
prevent interventions which may affect the quality of
materials, or which at least provides evidence of such
activities, during their progression through the
manufacturing and supply chain. This includes the
movement of material between sites of initial collection,
partial and final purification(s), storage sites, hubs,
consolidators and brokers. Details of such. arrangements
should be recorded within the traceability system and any
breaches recorded, investigated and actions taken.

4, REORENEBBEZELTTALNETLTHL
BECHEOSBICEEEZRIFLID,., XIENMAZERKILE
TEHLLEELUBEEOIETRESL5LFHICHETS
EW A EERIINTNSECE, ChiZBAOERGEARE
HoBRRUERRENSFR. RFIE. SH., HigH.
A EEOBOBBEESD. ABAETHRESKATINS
HMAGERIZN —YE) T RTAIZBWTREEL, Ly
MNibERLIRGRL. AELEEEZNSC L. :

5. Regular audits of the raw material supplier should be
undertaken which verify compliance with controls for
materials at the different stages of manufacture. Issues
must be investigated to a depth appropriate to their
significance, for which full documentation should be
available. Systems should also be in place to ensure that
effective corrective and preventive actions are taken.

5 EQORGAERECORHOBEISASLTLACLE
BT A-00ORAHOBBEEOEHNEEETETD
e BEATEEFORSIELTHELESTIEAST
UGN METELLSICE-TWNAIE, BULEE
&g%m%&%mé:&Eﬁ%ﬁ'évzﬂ.\ﬁgorué

6. Cells, tissues and organs intended for the manufacture
of xenogeneic cell- based medicinal products should be
obtained only from animals that have been bred in captivity
{barrier facility) specifically for this purpose and under no
circumstances should cells, tissues and organs from wild
animals or from abattoirs be used. Tissues of founder
animals similarly should not be used. The health status of
the animals should be monitored and documented.

6. REHRAMENEEROESRITOMM, HERUE
BidHEKE (/)7 KR CCOBROEHITHRNIC
KESh-EBPHhoNEL. BEBRYR I RANEIR THE
B3 5-00HKE. BB UREEERALTIIRLAL,
EFIcPRECTFEADDOBAEEFERLENCE B
OREEREEE=5—-LIERTIE,

7. For xenogeneic cell therapy products appropriate
guidance in relation to procurement and testing of animal

cells should be followed™.

7 ERHEAEN R CHLT RO BRREURE
[ZRET BB H ARSIz ES T EP,

Note 30 See PIC/S GMP Chapter 5.

330 PIC/SHAFBSES R

Note 31 http://www.oie.int/eng/en_ index.htm

)

3¥31 hitp:.//www.oie.int/eng/en_index.htm
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Note 32 In the EEA, this'is the Food and Veterinary Office
http://ec.europa.eu/food/fvo/index_en.htm.

¥32 EEATHCNIZEGRRER.
http://ec.europa.eu/food/fvo/index en.htm,

Note 33 In the EEA, reference is made to the EMA
Guideline document on xenogeneic ceii-based medicinal
products (EMEA/CHMP/CPWP/83508/2009)

¥33 EEACRERHREEDEELICET SEMALAF
SO BT AR5, (EMEA/CHMP/CPWP/83508/2009)

B2. ALLERGEN PRODUCTS

B2 FLLGTUER

Materials may be manufactured by extraction from
natural sources or manufactured by recombinant DNA

technology.

B HEXRRERISOME X @RI DNARRICE
Y, BiEEh35,

1. Source materials should be described in sufficient detail
to ensure consistency in their supply, e.g. common and
scientific name, origin, nature, contaminant limits, method
of collection. Those derived from animals should be from
healthy sources. Appropriate biosecurity controls should be
in place for colonies (e.g. mites, animals) used for the
extraction of allergens. Allergen should be stored under
defined conditions to minimise deterioration.

1. B 0—AMEZRAT5-0. AEHHESLFEHES
THBATEIL FIZIE. RRARUESEA, [FE. 5.
THVIRE, BEETHD BB EDBESL. @ESH
FHCHEXTECE, FUASORBIZAWNSE(BIZIES
= B ICOWTIE, B REGEETEETECL,
%g@%—ﬁﬁ\ftﬂ'éf:m, BOONFEHETTLILSVEE

2. The production process steps including pre—treatment,
extraction, filtration, dialysis, concentration or freeze—
dryving steps should be described in detail and validated.

2. FNARIE, HE . JRIB. & R fiﬁ?zﬁlﬁ’éﬁt
SLETEFHMICREL. /\NTF—rFRETHD,

3. The modification processes to manufacture modified
allergen extracts (e.g. allergoids, conjugates) should be
described. Intermediates in the manufacturing process
should be identified and controlled.

3 EMrLLT Y BIAREFULSOAE. avSar— %
HETI-HOEHIRICOLNTRETAC:, BiETE
2B+ REEEEBEL, EBYTIL,

4, Allergen extract mixtures should be prepared from

4 7L BEREDE. E—OHEMBI-EET S

individual extracts from single source materials. Each BromddrolRTIIL. Ba0mEMERE—OF
individual extract should be considered as one active R ERLGTIE,

substance.

B.3 ANIMAL IMMUNOSERA PRODUCTS B3 BGILERE,

1. Particular care should be exercised on the control of 1. EVEEHROSE. —RIE. M EEFRABLEDT-

antigens of biological origin to assure their quality,
consistency and freedom from adventitious agents. The
preparation of materials used to immunise the source
animals (e.g. antigens, hapten carriers, adjuvants, stabilising
agents), the storage of such material immediately prior to
immunisation should be in accordance with documented
procedures.

H. FNoMEOERIIONWTHIILERET oL 8
@@@ﬁl:ﬁﬁt‘é#*ﬂ(ﬂiliﬁﬁ. INTTFARRE. T
Dansk RELCR) ORBEUVEFOLS50HAHEBRER
MZRELTE(EBIZO)NTIL., FIERIZHES=L,

2. The immunisation, test bleed and harvest bleed
schedules should conform to those approved in the CTA or

MA.

2 e, ARG, NERMI-OL T, AREIT XA
ERRRBTCREBIh R Ua—LIZfES5CE,

3. The manufacturing conditions for the preparatlon of
antibody sub—fragments (e.g. Fab or F(ab’ }2) and any
further modifications must be in accordance with validated
and approved parameters. Where such enzymes are made
up of several components, their consistency should be
assured.

A MEHITOST AN BIAEFab X IFF(Gab )2) DEE K
VDR DOEHORBEEE L NN)TF—rh2ERBIh
INSA—BIZEWUTIDENH D, BHTIERISEHD
MM od BRI, FO—BHERIET AL,

B.4 VACCINES

B4. DOFY

1. Where eggs are used, the health status of all source
flocks used in the production of eggs (whether specified
pathogen free or healthy flocks) should be assured.

1. PERVAEE. TON (RERBRREDD ) —XI1E
BHEZPALT) ORBCAVITRATOROBBRREL R
1 e

2. The integrity of containers used to store intermediate
product and the hold times must be validated.

2. PREFRZRFT LIBROREURTEORFEMT/
T —bLA o hiEmsE,

3. Vessels containing inactivated product should not be
opened or sampled in areas containing live biological
agents.

3 B NEHEE AR TUZEBICOLTE, 2T
tﬁ?%ﬁﬁ#ﬁbft‘égﬁmfﬁﬁfﬂbﬁu RRIEERER
AN AT
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4. The sequence of addition of active ingredients, adjuvants
and excipients during the formulation of an intermediate or
final product must be in compliance with the manufacturing
instructions or the batch record.

4 PRANIERESOERAEZELT. FERES.
FLANRUMRUBRERZENTIIESF TR EEEERE
1y FLa—FIziEbiith Eashi,

5. Where organisms with a higher biological safety level {e.g.
pandemic vaccine strains) are to be used in manufacture
or testing, appropriate containment arrangements must be
in place. The approval of such arrangements should be
obtained from the appropriate national authority(ies) and
the approval documents be available for verification.

5 BLALA OCALE—TTAL AL OMER FZIEA
UTEVIIIF R = HEOCRRELTERETSBMAT
&, B ZHLAOKEBEIGESWAILELHS. TOKR4
BEBIZOWTR, BVGBRYRMISEEEHE. RREE
EREERRELIRBICLTHLZE,

B.5 RECOMBINANT PRODUCTS

1. Process condition during cell growth, protein expression
and purification must be maintained within validated
parameters to assure a consistent product with a defined
range of impurities that is within the capability of the
process to reduce to acceptable levels. The type of cell
used in production may require increased measures to be
taken to assure freedom from viruses. For production
involving multiple harvests, the period of continuous
cultivation should be within specified limits.

B5. E{=FHHEMZ WM&

1 MpAEEEARE. BRICETAIEREHLIERNTE
Bz DWW TIk—RLUERAEZRIATH-H/TF—rEh
T3S A—AEETHFLZIFhIEARSH0, Thid, T
MEHFBLALAEBHTI-HOOITERIOHEEATH
AIE BEICRAWAMIZ., 2L AREELZNEER
B 3358, JUSORESABEBIZEDIMELALL,
N—=RAEAELRETHEECHLTIE., BT 5
EOHMITRELI-LRELATHD &,

2. The purification processes to remove unwanted host cell

proteins, nucleic acids, carbohydrates, viruses and other
impurities should be within defined validated limits.

2 BFELGVETHRERD. BR. RAKEH., DILVAFE
O FMERETA-HOOBBITETIE, /) TF—LE
B-EHoh-BERATHE- L.

B6. MONOCLONAL ANTIBODY PRODUCTS

B6. E/70—F LR S

1. Monoclonal antibodies may be manufactured from murine
hybridomas, human hybridomas or by recombinant DNA
technology. Control measures appropriate to the different
source cells (including feeder cells if used) and materials
used to establish the hybridoma / cell line should be in
place to assure the safety and quality of the product. It
should be verified that these are within approved limits.
Freedom from viruses should be given particular emphasis.
It should be noted that data eriginating from products
generated by the same manufacturing technology platform
may be acceptable to démonstrate suitability.

1. B/900—FILRFEE, ¥DANATIF—I EbNAT
UF—?RliﬂﬁZDNAEmL*‘JTﬂﬁéhﬁ‘é Lo B
DREULGEERI T 56, RUSEROHAR (Tr—
F—EAANShE-ESIFFAEEL) RUNITIE—
TOMBAES I TARICAWHHEICHT B8R E
BRENTHOhTSIL, FhiohREBRERNIZHLHE
EEEFTHI L VAL ANFEELAELI LI, FilicE
Fahiithi$isil, RUEERHTFIvrI+—L4AIC
iof‘f’ﬁ%hf:ﬂﬁ:b‘%?%%hf::r'—’f@ﬁﬂ]ﬂ’éﬁ?bf%
Ly,

2. Criteria to be monitored at the end of a production cycle
and for early termination of production cycle should be
verified that these are within approved limits.

2 BESAINETRUREYIILERRT 51250
g*_’ﬂf&ﬁlzﬁﬁ LTiE. KBS =-RERTHI_LETR

3. The manufacturing conditions for the preparation of
antibody sub—fragments (e.g. Fab, F(ab’ )2, scFv) and any
further modifications {(e.g. radio labelling, conjugation,
chemical linking) must be in accordance with validated
parameters.

3 YT 755 Ak (X [EFab, Flab' )2,scFv) ZFHE
TH-HOEHURUMO G LD AEEE (FI 2 (EMETEH.
FEWIE, E2ES) T 53-OOHEEEE, 1) T—H
Shf=SA—RZHEDLRIThIEASEL,

B7.TRANSGENIC ANIMAL PRODUCTS

B FSU ATz u B E &

Consistency of starting material from a transgenic source
is likely to be more problematic than is normally.the case
for non—transgenic biotechnology sources. Consequently,
there is an increased requirement to demonstrate batch-
to—batch consistency of product in all respects.

MRS R RO HENE OV T—RIEZ e
&, ERSURDIZVID (AT /DO—ERRET
HBELYL—RICBEFEENSVNLITHS BREL
T, Ho3AEICEVT. B/ \vFEO—REZREH
TH-HOERBRANN>EFSIELGSD.
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1. A range of species may be used to produce biological
medicinal products, which may be expressed into body
fluids (e.g. milk) for coliection and purification. Animals
should be clearly arid uniquely identified and backup
arrangements should be put in place in the event of loss of
the primary marker,

1. —EHHEOHHEBELNEMEISOREICAVWSIhITEE
HABY., (PRI CRHSE-L0ZERLT
FBHTH LA MELNLEL, SHIZAEN DEES
ICEERIEAL. —RI—A—IERLERBICHATAYY
Fu/EERTHIL,

2. The arrangements for housing and care of the animals
should be defined such that they minimise the exposure of
the animals to pathogenic and zoonotic agents. Appropriate
measures to protect the external environment should be
established. A health—-monitoring programme should be
established and all results documented, any incident should
be investigated and its impact on the continuation of the
animal and on previous batches of product should be
determined. Care should be taken to ensure that any
therapeutic products used to treat the animals do not
contaminate the product.

2 BBOFEEVBDOHBICEBLTE. BRETE
ABHBEOBREFICHMAREShILER/NRIC
THLIITROBTE, M BRELTFT LB EEELS
C& BEEZARLTIOTSLEMEL. FOHRBETA
TZERT I L. HoIERATHEELEREL. B9
B BG T EOREINEINEN\YFAOREL
RETHLE BPORBICANV-HLD IR N LER
REERLGNECERRICT 2-ODREEXTEIE,

3. The genealogy of the founder animals through to
production animals must be documented. Since a
transgenic line will be derived from a single genetic founder
animal, materials from different transgenic lines should not
be mixed.

3 RRRSMASEHERDBICESRFAICOLT, WL
TBHIE, FIURVIZUOBIMO RAFEIX 1 DO RIEEY
ICH¥ETEHTHAIME. Eﬁéb?/Zv:—‘JQEJWJ¥7B‘
LD HERESETIEASALY,

4. The conditions under which the product is harvested
should be in accordance with MA or CTA conditions. The
harvest schedule and conditions under which animals may
be removed from production should be performed
according to approved procedures and acceptance limits.

4 BIREN—RAMNTEEHITONTIE, BERTAD X
XABBRETICRBIh - &HEETTEoE, N—ARX}
MIBORT D 2—LEEHIZHOVTIE., Fhbiz®/ ST
HUEHICRYERETHLEHURIN, REShEFIE
EHFBREICHSE,

B8, TRANSGENIC PLANT PRODUGTS

B8. FSU AT Iyl a &

Consistency of starting material from a transgenic source
is likely to be more problematic than is normally the case
for non—transgenic biotechnology sources. Consegquently,
there is an increased requirement to demonstrate batch—
to—batch consistency of product in all respects,

FSUADIZYOBROEEMEICOWT—EHEZE5S
ElE, FERTURUC IO M RAFATH/ OO —FERET

SEEIVL—RICHRENAZVERADS. BRELT. B
> SHA@EICENT. BRAYFREIO—RiEZHT 57

HOERBIEMZD,

1. Additional measures, over and above those given in Part
A, may be required to prevent contamination of master and
working transgenic banks by extraneous plant materials
and relevant adventitious agents. The stability of the gene
within defined generation numbers should be monitored.

1. ERDPart A TBICME . RRE—R U —FoF b
DA TZ IO St B ORI T A E Y
HICXOEBEREHCO. LR BTN ENADEIZLEM
%Lé;f;:l_,d\_% Eég%hf:ﬂﬁ&tl:?:slféiﬁii?a)fﬁﬁ’é
EoA—F 5L,

2. Plants should be clearly and uniquely identified, the
presence of key plant features, including health status,
across the crop should be verified at defined intervals
through the cultivation period to assure consistency of
yield between crops.

2 Y EBREICHRITELLSITHET 5L, DM
OB O—REERILT S0, REVOLHFZELCT,
REAEZSCEDO TELHEE. HISMMEECTE
Honl-MRTERT L,
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3. Security arrangements for the protection of crops
should be defined, wherever possible, such that they
minimise the exposure to contamination by microbiolegical
agents and cross—contamination with non—related plants.
Measures should be in place to prevent materials such as
pesticides and fertilisers from contaminating the product. A
moehitoring programme should be established and all results
documented, any incident should be investigated and its
impact on the continuation of the crop in the production
programme should be determined.

3. WEMBLAFICESFLRUEEICRAZRDOLEVED
[L&kBRERELERMETHESITIRBYETFTLHI-HDN
W mEaEEBYEDH AL, FREIOCEE O LS5
Bzt >THREFERLENSSENEEZBLAE. T4
VoG F7aTSLMNBESh, TORRETATRRT S
L.ITRTOEEMTHEEEZREL. HETOISLICE
(FREEEFE~DREEETRETSH L,

4. Conditions under which plants may be removed from
production should be defined. Acceptance limits should be
set for materials {e.g. host proteins) that may interfere with
the purification process. It should be verified that the
results are within approved limits.

4 BENSAEMERET ATREEDOHEEEEEH DT
ERETIRI-CFHFIINMLAGVIE WATEEE
R DOHBEREEZEHTELIE. FOAEERNEKER
ERNTHACEEZHETHIL,

5. Environmental conditions (temperature, rain), which may
affect the quality attributes and yield of the recombinant
protein from time of planting, through cultivation to harvest
and interim storage of harvested materials should be
documented. The principles in documents such as
‘Guideline on Goaod Agricultural and Collection Practice for
Starting Materials of Herbal origin’ * should be taken into
account when drawing up such criteria.

5. MEfFTREA LR, BT TRUVINEL-EO O PHE
EEIOVTORERMEERZ SN IEONREICHE
TARBEM GRE. M ERHTIoL. NEBEROH
FHEBIZET AGACPOH ARSAV 1 OTEOREE
FEEEABICERICANDCE,

Note 34 EMA, WHO or equivalent

¥34 EMA. WHORIZRZEDED

B9. GENE THERAPY PRODUCTS®

BY. HEFAEMAYS

There are potentially 2 types of GT products {vectors and
genetically modified cells) and both are within the scope of
the guidance in this section, For cell based GT products,
some aspects of guidance in section B10 may be
applicable.

GTHRIZITEI2BE (RI/7—RUBEFAEME) &
Y, FhomAENCOEIL 3 OHA(F A0 ERATERA
THd, HAR—ADCTHRIZDOWTIE. 723 /B10D
HAF L ADNOMD|AMNZETHAREMLH D,

1. Since the cells used in the manufacture of gene therapy
products are obtained either from humans {autologous or -
allogeneic) or animals {xenogeneic), there is a potential risk
of contamination by adventitious agents. Special
considerations must be applied to the segregation of
autologous materials obtained from infected donors. The
robustness of the control and test measures for such
starting materials, cryoprotectants, culture media, cells and
vectors should be based on QRM principles and in line with
the MA or CTA. Established cell lines used for viral vector
production and their control and test measures should
similarly be based on QRM principles. Virus seed lots and
cell banking systems should be used where relevant.

1. BEFAEdm0odAGIAWSMEEZENHBEHEXR
FREERBER) XTI (REHE) MSESNDIOT,
NERFICRDBERGFTLZURAINFEL TN, B
FEEETAFF—oBoh-BChEMEOEEEI-DL
Tl FAGEEEERTIHENBD. TOLSUHSE
WE. EREAER. &, i, RIF—OFEINRERY
EERICRY T A3 R OB EFM(L, QRMORB|ZE-SVv-%
DTHY, WERFTARREXILABRBTELEBRIEI L,
AL AASZ—OREICANI BT HAEKRUTASD
EEEUVRBORNECOLWTEHREIZ. QRMORBIE B
FRBCE BEICEYILILAL—FAYrRUEIIL NS
D AT LEBULBAITHALNS ..

2. Factors such as the nature of the genetic material, type
of (viral or non—viral) vector and type of cells have a
bearing on the range of potential impurities, adventitious
agents and cross—contaminations that should be taken into
account as part of the development of an overall strategy
to minimise risk. This strategy should be used as a basis
for the design of the process, the manufacturing and
storage facilities and equipment, cleaning and
decontamination procedures, packaging, labelling and
distribution. '

2. ROB— (AN ATIETAIVR) DIEBE L IZHIBR D
BESOECHEOBHENERICR I, —BEOBE
BT, HERF. EXNFLEARL-LIhSERLH
Do FNBIZDONTIK IV RIB/MED -8 DA RIEERS
#WETI0CRETIIE. IR WERUREDO-D
OWE -3, 5 BREFIR, B, ST BE-F
DOBEHIHL. COLSLEBEERALDIEL,
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3. The manufacture and testing of gene therapy medicinal
products raises specific issues regarding the safety and
quality of the final product and safety issues for recipients
and staff. A risk based approach for operator, environment
and patient safety and the implementation of controls
based on the biological hazard class should be applied.
Legislated local and, if applicable, international safety
measures should be applied.

LS BEFAEEEROESLRRBRICEVTIE. REHS
DEEUESKBERULIEIV RV TIORSEREIZ
BhOFHoHBESAHS, FRE., BiE 2ER4EIC
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EOW-EEEFERETICE, Bbm =R, HIZ, By
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4, Personnel (including QC and maintenance staff) and
material flows, including those for storage and testing (e.g.
starting materials, in—process and final product samples
and envirenmental monitoring samples), should be
controlled on the basis of QRM principles, where possible
utilising unidirectional flows. This should take into account
movement between areas containing different genetically
modified organisms and areas containing non—geneticaliy—
modified organisms.

4 BEQCPRBEROBEZST) OBHERUREL
HERFZIHEDE - TEN-BREJOYL T, B
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5. Any special cleaning and decontamination methods
required for the range of organisms being handled should
be considered in the design of facilities and equipment.
Where possible, the environmental monitoring programme
should be supplemented by the inclusion of methods to
detect the presence of the specific organisms being
cultivated.

5. ATV S —BEOERCHL THE IR BL AR

BRRDTTEIZDVNTIE, MR EREORH O P CHRET

HC&, AREGES L, BEL TV AREDENDFLE
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o

6. Where replication limited vectors are used, measures
should be in place to prevent the introduction of wild—type
viruses, which may lead to the formation of replication
competent recombinant vectors. '

6. MRBEOHIRII—ZANTLIFEITIE, Rz
A=A ETLIRNEESFT I LIHBUO<THEN
DHD. FEVANAGBANHIESN D50 EAH
Loh TS,

-17. An emergency plan for dealing with accidental release of
viable organisms should be in place. This should address
methods and procedures for containment, protection of
operators, cleaning, decontamination and safe return to.
use. An assessment of impact on the immediate products
and any others in the affected area should also be made.

7 EE TS END BRI RE SR B E~RL. 2|
HGFHEABEINTVSILE, COHBE TR, HLAHD
OOMBEFIA, fERERE, TR, R, HAKREA
DREVERICOVNVTERRTEL, FERRITHIT25E
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8. Facilities for the manufacture of viral vectors should be
“|separated from other areas by specific measures. The
arrangements for separation should be demonstrated to
be effective. Closed systems should be used
wherever possible, sample collection additions and
transfers should prevent the release of viral material.

8. DAINARYA—DEEMR I, BAIOHEICL>THR
DREEMSESTHE, EGMBICDNTIE, +5HR
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9. Goncurrent manufacture of different viral gene therapy.
vectors in the same area is not acceptable. Concurrent
production of non—viral vectors in the same area should be
controlled on the basis of QRM principles. Changeover
procedures between campaigns should be demonstrated to
be effective,

9. R M L ARG TFRERIA—%F— R THEF
WITHIE T DEEHFESREGL, EYMILAERY9—F
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10. A description of the production of vectors and
genetically modified cells should be available in sufficient
detail to ensure the traceability of the products from the
starting material (plasmids, gene of interest and regulatory
sequences, cell banks, and viral or non viral vector stock)
to the finished product. '

10. NS —SBEEFHRAEROEEICEL, HEDE
(FSASK, BRBEF. HEEH. L/ VT, 91 LR
BUEVANARGE—D A7) DEBRBERICETOL
L—HETr—%RAT 5 IR - HMlT SRS
ZRAEAEICLTHELIL,

11. Shipment of products containing and/or consisting of
GMO should conform to appropriate legisiation. :

M. BT E e et R0/ IR TGS 5T
Mo S ROMXICOVWTH., Bk EIzfEScs

12. The following considerations apply to the ex-vivo gene

12. LYEIUMHBEA Dex-—vivolR in+ &EJ\LELTH

transfer to recipient cells:

UTOERERZERAYTS:
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{a) These should take place in facilities dedicated to such
activities where appropriate containment arrangements
exist.

EBSICEIHLAD R EERT TS SLEEDD
OERBRTIERT R,

{b) Measures (including conslderatlons outlined under
paragraph 10 in Part A) to minimise the potential for
cross—contamination and mix—up between cells from
different patients are required. This should include the use
of validated cleaning procedures. The concurrent use of
different viral vectors should be subject to controls based
on QRM principles. Some viral vectors (e.g. Retro— or
Lenti—viruses) cannot be used in the manufacturing
process of genetically modified cells until they have been
shown to be devoid of replication—competent
contaminating vector.

b) Rg--BERAXOHMREDZE N FEPERER/NME

TAHHDOFE (Part AORZE10TCHGSh-EEESRIRE
BU)ABDETHD. COXREIZF, I F—LEREF
[EDEHEEHETE, BTN AR 5—%FRIE
FHEBTAESL. QRMORAIZEDWTERBT AL,
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A FEREEEETIEARII—DOFEESTEATENS
0. BEFHBRZHROSE TRCHEATEL,

{c) Traceability requirements must be maintained. There
should be a clear definition of a batch, from cell source to
final product container(s).

(e) F(L—HEVT(ERBENMELNTLWADHELNH S,
ﬁ%@?b\fﬂﬂﬂ BBV BET, Ay FEIREIC

(d} For products that utilise non—biological means to deliver
the gene, their physico—chemical properties should be
documented and tested.

) FEDNFALTFECRETFEATIRRICOVTIZ,
ZFOMBLENEIT DN TXEEL, KRBT 228,

Note 35 In the EEA, Part IV (1) of Directive 2001/83/EC
as revised in 2009 contains a definition of gene therapy
{GT) medicinal products.

7 35 EEATI. 20005 |- &M T-EUIA%2001/83/EC
OPart Iv DAARETFRRERROESEEZEEL TS,

B.10 SOMATIC AND XENOGENEIC CELL THERAPY
PRODUCTS AND TISSUE ENGINEERED PRODUCTS*

[B10. MR R CREMRRERR. I, AR TFH

o 36
{=]x]

For genetically modified cell based products that are not
classified as GT products, some aspects of guidance in
section B9 may be applicable,

GTRAI ARSNGB R TR MRER= 2T
£, €72 3BINT AL ADLOD ORI BRER
295

1. Use should be made, where they are available, of
authorised sources (i.e. licensed medicinal products or
medical devices which have gone through a conformity
assessment procedures-’) of additional substances (such as
cellular products, bio-molecules, bio-materials, scaffolds,
matrices).

ATTEGES. ENOUE GREE. SN T E
M. AXrR—ILF, TR R E ) ITDWTIEEER
52111 BHAE (S b A E B - ER A LS
BE LR ERRE ) EERTECL,

2. Where devices, including custom—made devices, are -
incorporated as part of the products: :

2. hAR LR DB EEECTNAADN RGO —RBIZFE |
HAFhIEE:

(a) There should be written agreement between the
manufacturer of the medicinal product and the
manufacturer of the medical device, which should provide
enough information on the medical device to avoid
alteration of its properties during manufacturing of the
ATMP. This should include the requirement to control
changes proposed for the medical device.

(a) EEGEERT /A ADBEEEDRET. RABHIE
HELTWACL, FOAERIATMPOREIZEWLNTEDE
MHRELT ORI, EEMBICET 2701088
MNEENTINDIE, ERBEERIC ﬁL’CE%éhéEEE

BOEENSELTINDIE, -

(b) The technical agreement should also require the
exchange of information on deviations in the manufacture
of the medical device.

b) ERRRRE AT RREE - RO RN D |
THHILE, HIFRHICRYRAT L,

3. Since somatic cells are obtained either from humans
(autologous or allogeneic) or animals (xenogeneic), there is
a potential risk of contamination by adventitious agents.
Special considerations must be applied to the segregation
of autologous materials obtained from infected donors or
related to cell pooling. The robustness of the control and
test measures put in place for these source materials
should be ensured. Animals from which tissues and cells
are collected should be reared and processed according to

the principles defined in the relevant guidelinesss.

3 FpEIZEr (A HERITABERRHEFR) XX
(RIEBE)HISBLHNDIOT, HERAFICLIEENLS
FYRIHREELTND, BEFEEFTEFF—XiTHl
T—iho@Bohi-BoBEMEORRICOLTIE. 51
LEEEEATILENRDD ChioOEHICRESHhDS
EHRERURBIKOBRERERIET I L. HERY
MAERNT 280, EEAIRS 0 cEHoh-R
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4. Careful attention should be paid to specific requirements
at any cryopreservation stages, e.g. the rate of
temperature change during freezing or thawing. The type of
storage chamber, placement and retrievai process should
minimise the risk of cross—contamination, maintain the
quality of the products and facilitate their accurate
retrieval. Documented procedures should be in place for
the secure handling and storage of products with positive
serological markers.

4 FREXIBETOREFTEORELEONIGDLERS
REOBRBICOVWTHRAILGEREHIZEETEC L, &
FFvn\—OEE, FernN—~DBARUF Y 18—
MoDBMYHLOBEIRZXEFRLO)ZAoERNCL, B
mDRHEEHBLUERTIHELERRICT AL, IF
N—I—H B TCHIBRORELEIBENEREFICONT
. FIEEAEHOTINAIE,

5. Sterility tests should be conducted on antibiotic—free
cultures of cells or cell banks to provide evidence for
absence of bacterial and fungal contamination and consider
the detection of fastidious organism.

5. RESARIIMES LUEROFELLVELSIERZE
SASBHITHENBEFSOMBIERE, XL, @/
‘EfﬁELﬂ FLEREEREORFLENOBRBEZRNTS

6. Where relevant, a stability—monitoring programme should
be in place together with reference and retain samples in
sufficient quantity to permit further examination.

6. ILCRABRET SN T ALEDBERERET VT
ﬁ:lrt&%l REME=S)TIATSLERBLTINGS

Note 36 In the EEA, Annex [, Part IV (2) of Directive
2001/83/EC as amended in 2009 contains a definition of
somatic cell therapy {SCT) medicinal products and the

736 EEATGII. 20094 TEL1-EUTER2001/83/ECD
FZAYIA T DR—bV(IZHBIEER(SCTEEROE
BEESL, EUHAI1394/2007/ECOH 24 |-4HES T 31

Annex 2 and require further explanation. Defintions which
already exist in legislation are cross-referenced only.

definition of a tissue engineered medicinal product is given |LAEERMNEEILTIVE,

in Article 2 of Regulation 1394/2007/EC.

Note 37 In the EU/EEA, these devices are marked "CE". |i£37 EU/EAATIZ. choDEZIZIIICE]T—TH DL
TLyva,

Note 38 In the EEA, see CHMP guidance. 7¥38 EAATGIICHMPHAX REBE

GLOSSARY TO ANNEX 2 ZayIR20Q AES

Entries are only included where the terms are used in P 3 )bzztﬁﬁl,\b;h, ﬁjjﬂnﬂﬂﬂ;ﬁfﬁggﬁﬁ =t +4IE H
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Adjuvant. A chemical or biological substance that enhances
the immune response against an antigen.

Toanh, RICHToREL B L IRET SILFHY
B XITEWENDE,

Advance Therapeutic Medicinal Products {ATMP). ATMP
means any of the following medicinal products. for human
use: gene therapy medicinal products, somatic cell therapy
medicinal products and tissue engineered medicinal

productsag.

A ABER R (ATMP) . AIMPIZEF BT B R O
EXZOVThLIZENS. BETRAEEED . ML
EXS. AHBAEEEREUVERTSEEZRY

Allergoids. Allergens which are chemically modified to
reduce IgE reactivity.

FULSAF. RGN ERT 555 - LD
=7l L5,

Antigens. Substances {e.g. toxins, foreign proteins, bacterla
tissue cells) capable of inducing specific immune
responses. ’

R, RN REGELR B CeoME (BR. JIXkE
B. /35707, %) .

Antibody. Proteins produced by the B—lymphocytes that
bind to specific antigens. Antibodies may divided into 2
main types based on key differences in their method of

manufacture:

i, BUVARICE->THEON. BEDIMRI-RET o
i%lﬁc%% MEFEORELENRSEF, 2O

Monoclonal antibedies (MAb) — homogenous antibody -
population obtained from a single clone of lymphocytes or
by recombinant technology and which bind te a single
epitope.

E/70—F LIk (MAD) —BE~50—2 DBk R T
BRI TFHABRZETICL>TEOA - NN 0ES
#. B—oIPr—TFIcEaT 3,

Polyclonal antibodies — derived from a range of lymphocyte
clones, produced in human and animals in response to the
epitopes on most ‘non—self’ molecules.

R)IR—FiLinE——EDOUL /A BI/0—2ICREL. B
OIEBBIGFLOIE F—jl-ﬁﬁ'éﬁﬁg&bf o
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Area, A specific set of rooms within a building associated
with the manufacturing of any one product or multiple

products that has a common air handling unit.

B, E—XREROH SO E - EhoBNOPI=H
(15, X BOEBL=—vIER OHEDREOHASE
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Bioburden. The level and type {i.e. objectionable or not) of
micro—organism present in raw materials, media, biological
substances, intermediates or products. Regarded as
contamination when the level and/or type exceed
specifications.

AR, . . e . FE. B
PIZHE T ARAEPOL AL LR (FELBNADS,
ESTHOLDEEHT) , MEMLALRY X THED
BICET oM ERASE. BRERRT.

Biological medicinal product. A biclogical medicinal product
is a product, of which the active substance is a biclogical
substance. A biological substance is a substance that is
produced by or extracted from a biological source and that
needs for its characterisation and the determination of its
quality a combination of physico—chemical— biclogical
testing, together with the production process and its

40
control .

ENEREH, ENE AR A DR P ENEn e
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Biosafety level (BSL). The containment conditions required
to safely handle organisms of different hazards ranging
from BSL1 {lowest risk, unlikely to cause human disease)
to BSL4 (highest risk, cause severe disease, likely to
spread and no effective prophylaxis or treatment available).

A E—TT4L )L (BSL), BSL1 (EF~DRRAMA
LWeEZDNBEVRIDED ) MOBSL4(BELFAEE
L. HBELYTL FREFHECREENGVWLITE
BURIOLD)ECORLE N TF—FEROEHERS
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Campaigned manufacture. The manufacture of a series of
batches of the same product in sequence in a given period
of time followed by strict adherence to accepted control
measures before transfer to another product. The products
are not run at the same time but may be run on the same
equipment. :

FooA—UEE, thOBERICRTT HRIRKEIIE-E
B kE BT A LAHol-HhH—RHMEHLI-F—
OREDER VFOHE. AROBBIFEFHREL

BOAR—DEE TRELTELIALLY,

Closed system. Where a drug substance or product is not
exposed to the immediate room environment during
manufacture.

iR, B X AR P B ER BT DHED
BEICELShENSRT A,

Contained use. An operation, in which genetically modified
organisms are cultured, stored, used, transported,
destroyed or disposed of and for which barriers (physical /
chemical / biological) are used to limit their contact with
the general population and the environment.

HUAHF A

BEFHRBAEDERE. ®RE, BA, WX, BH. EX
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Deliberate release. The deliberate release into the
environment of genetically modified organisms.

E@men BRE~DECTFHRXEDDERNTEK

Ex—vivo. Where procedures are conducted on tissues or
cells outside the living body and returned to the living body.

ixwivtz HBCHREEFENATRYERD, £EE~RTIH
= a): -]

Feeder cells. Cells used in co-culture to maintain
pluripotent stem cells. For human embryonic stem cell
culture, typical feeder layers include mouse embryonic
fibroblasts {(MEFs) or human embryonic fibroblasts that
have been treated to prevent them from dividing.

J4—F—Hl, ZHLBEEF T AR ML R IERTAE
[CRLVA4E8, ENERMRICHITAR R T—F—L 1
Y—ELT, SELGNESICRBEEL v AIEE S
Hka (MEFs) X IZE MR HESFHRAH D,

Fermenter. In case of (mammalian) cell lines the term
fermenter should be understood as bioreactor.

|EgeL TH

BR57. (ﬂﬁggﬁ_dg:) HWRROEEEEF IEENR |

Gene. A sequence of DNA that codes for one (or more)
protein(s).

BHETF. 12 (RIFEH) OEEHEEI—F T HDNAESI,

Gene transfer. A process to transfer a gene in cells,
involving an expression system contained in a delivery
system known as a vector, which can be of viral, as well as
non— viral origin. After gene transfer, genetically modified
cells are also termed transduced cells.

BEFEA AVI—ELTHONTWAEEVATLICE
FhE-HRVATLERSTEGTFEERICEATST
B, ROFG—T 7ML AEDIBERBY, FEV/ILABED
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Genetically modified organism (GMO) — means an organism,
with the exception of human beings, in which the genetic
material has been altered in a way that does not occur
naturally by mating and/or natural recombination.

BETHBRIEDN(GMO) —EFHERE. BERU /XZE
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Hapten. A low molecular weight molecule that is not in
itself antigenic unless conjugated te a ‘carrier’ molecule.

NTFo ¥ U7T— 13 FIBEELEVRY,. #hB&T
HRERESANMES THE,

Hybridoma. An immortalised celi line that secrete desired
{monoclonal) antibodies and are typically derived by fusing
B-lymphocytes with tumour cells.-

NATIF—7, BEWIZEB) /R EEMBOMSI—H
EL.BEHTA(E/70—TVRBESBTEFFELE

In-vivo. Procedures conducted in living organisms.

Bk,
FATIT 518k,

In-viva, &

Look—back: documented procedure to trace biological
medicinal substances or products which may be adversely
affected by the use or incorporation of animal or human
materials when either such materials fail release tests due
to the presence of contaminating agent(s) or when
conditions of concern become apparent in the source
anhimal or human.

Look-back, ;FATFDEEI-LVHERERLRSEICHE-
=8E. HHVGHEDHEORBETHAHIR IR
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Master cell bank {MCB). An aliquot of a single pool! of cells
which generally has been prepared from the selected cell
clone under defined conditions, dispensed into multiple
containers and stored under defined conditions. The MCB
is used to derive all working ceil banks.

TARA—H IR G(MCB) . BEHESNT-EHF T CiRin
Li-#lo70—2holEBL., AESh -S4 THEEOE
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Master virus seed (MVS) — as abovs, but in relation to
viruses; master transgenic bank — as above but for
transgenic plants or animals.

TRE— A I AL—F (MVS)-EROBYENRD LILRIZ
REA
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Monosepsis (axenic). A single 'organism in culture which is-
hot contaminated with any other organism.

F—m(MRER) . BRCEVT, LA E2EDEE
ALTLEWL, B—D&Y),

Multi-product facility. A facility that manufactures, either
concurrently or in campaign mode, a range of different
biological medicinal substances and products and within
which equipment train(s) may or may not be dedicated to
specific substances or products.

L EERARE, AR AN EET Yo R—U R R L
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Plasmid. A plasmid is a piece of DNA usually present in a
bacterial cell as a circular entity separated from the cell
chromosome; it can be modified by molecular biclogy
techniques, purified out of the bacterial cell and used to
transfer its DNA to another cell.

FSAEF, FS5RINEE, BE. BREEFELIF-EE
BREALELTNAST)FHRAICEET SDONAE TH 5.
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Primary cell lot — a pool of primary cells minimally
expanded to attain a sufficient number for a limited number

of applications

WRREROYF, BN RR LR A RO NEEBSE
. BNEOMEER-MREROT— L,

Responsible Person (RP). A person responsible for
securing that each batch of (biological) active substance or
medicinal product has been manufactured and checked. in
compliance with the laws in force and in accordance with
the specifications and/or requirements of the marketing
authorisation. The RP is equivalent to the EU term

“Qualified Person” *'.

BEE (R, (EDE0) BARS (RE) XIEERD
&/ FABASh TV RERUBRERERBORS
BU/ XEBERBHCLEA>THEShERSC
ERIES 57| KEE RS A, RPIZEUOT Qualified

Person)"¢RIZETH B,

Responsible Person (RP) for blood or tissue establishment.

This term is equivalent to the EU term “Responsible

» 42
Person” ™.

AN IEREEOEEE (RP). _NIZEUD
Responsible Personi?:EETH D,

Scaffold — a support, delivery vehicle or matrix that may
provided structure for or facilitate the migration, binding or
transport of cells and/or bioactive molecules.

AEyih—ILF, iRV X EEWEEDS FOEE, &
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Somatic cells. Cells, other than reproductive (germ line)
cells, which make up the body of a human or animal. These
cells may be autologous (from the patient), allogeneic {from
another human being) or xenogeneic (from animals) somatic
living cells, that have been manipulated or altered ex vivo,
to be administered in humans to obtain a therapeutic,
diagnostic or preventive effects.

rMlRe. £REHERS (FEAERR) LISt OMIRT. EF OB B
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Specified pathogen free (SPF) — animal materials (e.g.
chickens, embryos or cell cultures} used for the production
or quality control of biological medicinal products derived
from groups (e.g. flocks or herds) of animals free from
specified pathogens (SPF). Such flocks or herds are
defined as animals sharing a common environment and
having their own caretakers who have no contact with
non—SPF _groups.

R EmMEDY)—(SPF) —BERmREEmI)—
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Transgenic. An organism that contains a foreign gene in its
normal genetic component for the expression of bivlogical
pharmaceutical materials.

o AT Iow), E P RE RN B e R et 510,
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Vector. An agent of transmission, which transmits genetic
information from one cell or organism to another, e.g.
plasmids, liposomes, viruses.

REE— 1o0MECEMICANHBROEN~REH
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Viral vector. A vector derived from a virus and modified by
means of molecular biclogy techniques in a way as to
retain some, but not ail, the parental virus genes; if the
genes responsible for virus replication capacity are deleted,
the vector is made replication—incompetent.

DA IARGB—, TANAICHET EAIFI—THHT.,
BYAINRREFO—(TATTCRALVERETHES
2. S FEMEHBEHERAVLTRESATLSED . 5L
AILADOEREB>TWIBEGEFERRSELIBEE.H
HFEQA2I—HTES.

Working cell bank (WCB) — a homogeneous pool of micro—
organisms or cells, that are distributed uniformly into a
number of containers derived from a MCB that are stored
in such a way to ensure stability and for use in production.

0 %2514l T (WCB) —MCBA L {oh., BREMEZ
EHTA3HETRFSNESICERTZ-HICEROR
BCH—(IHEREIA-MEDXITEBOE—OT—I,

Working virus seed (WVS) — as above but in relation to
viruses, working transgenic bank — as above but for
transgenic plants or animals.

D—% 9L LA —F (WVS) — Bk D@y A1
AIZETLHED
D=3 SR Ty — EROBY RS
Az u Y ITBYICELT,

Zoonosis. Animal diseases that can be transmitted to
-[humans.

(BB REELRE. ENCRET AR B RS,

Note 39 In the EEA, see Article 2(1) of Regulation EC
1394,/2007.

;:%39 EEAI=B UL CIZHAIEC 13942001 D E22 (1) &% |

#5180

Note 40 [n the EEA, see Annex 1 to 2001/83/EC -
3.2.1.1(b).

3¥40 EEAIZELNTIZ2001/83/EC - 3.2.1.1b)DTF R yI A
&5,

Note 41 In the EEA, see Article 48 of Directive
2001/83/EC and Article 52 of Directive 2001/82/EC.

¥41 EEAIZEULNTIXEUFES2001/83/ECH E 48K UEU
}E$2001/82/ECOES2RES R,

Note 42 In the EEA, see Article 17 of Directive
2004/23/EGC.

3¥42 EEAI=BL CIZEVIES2004/23/ECOEBITRED
B,
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Table 1. Illustrative guide to manufacturing activities within the scope of Annex 2

;ﬁ:ﬂ?ﬁd seaelc Example product Application of this guide to manufacturing steps shown in grey
:(;lﬁ_ﬁgal or plant Heparins, insulin,  [Collection of lf‘um, mixing, and I{sojaﬁoﬂ and lF ormulation,
non enzymes, proteins, Lplant argan, for mtial processing  punfication filling
. allergen extract, 1
-transgenic ATMPs immunosera Inssue or fimd’ [
2. Virus or Viral or bacterial lEstabhshment &  JCel culture and/or ﬁTaaeﬁwﬁan when Eomnﬁatwn,
enance of , ! _
bacteria / vaccines; enzymes, [MCB’ WCB, MVS, [fermentation fepphicable, isolation {filting
WVS [ :
fermentation / cell . 3
culture |protsins , and purificaion
3. Biotech- Recombinant. |Bstablishment &  JCell culture and / or [Isolatien, Formulation,
: purification,
nology - products, MAb, fmamtenance of fermeniation odification {filling
fermentation/ allergens, vaccines LMCB, WCB,
Gene Therapy (viral
cell culture and non-viral MSL., WSL
vectors, plasmids)
4. Animal sources: [Recombinant aster and working Eormulation. fill
transgenic proteins, ATMP's ic bank 20 » TR
Recombinanf
t5r ai:;ne; ii(:)urc:.es. proteins, vaccines, h‘ax:;;?:cdb‘::kmng o ation, filling
allergen
= :
Urine derived 3
16. Human sources ; P - lC@Hecnﬁn of fid’ Frormulation, filhng
Donation,
Gene therapy: i -
ically modified [Foco s & Formaul |
genetically testing of starting ation, filling
cells 3
11
Donation, : ’ o
Somatic cell th procurement and  [Establish MCB, R e, Forrmalation,
omatic cell therapy e WOR or cell stock combimation with combination, I
. g non~ellular
tissue / cells ! )
7. Human and / or  |Tissue engineered  [Donation, Imtind processing, ' Yormulation.
animal sources
lproducts procurement and 1solation and combination, fill
lceltisolation, |} =
ing of starti [purification, : AL,
testing of starting ostablish combination with
n-celhlar
tissue / cells® MCB, WCB. pnmary =
el stack

, Increasing GMP requirements

See Glossary for explanation of acronyms.
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MANUFACTURE OF MEDICINAL PRODUCTS DERIVED |EFOZERUEFMEHEE nna)ﬁﬁ
FROM HUMAN BLOOD OR PLASMA

CONTENTS B&

Glossary HEE

1. Scope 1. B FA#EE

2. Principles 2. =8|

3. Quality Management 3. mEEHE

4. Traceability and Post Collection Measures 4. FL—YEVFs R UE miE D s
5. Premises and equipment 5. ﬂﬁﬁ.&ff%ﬁ =
6. Manufacturing 6. §liE

7. Quality Control 7. REEE

8. Release of intermediate and finished products 8. FPﬂa'TﬂEﬁ&UE?, 28 SO HEHE
9. Retention of plasma pool samples 9. T—LINEH LTI DIRFF

10. Disposal of waste 10, BEEEWinE

|GLOSSARY HE

Blood ;%

Blood' means whole blood collected from a single (human)
donor and processed either for transfusion or for further

manufacturing.

i3 &3 E—D (ER) FH—pSRBLE2MTHY ., B
%IFERli'élatﬁjuld)b‘fhb\l:mfﬂé:hé’bd)'éﬁ

Blood component

i T %5

A blood cc:ompon'ent2 means a therapeutic constituent of
blood (red cells, white cells, piatelets and plasma) that can
be prepared by various methods, using conventional

blood bank methodology (e.g. centrifugation, filtration,
freezing). This does not include

haematopoistic progenitor cells.

MERE S LT HEER O M/ o DT %GRl 48,
BB, CEE AV, BB A E TSN M EDRE
B (FRIER, Bk, /MR GMEE) 2005, ShizlE
& M ATEEMAS 1 & 400,

Blood establishment

&S

A blood establishment’® is any structure or body that is
responsible for any aspect of the collection and testing of
human blood and blood components, whatever their
intended purpose, and their processing, storage and
distribution when intended for transfusion.

MBRER LEXED ES5EERE MTHB5EE. I:I-JIIIIK&B
FUMBRSORREVERICEE,NHY . BEEHHGE
TORATTONE, RESLURBICREEZASEHE
f"i@ﬁr&éo

Blood products 1in 7% B F|

A blood product® means any therapeutic product derived | 7S #* & FermE T MBREOEBRME LS,
from human blood or plasma. N

Fractionation, fractionation plant SHE., SETSE

Fractionation is the manufacturing process in a plant

* |(fractionation plant) during which plasma components are
separated/purified by various physical and chemical
methods such as e.g. precipitation, chromatography.

HEEFFDOBETOERS N ER L DEN R UL EH
HAE BIZE B, /0TSO~ EIZ &Y
ﬁg&;gnéﬁzﬂsw (FEFSUMIzET28ETE

Good Practice guidelines

Good Practice H A/ K51

|Good practice guidelines give interpretation on the national
standards and spechcatlons defined for quality systems in

blood establishments’.

Good Practiced 4#74Jliﬂiﬁﬁﬁﬂsluﬁﬁénn HBAT
él%..OL\TEﬁLT_.C’)EﬁRUEﬁLOL\'Ca)ﬂgnﬂé

Medicinal products derived from human blood or human
plasma

ErDERFEFORARO EE G

Medicinal products derived from human blood or human
|:|Iasma6 are medicihal products based on blood
constituents which are prepared industrialty by public or
private establishments.

i B O 3% e )RR A O R IS RRIO
%ﬁiﬁ-c-:%Eﬁf:?ﬂﬂéhf:ﬂﬁﬁiﬁ&&!:bf:E%E‘:'@

Plasma for fractionation

ﬁﬁlﬁﬁmgﬁ
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Plasma for fractionation is the liquid part of human blood
remaining after separation of the cellular elements from
bload collected in a container containing an anticoagulant,
or separated by continuous filtration or centrifugation of
anti~coagulated blood in an apheresis procedure; it is
intended for the manufacture of plasma derived medicinal
products, in particular albumin, coagulation factors and
immunoglobulins of human origin and specified in the
European (or other relevant) Pharmacopoeia (Ph. Eur.)
monograph “Human Plasma for fractionation” (0853).

SEFmME L, HBEROA--BHRNTERL-LAE
MoHIBERAERELERICER-EAERIZTFTIZLYR
[CHELTHRARELEIMN RO ZHREAE L E D58
KYLEL-ERRS THS. EER. FIZCrBEOTIL
Jzv . BEEFRUKES O CORERNTHY. EX
W (HeOBIFRE®) /A (Ph. Eur.) [ E AL i | (0853)
DE/TSTTHREShTIVS,

Plasma Master File (PMF;

TSZAIRAZ—=F74 I (PMF)

A Plasma Master File’ is a stand—alone document, which is
separate from the dossier for marketing authorisation. It
provides all relevant detailed information on the
characteristics of the entire human plasma used as a
starting material and/or a raw material for the manufacture
of sub/intermediate fractions, constituents of the
excipients and active substances, which are part of plasma,
derived medicinal products or medical devices.

FSATTARA=T7AN IR LT, BERFER
EORELIFNOLDTHD, COXRITMBREDEE
BXEERSBRO—BTHITELER T RUELRSOD
BHoaaE./ PHSE. SRS OBEDR-HOHENE
RU/XIZFEHELTERATIMBLEDOSEICETS
TRTOFMTIFRERH#T S,

Processing

T

Prc.v::essingB means any step in the preparation of blood
component that is carried out between the collection of
blood and the issuing of a blood component, e.g. separation
and freezing of blood components. In this Annex,
processing in addition refers to those operations performed
at the blood establishment that are specific to plasma to
be used for fractionation. '

MIikEmEOER,MSMERSOEFECOMIZTH
NOMEEFOBBOTATOERMEEKRT S, AZIE
MBERSOSERBUVEETHD. ATRYIATIE, T
[TV TIkESIhERR TRESh I SEICERShS
M IETFOBEIODVWTERT S, :

Responsible Persan (RP)

£%& (RP)

A person responsible for securing that each batch of
{(biological) active substance or medicinal product has been
manufactured and checked in compliance with the laws in
force and in accordance with the specifications and/or
requirements of the marketing authorisation. The RP is

equivalent to the EU term “Qualified Person” 9.

EFZI(ED) EEMEXREEROE/ yFHETE
nTW3EEE~FLAERTRIBOHRBRU ./ ERE
B> TWAIEERITHIEELZHLTLS, BEEE

EU®D FAEET Qualified Person)’ =245 3,

Responsible Person {RP) for blood establishment

mARRDEEE

A person responsible for ensuring that every unit of blood
or blood components has been collected and tested,
processed, stored and distributed in compliance with the

laws in force. This term is equivalent to the EU term

g 10
“Responsible Person” .

MERUVMEERSDEI-YFERTSNTLSEEIC
HEoTEHEL, REL.MIL, FRLRUERZELTLNSIE
ERITHHOREETHD. CORBISEVD AE
IResponsible Person)[=48 %330,

Contract fractionation program

ZHSEIRTSL

This is a contract fractionation in a national plant of a
fractionator/manufacturer, using starting material from
other countries and manufacturing products not intended
for the national market.

i REO R FE R EAOTRAT RS
EHETS. BNDSERE RERE S TORED
€ o

Note 1 For EU/EEA as referred to in Directive
2002/98/EC (Art. 3a)

¥1 EU/EEATIZEUFES2002/98/EC(B3%a) Col =N
TWaHE3IC

Note 2 For EU/EEA as referred to in Directive

¥2 EU/EEATIIEUFES2002/98/EC(E3%b) CEIHEH

2002/98/EC (Art. 3b) TLha&3IC

Note 3 For EU/EEA as referred to in Directive 33 EU/EEATIZEUIE$2002/88/EC(E3%e) TS| Hzh
2002/98/EC (Art. 3e) TWAHESIS .

Note 4 For EU/EEA as referred to in Directive ¥4 EU/EEATCIEZEUHE$2002/98/EC(HE35kc) CEIHEh
2002/98/EC (Art. 3c) TWW543I1S

Note 5 For EU/EEA as established in the Annex of 3¥5 EU/EEATIZEUIES2005/62/ECHAnnexTHIESAL
Directive 2005/62/EC- TWhWa&3IS

Note 6 For EU/EEA as referred to as referred to in
Directive 2001/83/EC (Art. 1 No. 10)

4r2001/83/EC(E 155 105) C5|
o]

¥6 EU/EEATIZEUE
Hsh Tl b L3I
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Note 7 For EU/EEA as referred to in Directive
2001/83/EC (Annex |, Part IlI, No. 1.1.a)

i¥7 EU/EEATIZEU%2001/83/EC(Annex 1. Part III,
No. 1.1.a) CEI s TLI\S ESIZ

Note 8 For EU/EEA as according to the terminology of
directive 2005/62/EC

*¥8 EU/EECI-RIL TIXI52005/62/ECOMEIRS

Note 9 For EU/EEA, see Article 48 of Directive

3¥9 EU/EEAIZESLT. EUTES2001/83/ECH BISER U

2001/83/EGC and Article 52 of Directive 2001/82/EC. 2001/82/ECEE525: SR

Note 10 For EU/EEA, see Article 9 of Directive ;ET10EU/EEAIZREL T, EU$E$2002/98/ECEIESH
2002/98/EC. _

1. SCOPE 1. B

1.1 The provisions of this Annex apply to medicinal
products derived from human blood or plasma, fractionated
in or imported into the country. The Annex applies also to
the starting material (e.g. human plasma) for these
products. In line with national Iegislation” the
requirements may apply also for stable derivatives of
human blood or human plasma (e.g. Albumin)
incorporated into medical devices.

1.1 F7RVIRAOHAEEENTSESALANIWMAS
nf-E LR SUIMBREDERSIERT 5, 7Ry
RlFThoOREOHRERE (EFDFLE) (BRSO
%. EDZES <> TEREAZESBBIHARAER
ErMAERISE MO R ELRER(RZEFLTS
ISHBERASNIS S,

1.2 This Annex defines specific Good Manufacturing
Practices (GMP) requirements for collection, processing,
storage and transport of human plasma used for
fractionation and for the manufacture of medicinal
products derived from human blood or plasma.

1.2 AFRyHX(X, R EIERATACFMEOER. M
I.GERUHEICOVWVTRUEMLER (ZhifFhFEE
mDEEITOVWTHEDGMPERBEEZREL TS,

1.3 The Annex addresses specific. provisions for when
starting material is imported from other countries and for
contract fractionation programs for other countries.

1.3 A7FvORT, HRRHAZRE, N CRALI-BA X
CiE0-HOERSEIOYSLIZETIBTEOETE
L TLVA,

1.4 The Annex does not apply to blood components
intended for transfusion.

1.4 Faryb3mm BMomiEES IS ITERLEL,

11 For EU/EEA as set out in Directive 2003/63/EC

11 EU/EEAIZEAL CIZEUTE$2003/63/ECTCREL TL S

2. PRINCIPLES

2[RRI

2.1 Medicinal products derived from human blood or
plasma {and their active substances which are used as
starting materials) must comply with the principles and

guidelines of Good Manufacturing Practice'> as well
as the relevant marketing authorisation. They are -
considered to be biclogical medicinal products and the
starting materials include biological substances, such as
cells or fluids (including blood or plasma) of human origin.
Certain special features arise from the biological nature of
the source material. For example, disease— transmitting
agents, especially viruses, may contaminate the source
material, The quality and safety of these products relies
therefore on the control of source materials and their
origin as well as on the subsequent manufacturing
procedures, including infectious marker testing, virus
removal and virus inactivation.

| BHB. #O T ChoOREDRERURSHEL, B

21 AR FErDERREER (RUHERDE (R
H)ELTHRAShLEEDE) IEETI8LERTREL
FEHRIZGMP D BB R UH A RScvizttbiithidas
Gy, FhoTEYENBFHERBERLINE R
RIEFEBEOLITEYFERBEEEL . BALKELE
REHOEDENHECERT 2. AL, ER—E
HOBRE., FITVMILRTRERHEESET 6N

EX—N—RE, VAVARERUIILAFEMLES
Lﬂ’)%%a)&OJME&EEJE*#&UEﬁG)‘%El:ﬁE#LT
‘ o
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2.2 In principle active substances used as starting material
for medicinal products must comply with the principles and
guidelines of Good Manufacturing Practice (see 2.1). For
starting materials derived from human blood and plasma

national'® or international requirements for blood
establishments involved in the collection, preparation and
testing are to be followed. Coliection, preparation and
testing must be performed in accordance with an

appropriate quality system”' and for which standards and

specifications are defined. Furthermore, the national'” or
international requirements on traceability and serious
adverse reactions and serious adverse event notifications
from the donor to the recipient should be applied.
Reference is hereby made to international guidelines as
defined in the addendum. In addition the monographs of the

. 16
relevant Pharmacopoeia = are to be observed.

22 RRICLTEESOHEREELTERSWIENEYD
BIXGMPORARUH AKSA &2 EFLAETRIERLA
WIS erE R MR REO HERAIZEBL T
BN, ANRURECEDIMERERICHTIE XX
B ERBHEICHES &GS, B0, BEREUVEE
B RELATL RUREESh =R ERUREIC
fE-TEELBITNIEGSEN, Eh(c, FF—hoLET
UhADM—HE )T I ERGEVERRVEELRF
FESOBHHIZS>LVTOE X ZERNLGERERE
BHRTHCE BB TRENALSLEBRAAIRFSIUHE
?gc#&b't'&éo SLICERA  OE/FSTINEET

2.3 Starting material for the manufacture of medicinal
products derived from human blood or plasma imported
from other countries and intended for use or
distribution within the country must meet the national'’
standards.

23 REPCBAL. ERCERXERESE5LP0L
biAEX ZMEEREOEESOEEOHERETE"" O
B E- AR IEEE,

2.4 In the case of contract fractionation programs the
starting material imported from other countries must

comply with the national or ~3quiv.alent18 quality and safety
reguirements for blood components. The activities
conducted within the country must fully comply with GMP.

Consideration should be given to national'® standards and
specifications relating to a quality system for blood
establishments, the traceability requirements and
notification of serious adverse reactions and events and
the relevant WHO guidelines and recommendations as
listed in the addendum.

24 ERHEIO5SLOGES. OEMBASHLH

RERIMERS-ETIEORIZASO RERUE

2EREBIHIZHEDLLGZTNIILGLLGL, ERTREL-E%
[ISE2IZGMPIZTEh AT IR S0, MEERI—XHT S
REATFL FML—FE )T OEREREVEELRIE
BRUESOBTHICEETIEO RERURELET

I BIZEFOoN-BEOHEWHODHAFSA L R UE)

EEERETAESTHD
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2.5 All subsequent steps after collection and testing (e.g. -
processing (including separation), freezing, storage and
transport to the manufacturer) must therefore be done in
accordance with the principles and guidelines of Good

Manufacturing Practice®. Normally, these activities would
be carried out under the responsibility of a Responsible
Person in an establishment with a manufacturing
authorisation. Where specific processing steps in relation
to plasma for fractionation take place in a blood
establishment, the specific appointment of a Responsible
Person may, however, not be proportionate given the
presence and responsibility of a Responsible Person of the
blood establishment. To address this particular situation
and to ensure the legal responsibilities of the Responsible
Person are properly addressed, the fractionation
plant/manufacturer should establish a contract in
accordance with Chapter 7 of the GMP Guide with the
blood establishment that defines respective respon5|b|I|t|es
and the detailed requirements in order to ensure
compliance. The Responsible Person of the blood -
establishment and the Responsible Person of the
fractionation/manufacturing plant (see 3.5) should be
involved in drawing up this contract. The Responsible
Person should ensure that audits are performed to confirm
that the blood establishment complies with the contract.

25 EMEUVBREOROTATOIRNI (HEES
L) B, RERUHEERF~OHRTL) (FGMP D [F
BIBUHAFSAUIH>TITh AT hiZas i, B,
NoDERGHEHFTOHIEROELEZOREIOT
TEESND. FEO-HOMNEICERET2HEOMNLT
IR MERZANTITHOIDES, BEEOREITES
TMEEROEETEOFERVESICHLTTHLELT
ELY CONFHLRRERRLETEOZNESERAS
SEEBEYCRA, SEIE  HERMIEANERIT
A-ODOELOEFRUEHASN-BERERERETH
F=, MEEREGMPH AR DB TRELZETLI-BHEE S
& MABROEEERUSE.NETIHG5838) 0D
BEEICOZNROERICEL AL, BEELMNE
BRI RS TNDILETEE T A-DICEREEE
LTWBZEERIT L,

2.6 Depending on national legislation, specific requirements
for documentation and other arrangements relating to the

starting material of plasma—derived medicinal products are
defined in the Plasma Master File.

2.6 BIOEBRFNLL C. MIRAEER MO BREREI-
I%Q:E'é‘é}‘ci‘lt&lﬂlﬂﬂ)iﬁﬁé HENDEREEE, 75X
TRIAR—ITIFPAINTHRETHL.

Note 12 For EU/EEA this is laid down in Commission
Directive 2003/94/EC and the EU Guidelines on GMP
published by the European Commission.

FE12EU/EEAIZ DN TN ER S REL-ZE 25
%20%3/94/EC&UGMPI:‘JL"CO)EUﬁ*I’Fa'I"/‘EiEEL
T3,

Note 13 For EU/EEA requirement for the collection and
testing are defined in Directive 2002/98/EC.

X13 '#*HR&UEEI:JL\'EU)EU/EEAG)?*EIEI:':)l,\
TIXEUE$2002/98/ECTHRELTLVS,

Note 14 For EU/EEA standards and specifications for
quality systems are defined in the Annex of Directive
2005/62/EC and interpreted in the Good Practice
guidelines referred to in Article 2 (2) of Directive
12005/62/EC.

F14 REBELATLIZOVWVTOEU/EEANEER URIBI
DULVTIZEUHE$52005/62/ECD T Ry XA CEERLEUES
2005/62/ECD 2R T AESNTWBGMPH RS A
TREHLTNAS, :

Note 15 For EU/EEA requirements on traceability and
serious adverse reactions and serious adverse event
notifications are defined in Directive 2005/61/EC.

F15 FL—HE )T RV EEL R ER R R
EEROBEHI-ETAEUV/EEAQEREIRIZEVIES
2005/61/ECTEBR=NA TS,

Note 16 For EU/EEA this is the European Pharmacopoeia
as defined in Directive 2002/98/EC.

3X16 EU/EEAG):I:#fiEUP‘Azooz/ga/Ec'cEﬁénf
WALSICRRMBA THD,

Note 17 For EU/EEA these standards are equivalent to
Community Standards and specifications relating to a
quality system for blood establishments as set out in
Cammission Directive 2005/62/EC (Recital 6; Article 2(3)),
the traceability and serious adverse reaction and serious
adverse event notification requirements as set out in
Commission Directive 2005/61/EC (Recital 5; Article 7),
and the technical requirements for blood and blood
components as set out in Commission Directive
2004/33/EC (Recital 4; point 2.3 of Annex V).

|DiEEs) TRESh TV —HE YT B U B R

17 EUV/EEAQOChoDEEZIFRS
2005/62/EC(EE 24 (3) wﬁﬁ#s)‘ciﬂﬁénu\ém:ﬂﬁaﬁ
ST HREATL, EUEBSIES2005/61/EC(ETE
oy
FRRUVEELGEESEROBTHOEREIEHNZEY

ZBRRIES2004/33/EC(T R YIAVD2IBED £ 4) TR
EShTWAMERVMAR S BT SR EREIE
ICEETIRASEERUVRELASTHS, :

Note 18 For EU/EEA reference is made to the quality and
safety requirements as laid down in Directive 2002/98/ EC
and in Annex V of Directive 2004/33/EC.

;18 EU/EEADBHBIZEUIES2002/98/ECR AEUIES
2004/33/ECOTF Ay ZAVIZRESN TWA LB RUR

EMDERBRICDONTIRAS,
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Note 19 For EU/EEA considerations should be given to the
Community standards and specifications relating to a
quality system for blood establishments set out in
Commission Directive 2005/62/EC and the traceability
requirements and notification of serious adverse reactions
and events as set out in Commission Directive
2005/61/EC.

319 EU/EEAIZDULVTCEUE B L HE2005/62/ECTHRE

LTWAIMEBERIcHT2REVATARVEUEASE

£2005/61/ECTRESh TSN —HEYTAETIZE

EGRERRVEELAESROBITHHOEREIRICHE
TEHLEESBRERVRBEERTRETHS.

Note 20 For EU/EEA the requirements of Directive
2001/83/EC apply.

20 EU/EEAI= DU\ TIZEUFES2001/83/ECHODERE
HEERT 5.

3. QUALITY MANAGEMENT

3 DDE“IE

3.1 Quality management should govern all stages from
donor selection in the blood establishment up to delivery of
the finished product by the finished product manufacturer.
Traceability of each donation up to and including the
delivery of plasma to the fractionation plant should be
ensured by the blood establishment through accurate
identification procedures, record maintenance and an

. . . Lo
appropriate labelling system according to national® or
international requirements, and should be maintained
during further manufacturing and distribution of final
products by the manufacturer.

3.1 nnﬁgfiliﬁﬁﬂnﬂmﬂﬁiﬁb{m;&ﬁﬁﬁﬁﬁm|‘

FT—OBANEBREUSOEZETCOTATOILIEEE
H$ Al GBS0, RUMBENSETSUMET
5O —YE) T X MBE BRI LY IEEFELERIF

IE. BEORBRUE X IZERMLEERERIz#of
BYLESANERRVATAIZIYRESh ., BEEEICK
%z‘:.’ﬁ@ﬂ& OHERUVEEOBETHREPICEHBTS

3.2 Blood or plasma used as source material for the _
manufacture of medicinal products must be collected and
processed by blood establishments and be tested in
laboratories which apply quality systems in accordance
with national® or international standards. Reference is
made to documents listed in the addendum. The blood
establishments have to be authorised and subject to
regular inspections by a national competent authorityza.'
Contract fractionation programs have to be notified to the

competent authority by the manufacturer?®.

I EEGORBELTERSNS M AR XM MmERE
EAERLMIL. B2 IZERSMEE - BB
AT LEFERTHRBRBEACRRLAThITASEL, 18
BIoB#F-XEESBOL, EHRIHFTEET, B
DHBPIZLPERMNEERER T LIThELESE, 2
E%fi@?nfj’ihliﬂi‘&%%“ﬁ%%lzﬁ (HHLAETAIE
ENEYAL AN

3.3 If plasma is imported from other countries it should
only be purchased from approved suppliers (e.g. blood
establishments, including external warehouses). They
should be named in the specifications for starting materials
as defined by the fracticnation plant/manufacturer, and
be accepted by the competent authority (e.g. following
an inspection) of the importing country and by the
Responsible Person of the importing fractionation plant.
Certification and release of plasma (plasma for
fracticnation) as starting material is mentioned in section
6.8.

33 MEFEZROEISHMATIES, RBEZIT-Hidx
EDOHMSBATHIE BRI AEBEEXSH-MK
R R RE XA E IS BEEEICIYRESh
-HERMICETAHRBICHVTERSN. BABOS
BERIZI>VORUBATISEI S FOEESICK
YERBERITH_ & HERHELTOMR (SEOHO
Jéni'ﬁ) O \WFIEBARUVHEHRIX 368 TR

3.4 Supplier qualification, including audits, should be
performed by the fractionation plant/manufacturer of the
finished product including test laboratory according to
written procedures. Re—qualification of suppliers should be
performed at regular intervals taking a risk-based approach
into account.

34 BEFENH, REFFOREIFIREICHEoFEH
BHEESH-BREKOSEIIU L RERENE
Wt bl HERBOBREERIRIEREA7IO—
FEEZERLI-HRTEMMICRET S,

3.5 The fractionation plant/manufacturer of the finished
product should establish written contracts with the

35 BBERSOTE IS B ER R RS TS

A EEICESBROHETICL. MERTHROE

supplying blood establishments. As a minimum the following | BTIRBE BT 5 &,
key aspects should be addressed:
— definition of duties and respective responsibilities —i?ﬁ&l}%hkﬁfﬁ?’éﬁﬁd)ﬁﬁ

— guality system and documentation requirements

—REVATLRUXEICD L\'C.Z\E&éh6$lﬁ

— donor selection criteria and testing

FF—OEREZRUEBE

- requirements for the separation of bicod into blood
components/plasma

-MEOMERS  DFE~DSREIET 2ERER

— freezing of plasma

-3 DREE

~ storage and transport of plasma

—MEQEERUVRE
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- traceability and post donation / cellection information
{including adverse events)

;ﬁrg-—&eu;mu(Ellfﬁﬁ?ﬁmrz)mu/ﬁm&w

The test results of all units supplied by the blood
astablishment should be available to the fractionation
plant/manufacturer of the medicinal product. In addition,
any fractionation step subcontracted should be defined in a
written contract.

AR R A CO Iy ORERR A BRE
BONETS b MHEERUEEENATTEHC
b Sbiz BRRLEAE TR RNETRE T 5oL,

3.6 A formal change control system should be in place to
plan, evaluate and document all changes that may affect
the quality or safety of the products, or traceability. The
potential impact of proposed changes should be evaluated.
The need for additional testing and validation, especially
viral inactivation and removal steps, should be determined.

36 FXLNEREE ATLRHEOEEBELIREE
RIS —HEYTAICHEERIELSHTATOEHEICD
WTHBIZILT, HALXEIL TS s BESh-EEIC
DWTHREEDHOIERENE TS L BMOBKBRE U
NYT=230 BIZOANADTFEEIERUVBRETRED
HEEEZHRTSHE,

3.7 An adequate safety strategy should be in place to
minimise the risk from infectious agents and emerging
infectious agents. This strategy should involve a risk
assessment that:

17 BRLELEOBRREREENROIAD EUHE
HMEOHRERNTHL5BI B, COBRMIET
BOURIFEEEL L.

- defines an inventory holding time (internal quarantine
time) before processing the plasma i.e. to remove look

back units®".

-3 ER O E R BRI (P50 RRERAR) 3 721

BIsor Sy A= RS B MRS 5

- considers all aspects of virus reductlon and/or testing
for infectious agents or surrogates.

~IALADREELET /X IRLEENEX X RARE
DBREOTATORBEAEETE2L,

— considers the virus reduction capabilities, the pool size
and other relevant aspects of the manufacturing
processes,

“DANZADBEFEOREN, TV XRUVESTED
ORI HIEEEERTHL,

Note 21 For EU/EEA reference is made to Directive
2005/61/EC and to Directive 2005/62/EC.

i¥21 EU/EEAIZD\TIZEUTRS 2005/61/EG&U¥E‘“
2005/62/ECTRARTLVD, -

Note 22 For EU/EEA reference is made to Directive

¥22 EU/EEAI=DUNCIZEUTE '2005/62/Eo~eﬁ«'cu

2005/62/EC. o
Note 23 For EU/EEA as referred to in Directive ;¥23 EU/EEAIZDL\TIZEUFES2002/98/ECTR EL T
2002/98/EC WDiE L)

Note 24 For EU/EEA it is the competent authority as
referred to in Directive 2001/83/EC.

3¥24 EU/EEAI=DUNCIZEUIES2001/83/EC TR B &1
TWDEE,

Note 25 Plasma units donated by donors during a defined
period (as defined on a.national / EU basis) before it is
found that a donation from a high—risk donor should have
been excluded from processing, e.g. due to a positive test
result.

E25 YAIDBNRF—H OB THBIZEH S MDA
ISHEOE (B0 EVDRAITHESh TLD) hizk

F—homshi-Mf1=yMIBEDREHERLLEIZ
FUMIMncRATHIL,

4. TRACEABILITY AND POST COLLECTION MEASURES

4,1 There must be a system in place that enables each
donation to be traced, from the donor and the donation via
the blood establishment through to the batch of medicinal
product and vice versa.

4 FL—HYEYTARUBEMEDEE

41 FF—RUBDA A CMBEREREEHL CERGD/ Y
FET. RUFOMFRIZDNT, BN &IZB BT EEA
DATLBRITRIEESEN,

4.2 Responsibilities for traceability of the product should
be defined (there should be no gaps):

42 BROFN—HE T\ TOREEHET 5 &
BN -E2HH > TIFESEL,)

— from the donor and the donation in the blood
establishment to the fractionation plant (this is the
responsibility of the RP of the blood establishment);

-MAEERI—HTEFF—RUBRMA S5 B 7’7JF$’C‘
(ENEMARROREEENEETHD)

—from the fractionation plant to the manufacturer of the
medicinal product and any secondary facility, whether a
manufacturer of a medicinal product or of a medical device
(this is the responsibility of the RP).

DBV CEEGOREEZRUCALNADZRE
EBETORDR. EESNIEASBOSEEE M,
bb&L‘(hhliEE%@ﬁEt&é)u

4.3 Data needed for full traceability must be stored

. . - . (]
according to national Ieglslatlcm2 .

43 xému—*ﬂ:’u-r«rr_;z@a-;-—suatla),f&“l._
H-TRELEThIERSAL,
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4.4 The contracts (as mentioned in 3.5) between the
blood establishments (including testing laboratories) and
the fractionation plant/manufacturer should ensure that
traceability and post collection measures cover the
complete chain from the collection of the plasma to all
manufacturers responsible for release of the final products.

44 (ASTHRALRATNSKSE) MAKR FREEES
L)RUSE TS HEXEEOMORNIT. MFOF
DALBRMSOHEFHRIZETDHINEXEICES
FTIHFDOITRTOREFREIERT SN —HEY
TFRUBRSBDOBEEZFRIITSE.

4.5 The blood establishments should notify the
fractionating plant/manufacturer of any event which may
affect the quality or safety of the product including serious

o LT .
adverse events and reactions® and other relevant
information found subsequent to donor acceptance or

release of the plasma, e.g. look back information”® {post—
collection information). Where the fractionation '
plant/manufacturer is located in another country, the
information should be forwarded to the manufacturer
responsible for release in the country of any product
manufactured from the plasma concerned. In both cases, if
relevant for the quality or safety of the final product, this
information should be forwarded to the competent

authv:.vrity29 responsible for the fractionation

plant/manufacturer as required by national legislation.

45 MABRIINBE T or B EEE B AEE
SR UEERT LI O EEERAFF—Z Ah &R
MO BERIC, PZIELy v EEE (RO
BIMNROM-FCEESS . WRORERUELEICE
EL L IFLBAONEIERLHS TS RETTUH
SEEREMNEICETTSIEE., WL RMENS
Sgsh-Haxit+ 2B THAHMEICETEZE5HE
EZICEL L BRURBORERTRLMEICRETLIE
Bl COBRIEDZSHDERIZUE>THEIS M
BlS R EF AN T UL IERER AT A,

4.6 The notification procedure as described in 4.5 also
applies when an inspection of a blood establishment by a
competent authority leads to a withdrawal of an existing
licence/certificate/ approval.

46 45 CHRCL B TEFIRE. Sl Lo MEmes |
OEEICIVEEOET . B RROBHELIZE-1:
BEIZHERT S,

4.7 The management of post—collection information should
be described in standard operating procedures and taking
into account obligations and procedures for informing the
competent authorities. Post—collection measures should be
available as defined in national or relevant international

, )
recommendations".

47 BREZEOEROETEIBEXEFIERICEREL. &
BADRBRTBIZOVWTORBERUVFIEEEREICAKSS
L EREOHEBZEOTERNLESE THESAT
LWAESIERREEEL THL{ L,

The blood establishment and the .
fractionation/manufacturer should inform each other if,
following donation:

MERRE VBT o . Ba s XL O 5
SEWLZHLEETE,

— It is found that the donor did not meet the relevant
donor health criteria;

_Apj-_ﬁ:pj-;ﬁﬁéﬁl:2‘@'@&%:&7&‘%#01‘:15_'

— A subsequent donation from a donor previously found
negative for viral markers is found positive for any of the
viral markers;

S T AT —F— BT T —Ho0E0
é@ﬁlﬂl‘@b‘ﬂ‘hi)‘@’b4)bx'~?-11—|:EELI1§T$'GEé
CEp ot i

- I is discovered that testing for viral markers has
not been carried out according to agreed procedures;

- The donor has developed an infectious disease
caused by an agent potentially transmissible by plasma-—
derived products (HBV, HCV, HAV and other non—A, non-
B, non—-C hepatitis viruses, HIV—1 and 2 and other agents
in the light of current knowledge);

—HR%E&JT-#IIIEEI-&-:‘C#4’JLZ?—1J—‘KE’£—%BEL,
stz ghot-iaa
—Fﬂ'—bfﬂﬂiﬁﬂiﬂﬂnnl-&‘)ﬁ%ﬂ'é_ﬁﬁﬁwﬁéﬁﬁ
FHREEROBREERIEL TS, (HBV, HOV, HAVRE TS
i FEA. JEB. FECHF & A LR, HIV-1 R UHIV-236 T2
f@wﬁﬁiﬂ’érﬁiﬂoﬁlﬁﬁ:)

- The donor develops Creutzfeldt-Jakob disease (CJD or
vCJD);

-Fr—at a4 Y2 )Lk a7 B (CDIIIVCID) & %

- The recipient of blood or a blood component
develops post-transfusion infection which implicates or
cah be traced back to the donor.

“MERIIMERDTDLE I IR F—IERA B S
RIFFF—io¥ R oTEE i m R fE & HAEL TLVA.

In the event of any of the above, a re—assessment of the
batch documentation should always be carried out. The
need for withdrawal of the given batch should be carefully
considered, taking into account criteria such as the
transmissible agent involved, the size of the pool, the time
period between donation and seroconversion, the nature of

the product and its manufacturing method.

EROVDTRADBEEEIC. \vFOXEOBFMZ
Y HE, HHT S/ VFOERDDBEMEICONT,
BRI HEREME. T—LoXES, Blletaa/—
CayOROHRE. ReEORFERUVEETZGEOEEE
ERLTIEFRERHTHL,
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Note 26 For EU/EEA this is for at least 30 years according
to Article 4 of Directive 2005/61/EC and Article 14 of
Directive 2002/98/EC. Both Directives are linked to Article
109 of Directive 2001/83/EC by defining specific rules for
medicinal products derived from human blood or plasma.

26 EU/EEAIZRIL TIZEUFES2005/61/ECHEAER L
EUIE42002/98/ECOH B4R LB EINELULTHS, T
EREFEMER (T MFREEE ST 3455455 A
’giﬂibft\%EU?ﬁ%zom/83/E00)$109§¢’:E§5§L‘CL\

Note 27 For EU/EEA reference is made to in Annex I part
A and Annex Il part A of Directive 2005/61/EC.

27 EU/EAAIZDUNTIZEUFES2005/61/ECHT RV A
D/ A—FARUTRyS2 M/ —FAZ S B,

Note 28 Information that appears if a subsequent donation

from a donor previously found negative for viral markers is

found positive for any of the viral markers or any other risk
factors which may induce a viral infection.

E28 LIANICO A NAR—h—ICBETH R F—hs

DEDRDBMTIANAERFSIERILIH0TFhh
D)4 VAI—h—ICBtERTH. oY RIER
R -1 B &I RN B1ER.

Note 29 For EU/EEA this is the competent authority as
referred to in Directive 2001/83/EC.

;¥29 EU/EAAIZDULVTIXEUfE£2001/83/ECCEIBEh
TLNLEBTHD,

Note 30 For EU/EEA referene is made to the “Note for
Guidance on Plasma Derived Medicinal Products” in its
current version as adopted by the Committee for Medicinal

730 EU/EAAIZDWWTIEFRAEERZER S (CHMP) AR
BRIRLEMANYEH L= BT O N R EER G (<DL T
DHARZADERITRARATINS, BRI

Products for Human Use (CHMP) and published by the CPMP/BWP/269/95T#Hd.
European Medicines Agency. Current version at date of

publication: CPMP/BWP/269/95.

5. PREMISES AND EQUIPMENT 5. ﬁ:ﬁﬂjﬁ

5.1 In order to minimise microbiological contamination or
the introduction of foreign material into the plasma pool,
thawing and pooling of plasma units should be performed in
an area conforming at least to the Grade D requirernents
defined in Annex 1 of the PIC/S GMP Guide. Appropriate
clothing should be worn including face masks and gloves.
All other open manipulations during the manufacturing
process should be done under conditions conforming to the
appropriate requirements of Annex 1 of the PIC/S GMP
Guide.

51 MET—N~DHEPERRINEDEOEBAFTE
INZT D=8, ML — v DREER VETRIZPIC/S GMP.
HAFDT RO R CREShTOWAEREHETHEDC
LT L—FDEBSFLTWNATYFTEETHCE, 741
A RRIVBRUFREEO TRV ERER BT HL,
HETEPODITATOHOBERROEIEILPIC/S GMPH
%@%7_**;711maﬁ?éEXEIﬁ&ﬁ%‘Lft\éﬁiﬂ
i j‘— o

5.2 Environmental monitering should be performed
regularly, especially during the ‘cpening’ of plasma
containers, and during subsequent thawing and pooling
processes in accordance with Annex 1 of the PIC/S GMP

Guide.

|52 BBE=R) 7£E BRI IR0 BRl

FRUTOEDBERVT I FTOIRIZEINT.
PIC/S GMPAHA KD F Ry A N> TERTHo L,

5.3 In the production of plasma—derived medicinal
products,- appropriate viral inactivation or removal
procedures are used and steps should be taken to prevent
cross contamination of treated with untreated products.
Dedicated and distinct premises and equipment should be
used for manufacturing steps before and after viral
inactivation treatment.

53 MEREERGOBERIC, BUEIAIINAFEE
ERUVREZRN, LBRACRNBHSITLEIZXE

BEBILTEFREZRBLIE. EHOMAONBEDESRER
g%ﬁ;&v AILATEECNBEONBOMNETECHEA

5.4 To avoid placing routine manufacture at risk of
contamination from viruses used during validation studies,
the validation of methods for virus reduction should not be
conducted in production facilities. Validation should be

1

g . . . 3
performed according to international recommendations™ .

54 \UF—SasEBRPICERT 50/ LADLDBE
D)RVNZELSNEEERITHH, TMILADBES
EONY T3  (FEERE TREL TIEADAL, /3y
T—iavIERNABEY IR TREET AL,

Note 31 For EU/EEA reference is made to the “Note for
Guidance on Virus Validation Studies: The Design,
Contribution and Interpretation of Studies validating the
Inactivation and Removal of Viruses” in its current version
as adopted by the Committee for Medicinal Products for
Human Use (CHMP) and published by the European
Medicines Agency. Current version at date of publication:
CHMP/BWP/268/95.

731 EU/EEAIZDVTIZEFAEEGRES S (CHMP) AF
FIRLEMAR R HLE=BEFEDOI 91 LR/ F—30 8
BRIZODVWTOHMFTVADER: Y9IV ADFEFLRUVE
EEN\YT— T EBROTFHFIVRUERITEATH
5. BHARIZCPMP/BWP/269/95TC#H 5,

6. MANUFACTURING

[E

Starting material

6.
H S R
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6.1 The starting material should comply with the
requirements of all relevant monographs of the relevant
Pharmacopoeia and of the conditions laid down in the
respective marketing authorisation dossier (including the
Plasma Master File if applicable). These requirements
should be defined in the written contract (see 3.5) between
the blood establishment and the fractionating
plant/manufacturer and controlled through the quality
system.

6.1 HERBITATOBRERADBEDEKRFERRV
BaoREhRER2EHEICEEIA-EH(BRYT 218
BIETSXITAZ—IPANLEEO TS E D
OERBETMEERRUSBETS5M REEEORM
?%@ﬁ’a%(3.5§E)FﬁiLﬂE&X%AI:*UEE#‘%:

6.2. Starting material imported for contract fractionation
programs should comply with the requirements as specified
in 2.4

62 ERFEIOTSLDE=OICBASh-HEREE
2ATHESh-ERBFIZHESC L,

6.3 Depending on the type of collection (i.e. either whole
blood collection or automated apheresis) different
processing steps may be required. All processing steps
(e.g. centrifugation and/or separation, sampling, labelling,
freezing) should be defined in written procedures.

6.3 FMOMAICI->T(Thabhbs2hiERMEEHT70x
LLZAOWT M) BREAMIIERAERSINS, TT
OMIIE(PIASEROIBEU ./ RITHHE, BRIEERR.
SANER., B ITFIEETRETHIE,

6.4 Any mix—ups of units and of samples, especially during
labelling, as well as any contamination, e.g. when cutting
the tube segments/sealing the containers, must be
avoided.

6.4 Fi—JWAOUE, BROBHEEEDERER |
Bz BISRAULBRPIZ A=V RUTEBHFEOLNLSE
SRS v b (I eV AN

6.5 Freezing is a critical step for the recovery of proteins
that are labile in plasma,

e.g. clotting factors. Freezing should therefore be
performed as soon as possible after collection (see the
European Pharmacopoeia monograph No 0853 “Human
Plasma for Fractionation” and where relevant, monograph
No 1646 “Human Plasma pooled and treated for virus
inactivation”, or other relevant Pharmacopoeia), following a
validated method.

6.5 FREIMEPTHREAFLZEDELLOTINVEL /AT
BEOBENOBEEIRTHD, #oT. BN\ T—h&
NEFEICH>T. BRERRICKRET S (BRMBEH
#% 0853FEFRO L E IR VBN TIHBEETESE
164618 T—iLah, DI AFFHEEABSh - M
FIRITHOBERAZER).

6.6 The storage and transport of blood or plasma at any
stage in the transport chain to the fractionation plant
should be defined and recorded. Any deviation from the
defined temperature should be notified to the fractionation
plant. Qualified equipment and validated procedures should
be used.

6.6 DETIUAANOHEFI—2ICHBTENNELHERRE
TOmMERVOBORERUVMZELRELRRT SC&.
HESN-EEIMOVLIHEERELSE S ML
B5IL, BRI WEBRUN)T—rEN=FIR
BEANSIE,

Certification/release of plasma for fractionation as starting
material

SEOHEREELTO MEORH. HFHUE

6.7 Plasma for fractionation should only be released, i.e.
from a quarantine status, through systems and procedures
that assure the quality needed for the manufacture of the
finished product. It should only be distributed to the plasma
fractionation plant/manufacturer after it has been
documented by the Responsible Person of the blood
establishment (or in case of blood/plasma collection in
other countries by a person with equivalent responsibilities
and qualifications) that the plasma for fractionation does

comply with the requirements and specifications defined in |

the respective written contracts and that all steps have
been performed in accordance with Good Practice and
GMP Guidelines, as appropriate.

6.7 DEO-HOMET. RRHEFOHEILHELSR
EHRTAIVATLRUFIERICI>TOHEFHIE. T
EhbHFHEFLOREMOBERAThOALZITAIE
Eoi, REIZKRLT,. PEROLENZ YT IEAE
[CHESh-EBREBRUBRARBICHLN. TATOIRES
GMPEUGMPH A FSA /- TRELI=&LVS T &% M

|REROREEICKY (RIMETOME.~ MR DR

DS, AEOEERUVEREETIAMIZLY) XXEL
Li=#OAMBLE TS BEFICEEETHE,

10
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6.8 On entering the fractionation plant, the plasma units
should be released for fractionation under the
responsibility of the Responsible Person. The Responsible
Person should confirm that the plasma complies with the
reguirements of all relevant monographs and the conditions
laid down in the respective marketing authorisation dossier
(including the Plasma Master File if applicable) or, in case
of plasma to be used for contract fractionation programs,
with the requirements as specified in 2.4.

68 FEFSOMNBATIRE. AR -—VFIBEZD

aEmTtﬁTGJT_&bI_Eﬁi#‘ﬁﬂlié:hécto EgE
[IMENTATORFERARUBA< DN ERTRIR
FBIHHEMHIC, RIIBESBEIOSSLCHERASH M
gggﬁ lattz.reiﬂién'cL\éiﬂtilﬁl:ﬁtatuéb\

Processing of plasma for fractionation

SEIQ-HOMmMBOMT

6.9 The steps used in the fractionation process vary
according to product and manufacturer and usually include
several fractionation/purification procedures, some of
which may contribute to the inactivation and/or removal of

69 FELECH NI IR AR EEE(C
SOTBHTHYNOEE IS HOLE. BRHNENSE
Th, ZOSEFERIERV/ RTBENLEFTLEOR

XICE®RT 5,

potential contamination.

6.10 Requirements for the processes of pooling, pool
sampling and fractionation/purification and virus
inactivation/removal should be defined and followed
thoroughly.

6.10 T—U T OIEICEHT ABREBR. J—ILALD
YL T E VIO E BREEIAILATEL /&
HBIZDOWTESICHELHESCZE,

6.11 The methods used in the viral inactivation process
should be undertaken with strict adherence to validated
procedures and in compliance with the methods used in
the virus validation studies. Detailed investigation of
failures in virus inactivation procedures should be
performed. Adherence to the validated production process
is especially important in the virus reduction procedures as
any deviation could result in a safety risk for the final
product. Procedures which take this risk into consideration
should be in place.

811 DA INAFEFIL IR CHEEAT 2AEL V) T—Fa

NEFIREEEFICHEFLIANRNNN)T—2a 0B BT
FRSNTRICHVERTRCE, IMIILATELROM
BIZBI 5B OMLTRELEERT Lo, LIHVESE
BMTH-TEBBERGEORLEDYRIELYSBEO T
F—hEh =B ETEOETFIEIANNRABRENBIZHENT
BIEETHS,

6.12 Any reprocessing or reworking may only be
performed after a quality risk management exercise has
been performed and using processing steps as daned in
the relevant marketing authorisation.

6.12 BMIXZIBRERD., mB)AITRS AN EERE
LE-RICBERT IRERFRBETHESATL\SNET
BERAWDIL,

6.13 A system for ciearly segregatlng/ distinguishing
between products or intermediates which have undergone
a process of virus reduction, from those which have not,
should be in place.

6.13 DALADEIRIBET - HaX L PEE L ETT
JHOLOLEVMI-FRL B3 52 X7 LERET

6.14 Depending on the outcome of a thorough risk
management process (taking into consideration possible
differences in epidemiology) production in campaigns
including clear segregation and defined validated cleaning
procedures should be adopted when plasma/intermediates
of different origins is processed at the same plant. The
requirement for such measures should be based on

international recommendations®. The risk management
process should consider whether it is necessary to use
dedicated equipment in the case of contract fractionation

programs.

6.14 FE2HYRSIRVAVITIOEAOERIZFE- T,
(Eﬂ_a‘al#é‘fﬁ“ﬂm&éﬁbﬂé%lﬁ?é)ihé;ﬁ;ﬁ
QmE / PHBEIAF—OITIHETHISh 318 S B
rﬁﬂﬁ&lﬁiﬂﬁéh N F—rEhi-%sFIEESH-
FooR—UBEFRRTE L, URIEEOEREIFL
BRSNS EHEZIHL. URITRAD AN TOERILE
EoEIOTSLDEE. ERRREERATILENDD
75\’&%1&?'6._&

6.15 For intermediate products intended to be stored, a
shelf-life should be defined based on stability data.

6.15 BT AREOHEPEBRI-OLCIE. REE

6.16 The storage and transport of intermediate and finished
medicinal products at any stage of the transport chain

TR E SN -REMMEREET I,
6.16 MEFT—OLVThOBRBICEWVWCTEEERDF
FHORUBRBGORERUVBEERELERTHIL,

should be specified and recorded. Qualified equipment and |ERMELFEESA-EBRU/\)F—rL=-FIEEERT
validated procedures should be used. Hod, '

Note 32 For EU/EEA, see Guideline on iE32 EU/EAAIZDLNTIE, EMEA/CPMP/BWP/125/04,
Epidemiological Data on Blood = Transmissible MEEEMEOREEICBIT2EET—2ZETIHAIES
Infections, EMEA/CPMP/BWP/125/04. 1%E8,

1. QUALITY CONTROL

1. nEEHE
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7.1 Testing requirements for viruses or other infectious
agents should be considered in the light of knowledge
emerging on infectious agents and on the availability of
appropriate, validated test methods.

71 IAILANFOEREDEOREOERBIBILE
LMEYE BT ANBORBEFEN T/ T—rShzR
BEHEOBRTUEREOBENEETHIE,

7.2 The first homogeneous plasma pool (e.g. after
separation of the cryoprecipitate from the plasma pool)
should be tested using validated test methods of suitable
sensitivity and specificity, according to the relevant

Pharmacopoeia monggraphsaa.

72 B—-RE—0E7—)\ (nMET—LHILOHEXE
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Note 33 For EU/EEA reference is made to the relevant
European Pharmacopoeia monographs (e.g. No 0853).

%33 EU/EAAIC DL I E RO RN A DB E TR~ S
(No 085375&)

8. RELEASE OF INTERMEDIATE AND FINISHED
PRODUCTS

8. PEEMEURKEROHFHE

8.1 Only batches derived from plasma pools tested and
found negative for virus markers / antibodies and found in
compliance with the relevant Pharmacopoeia monographs,
including any specific virus cut—off limits, and with the
approved specifications (e.g. Plasma Master File if
applicable), should be released.

8.1 DAILAR—H— /" REEZT>TIEETHLME
T—ILEETHY . BEOIANAhY M ZHEESHT-MA
ERADEERURBIN-HK (BLTIEBATITSX
IRARE—TPANGEE) ITEEL TSI EAHBAL =/
FOHUTTH L.

8.2 The release of intermediates intended for further in—
house processing or delivery to a different site and the
release of finished products should be performed by the
Responsible Person and in accordance with the approved
marketing authorisation.

82 SLI-MENTOMIREXLANOMER~DEE
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8.3. The release of intermediates and final products used in
contract fractionation programs should be performed by
the Responsible Person on the basis of standards agreed
with the contract giver and compliance with PIC/S GMP
standards.

83 ERSEIATSLTEHTAHTEEARUERE
SOHEIIERELEEL-EEEXREAPIC/S GMPD
HE(ZH->TEEENEET DL,

9. RETENTION OF PLASMA POOL SAMPLES

9. 7—INEHLTILOEEF

One plasma pool may be used to manufacture more than
one batch and/or product. Retention samples and
corresponding records from every pool should be kept for
at least one year after the expiry date of the finished
medicinal product with the longest shelf-life derived from
the pool.

—D OB NE—DUEDAYFRU/XFHGE
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10, DISPOSAL OF WASTE

[i0. =P

There should be written procedures for the safe and
documented storage and disposal of waste, disposable and
rejected items (e.g. contaminated units, units from infected
donors, out of date blood, plasma, intermediate or finished
products). :

EREY. EREGRRUASRmGERL-1=yh BRLE
Fr—@Enai=vh, BRVhOMmRE. mif, fERR
XIEBHRHARD ORETHOXELShE-RERUVLE
OFIRELHB L.

ADDENDUM

e

The Addendum lists EU-specific directives and guidelines
which give further guidance on specific topics or must be
implemented by EU/EEA Member States.
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Addendum

A) EU/EEA Member States have been obliged to implement the following Directives and guidelines:

1. for collection and testing of blood and biood components:

Directive/Guidelines

Title

Scope

Directive 2002/98/EC
of the European
Parliament and of the
Council

Setting standards of quality and safety for
the collection, testing, processing, storage
and distribution of human blood and blood
components, amending  Directive
2001/83/EC.

Art.2 Defines standards of quality and safety
for the collection and testing of human blood
and blood components, whatever their
intended purpose, and for their processing,
storage and distribution when intended for
transfusion.

Commission Directive
2004/33/EC

Implementing Directive 2002/98/EC of the
European Parliament and of the Council as
regards certain technical requirements for
blood and blood components

Defines the provision of information to
prospective donors and information required
from donors (Part A and B, Annex [I),
eligibility of donors (Annex i), storage,
transport and distribution conditions for
blood and blood components (Annex V), as
well as quality and safety requirements for

blood and blood components {(Annex V),

Commission Directive

2005/61/EC

Implementing Directive 2002/98/EC of the
European Parliament and of the Council as
regards traceability requirements and
notification of serious adverse reactions and
events.

Defines traceability requirements for blood
establishments, donors, blood and blood
components, and for the final destination of
each unit, whatever the intended purpose. It
further defines the reporting requirements in
the event of serious adverse events and
reactions.

Commission Directive
2005/62/EC

Implementing Directive 2002/98/EC of the
European Parfiament and of the Council as
regards Community standards and
specifications relating to a quality system for

Defines the implementation of quality
system standards and specifications as
referred to in article 47 of Directive

blood establishments.

iR

2001/83/EC.
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9. for collection and regulatory submission of data/information for plasma for fractionation:

Directive/ Guidelines

Title

Scope

Directive 2001/83/EC
of the European
Parliament and the
Council

On the Community Code relating to
medicinal products for human use.

Art. 2 Medicinal products for human use
intended to be placed on the market in
Member States and either prepared
industrially or manufactured by a method
involving an industrial process, covering
medicinal products derived from human

blood or human plasma

Commission Directive
2003/63/EC

Amending Directive 2001/83/EC of the
European Parliament and of the Council on
the Community code relating to medicinal
products for human use; Amending the
Annex on documentation of medicinal
products

Commission Directive

Laying down the principles and guidelines of
good manufacturing practice in respect of

2003,/94/EC medicinal products for human use andjmedicinal products for human use and
investigational medicinal  products for|investigational medicinal products for human
human use use

Art. 1 Principles and guidelines of good
manufacturing practice in respect of

EU Guidelines to Good
Manufacturing Practice

EMEA/CHMP/BWP/37
94/03 Rev.1, 15,
Nov.2006

Giving interpretation on the principles and
guidelines on GMP

Guideline on the Scientific data
requirements for a Plasma Master File (PMF)
Revision 1

EMEA/CPMP/BWP/12

Guideline on Epidemiological Data on

5/04 EMEA Guideline

Blood Transmigsible Infections
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B. Other relevant

documents:

Document Title ] Scope

PE 005 PIC/S GMP Guide for blood establishments |OUidance for GMP for blood
establishments

Recommendation No. R
(95) 15 (CGouncil of
Europe)

Guide to the Preparation, use and quality

assurance of blood components

World Health
Organization

WHO Technical Report
Series No 941, 2007,
Annex 4

WHO Recommendations for the production,
control and regulation of human plasma for
fractionation

Guidance on the production, control and
regulation of human plasma for fractionation,
adopted by the 56 meeting of the WHO
Expert Committee on Biological

Standardization, 24-28 October 2005

World Health
Organization, WHO
Technical Report

WHO guidelines on Good Manufacturing
Practices for blood establishments

iSeries, No. 961, 2011;

Reference should be made to the latest revisions of these documents for current guidance.

B. fth > EEESCE:
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