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MANUFACTURE OF BIOLOGICAL MEDICINAL EXYETSE RO
PRODUCTS FOR HUMAN USE
SCOPE £ B

The methods employed in the manufacture of biological
medicinal products are a critical factor in shaping the
appropriate regulatory control. Biological medicinal
products can be defined therefore largely by reference to
their method of manufacture. Biological medicinal products
prepared by the following methods of manufacture will fall
under the scope of this annex (1).

EYMFRIEFIOBRES AL, BYGRFEEETOLT
BEELGRFD—DOTHA, LI=A>T, EYEHHF DX
B IZTOHEREICEDVTRETHENTES, UL
TOREFEICIOTRESNIEYMFHIRFNARNE
DHRTHA,

a) Microbial cultures, excluding those resulting from r-DNA
techniques;

a) -DNARRT N 130N DL DERRS MAEMEE.

b) Microbial and cell cultures, including those resulting from
recombinant DNA or hybridoma techniques;

b) #B#Z DNAR M X (LA T F—<Hffihnigonsdd
DEFCHMEDRVOHRER,

c) Extraction from biological tissues

o) Wil A o D

d) Propagation of live agents in embryos or animals

d) EE-MEYMORER LB MR TDIEE

(Not all of the aspects of this annex may necessarily apply
to products in category a).

(BTIVaDHEHGBIZ AXEDTATOERMN BRSNS
EIFBRBELY)

Note: In drawing up this guidance, due consideration has
been given to the general requirements for manufacturing
establishments and control laboratories proposed by the
WHO.

E:

RKAAFT D ZRDERKICHT=>TIE WHOICKYIRESN -
F%iﬁfﬁﬁ%ﬁ&lﬁ%iﬁ%ﬁﬁI:’DUTG)-E&E‘]E*%IE%E-I-%%
,EL/ Zo

The present guidance does not lay down detailed
requirements for specific classes of biological products.

AAAZ D RTEYFHERNDYFAT EITFHMFER
ZEHRZEHELOTIHELY,

PRINCIPLE

= Al

The manufacture of biological medicinal products involves
certain specific considerations arising from the nature of
the products and the processes. The way in which
biological medicinal products are produced, controlled and
administered make some particular precautions necessary.

EWFNERIOEGEICEL. R\RVIRROEE L, 4l
BRENDELLD, EHMFHIRFOHE, EERVEE
DFEIZEY  LKODDERNTEABDETH D,

Unlike conventional medicinal products, which are
reproduced using chemical and physical techniques
capable of a high degree of consistency, the production of
biological medicinal products involves biological processes
and materials, such as cultivation of cells or extraction of
material from living organisms. These biological processes
may display inherent variability, so that the range and
nature of by—products are variable. Moreover, the materials
used in these cultivation processes provide good
substrates for growth of microbial contaminants.

WERDEEMRTIEZ MEARMICKY, 5ELGT—EtE
BELTRYBL-ELENFTRETH S, — 7 EYFHIRH
DEEICIE, MRBERCERN DB LW >-EYF
HAEIREVCEMBENEEND, EYFHTRRIZEIESR
DEELNHY ., BIEMDHEER CEEILAEETH D,
SO, EDBEIETERATIEMMBIL. MEMFED
HRZERESTDEHELLGD,
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Control of biological medicinal products usually involves
biological analytical technigques which have a greater
variability than physico—chemical determinations. In—
process controls therefore take on a great importance in
the manufacture of biological medicinal products.

EYFRIRFIOEEIT, BEEMFIDTEMERFD
A FD R TYIE - L ZVRE ICLE R TEEEA
REW, LEA>TEYZHRADOEETIE, TEANEE
MNEEICEETHD.

The special properties of biological medicinal products
require careful consideration in any code of Good
Manufacturing Practice and the development of this annex
takes these points into account.

AYFREFIORFEICEY . GMPREEEEICERT S
CENKDHOND, AXEDERIE. EDREZBELT

'??OT:O

PERSONNEL

AB

1. All personnel (including those concerned with cleaning,
maintenance or quality control) employed in areas where
biological medicinal products are manufactured should
receive additional training specific to the products
manufactured and to their work. Personnel should be given
relevant information and training in hygiene and
microbiology.

1LEYZFHRFZRETHT )7 TEKEEE S8 (B,
RIXIREEEICEARIDIEEED) . HET S M
BRUEBICEIL-BMANREZ TR0 ITE50, fEE
BI2E. BERVUHENICET SEERRRVHEFNE
ARHENG T NITESAEL,

2. Persons responsible for production and quality control
should have an adequate background in relevant scientific
disciplines, such as bacteriology, biology, biometry,
chemistry, medicine, pharmacy, pharmacology, virology,
immunology and veterinary medicine, together with
sufficient practical experience to enable them to exercise
their management function for the process concerned.

2HERVGEEEDEREEL. ZHTHITIEICOINT

DEBHEEZR-I =0, EF. £WF. EWRAEZR.
12, B2, WAIF, FEE DIV RAE REFRUOEK

EFFDORESFICHTOEVLHB S+ ERERER
EHEHOELT S,

3. The immunological status of personnel may have to be
taken into consideration for product safety. All personnel
engaged in production, maintenance, testing and animal
care (and inspectors) should be vaccinated where
necessary with appropriate specific vaccines and have
regular health checks. Apart from the obvious problem of
exposure of staff to infectious agents, potent toxins or
allergens, it is necessary to avoid the risk of contamination
of a production batch with infectious agents. Visitors
should generally be excluded from production areas.

SHERNDREMERICIKX. KEEDRBKEEZEELL
(THIXESHENTHAS, EiE, RF. ABRRUEYEAE
(ERB)FITOHOERERICHL. BEIZIGCTEYET Y
FoEiEEL. EHMICBRZENERING TGS
B, REENREMYE. BRALGER. XITTLILTY
SRS B EVSEHLNERERBDM ., BE/ Ny FHRREM
MEIZE>TELINDIRIERIBTHELLETH
5, BE. HEFITEET)ZICANTIEGELEL,

4. Any changes in the immunological status of personnel
which could adversely affect the quality of the product
should preclude work in the production area. Production of
BCG vaccine and tuberculin products should be restricted
to staff who are carefully monitored by regular checks of
immunological status or chest X-ray.

AREBDREFHIREIC. AROREICEZEFRIF
THEENOHAILEIENEL-EEIE. BET)7TOEE
MoNEHITNIELZESEL, BCGTOF U RUIIYNILIY) Y
HWROEE(X, REZHIKER I REXIRE SR % E A

B EZICKYFERECHERL TS KERICRELAT

nIEiEsiun,

5. In the course of a working day, personnel should not
pass from areas where exposure to live organisms or
animals is possible to areas where other products or
different organisms are handled. If such passage is
unavoidable, clearly defined decontamination measures,
including change of clothing and shoes and, where
necessary, showering should be followed by staff involved
in any such production.

SREEBF MERBDIBIC, £EF-MEMX T~
DIFTHIECYSH5T) 7o, HORKRITEGLME
PEH/RSTITIBELTIZELE, TDIIGHE A E
(FTONGWMERE L, ERRRUBY ORI, BEIZIGL
TIOvI—ZBUBD, EVOT-BAREIZIRE L=BRF*IRI
(1% oY b g (AERATYA AN

PREMISES AND EQUIPMENT

YR UHRR
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6. The degree of environmental control of particulate and
microbial contamination of the production premises should
be adapted to the product and the production step, bearing
in mind the level of contamination of the starting materials
and the risk to the finished product.

6.8 EHERICH ITAMPMFRUMEYDIREEIEDIEE
X, Hj%ﬁ*-l-o)/ﬁ%D’\JL&UT%%un’\@U‘Zajé%f
DLl AFESRVORETRISERLE TGRSR,

1. The risk of cross—contamination between biological
medicinal products, especially during those stages of the
manufacturing process in which live organisms are used,
may require additional precautions with respect to facilities
and equipment, such as the use of dedicated facilities and
equipment, production on a campaign basis and the use of
closed systems. The nature of the product as well as the
equipment used will determine the level of segregation
needed to avoid cross—contamination.

THEICESZEYREERIIRERBEICE T, £WF
MRABORFLEENILT S5, ERAEKS. FEFD
A, FvoR—VBE JO—XRORTLOMAZD,
BIMEFHRNBEELGDTHASD, XX EREEIZ N
BELRBEL ANV, SZEALROMERVMERYHEEIC
WLTRET B,

8. In principle, dedicated facilities should be used for the
production of BCG vaccine and for the handling of live
organisms used in production of tuberculin products.

8. [REIELT.BCGTIFUDHER N INILY) U ELE
SLEICERAT DESEMBERYRSIRIE. FRKRE
FERLZTNILESAE,

9. Dedicated facilities should be used for the handling of
Bacillus anthracis, of Clostridium botulinum and of
Clostridium tetani until the inactivation process is
accomplished.

RERE. RVI)XRE., BERBEICDOWNTIX, AiEMHEEL
IEb\%’i‘T?‘éifﬁﬁio)ﬁﬁ A G UL oY AN b F (N F CA=YAN
LY,

10. Production on a campaign basis may be acceptable for
other spore forming organisms provided that the facilities
are dedicated to this group of products and not more than
one product is processed at any one time.

10. ZOMDOFRAIZDONTIEL, BENCDEOHAE
ADLOTHY NEICERORSEZRELGNEEEN
2. FvIoR—UR—RADBEENFRIND,

11. Simultaneous production in the same area using closed
systems of biofermenters may be acceptable for products
such as monoclonal antibodies and products prepared by
DNA techniques.

1. E®/90—F LA R UDNAKMfiEFIAL-®RGE
DZEF. REEOIO—AF AT LEFALT. FALT
D7 ATREFICHIET S ENHFRSND,

12. Processing steps after harvesting may be carried out
simultaneously in the same production area provided that
adequate precautions are taken to prevent cross
contamination. For killed vaccines and toxoids, such
parallel processing should only be performed after
inactivation of the culture or after detoxification.

12. IREZOMIIX, BYLERXELFHEINELON
BHIEEEMIZ, ALEETIYT7ATRBICERTHED
TEB5, BT IFURUVMIAMRDBE . TD X515
fWI@%é%$%ﬁk%2@ﬁ%&t@ﬁ%ﬁ?é:

13. Positive pressure areas should be used to process
sterile products but negative pressure in specific areas at
point of exposure of pathogens is acceptable for
containment reasons.

EEMFNOMIICEBEET)7EZERLGTNIEES
7“a~L\7b\\FJ?1$E§E§7|‘\4/H HOBFEDIITIZDONT
(. HEADZEERIZEELHFESNS,

Where negative pressure areas or safety cabinets are used
for aseptic processing of pathogens, they should be
surrounded by a positive pressure sterile zone.

RERDERBREICEEIUT7ZXIELZEFvERVIERE
B335 E1CIE. ZORBIZEGENEREY — THbHA
(THIXTEBAELN,

14. Air filtration units should be specific to the processing
area concerned and recirculation of air should not occur
from areas handling live pathogenic organisms.

14 ZRYRHRIRIVTICEAROESRS
L. E%T:FJ’%W’EHXU?&DI'J‘)"b\ijT:
BOESIZLBHFRIEEBEL,

—yhERE
[AETEIRL
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15. The layout and design of production areas and
equipment should permit effective cleaning and
decontamination (e.g. by fumigation). The adequacy of
cleaning and decontamination procedures should be
validated.

15. BLET 7 LERIBDEE R VRET L. S RMTFFR
URRE BFHERE) NATREL LD TR RIS,
FARFIERUVBREFIEDOBETEICOLNVTNN)T—2avk
i RANG E (ALY A

16. Equipment used during handling of live organisms
should be designed to maintain cultures in a pure state and
uncontaminated by external sources during processing.

16. £E-AYRERYRIRICERAIIEEL. BEE
FRREE T, M DN LD FEALENRITIRE
[CHEFFTED LS. RETLA T NITESRLY,

17. Pipework systems, valves and vent filters should be
properly designed to facilitate cleaning and sterilisation.
The use of ‘clean in place’ and ‘sterilise in place’
systems should be encouraged. Valves on fermentation
vessels should be completely steam sterilisable. Air vent
filters should be hydrophobic and validated for their
scheduled life span.

17. BB, FRUAVL-T(LE—E, BREVREAL

’(oﬂ\é:olqﬁtﬂl HENABFNIELESEL, CIPRD

SIPVZTAO)*'JFH?ﬁ\t’E’iLL\ EERORIIRLIZES
BENARERBLD THITAIEESEL, R Dq)L2—

(XEKEEL., FETHERYBICOLT/NN)T— 30T
BIIENT=-tDTHBHZE,

18. Primary containment should be designed and tested to
demonstrate freedom from leakage risk.

- —RELADIZ V=V DYRINGENZEERFETE
B&IITERETL. RERLAE TN IEELE,

19. Effluents which may contain pathogenic micro—
organisms should be effectively decontaminated.

19. mERMEMEYESOTEEELHSHERIETEMIZER
ZLIRITNIRERSELY,

20. Due to the variability of biological products or
processes, some additives or ingredients have to be
measured or weighed during the production process (e.g.
buffers). In these cases, small stocks of these substances
may be kept in the production area.

20. AYMZEHERYOCIREICEIEBNRoNS=0, &
EIRRR, FISADRMY RIS ’DL\‘CanriXIi
MEBZLETNEGLED B EER) ., CO5EE.Ch
DYEDALY IV E HERFETRELTHEL,

ANIMAL QUARTERS AND CARE

YR BER R T DI

21. Animals are used for the manufacture of a number of
biological products, for example polio vaccine (monkeys),
snake antivenoms (horses and goats), rabies vaccine
(rabbits, mice and hamsters) and serum gonadotropin
(horses). In addition, animals may also be used in the
quality control of most sera and vaccines, e.g. pertussis
vaccine (mice), pyrogenicity (rabbits), BCG vaccine
(guinea—pigs).

21. RYADOF2 (HIL)  AERBZR(OIRUVYT),
ERFEIOFU (DX XOARUNLRE—), IiEFET
FRrAEY (D) E | SEIFELEYFH R SO EE(C
FAEREIND, FDIFEN. BAKITIFU(IHR).
EBMEME (VY X)) BCGIIFY (BILEYNEE . KER
SOMBERVIVIFUOOREERBIZEHWAFERASINS
BENHD,

22. Quarters for animals used in production and control of
biological products should be separated from production
and control areas. The health status of animals from which
some starting materials are derived and of those used for
quality control and safety testing should be monitored and
recorded. Staff employed in such areas must be provided
with special clothing and changing facilities. Where
monkeys are used for the production or quality control of
biological medicinal products, special consideration is
required as laid down in the current WHO Requirements for
Biological Substances No. 7.

22. EYFHBR S ORGELEEICHERIAEYERIE., &
EIVT7RUOESEIYTEMIZLEITNIEESEEL, FI5H
DHEEEHNBONIBMESVICREETERULEM
HERICERTL28MDBEREZ. E=2) T LTEHE
LEFNIEESEHEN, SOOI 7TEUEER(X, 4
A EEREEREFRBINLZ T NIELESHN, £
HMERDOEERNIAEETEICYILEFERT 55
X, XFTOWHOEMZF Y E EREIENo. 71IZEDHBNT
WBESIZHRLERENLETHD,

DOCUMENTATION
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23. Specifications for biological starting materials may need
additional documentation on the source, origin, method of
manufacture and controls applied, particularly
microbiological controls.

23. EMFRHREFREMOBREE(CL, iaT, BR. R
EHERVEEL L FITMENFHERICOVT. B
Mo EBLEEST DHEELNH D,

24. Specifications are routinely required for intermediate
and bulk biological medicinal products.

24. BEEIIEMFHIEFODREERV/ILOREEFNIZD
WTHLBEEBETHD,

PRODUCTION Hl&
Starting materials HFE

25. The source, origin and suitability of starting materials
should be clearly defined. Where the necessary tests take
a long time, it may be permissible to process starting
materials before the results of the tests are available. In
such cases, release of a finished product is conditional on
satisfactory results of these tests.

25 HREEHOHET. BRERVCESHZHEICREL
BEINIEEGEEN, REGHRICRVEHEET 515512
(. RERERDOAFANCHERMENMILTENEDLE
W ZOEIGIHEIT, RERBOHFAIBHIEIL. Hik
AEBROEHRESTHLET D

26. Where sterilisation of starting materials is required, it
should be carried out where possible by heat. Where
necessary, other appropriate methods may also be used
for inactivation of biological materials (e.g. irradiation).

26. HEFERMOBREANDBELIIZEICIE. ATRELZIRY ME
BEZERYT Do BWEICKLCT, B DBEENETTE (SR
RHGE) TEMFHEMNERFEILELTHEN,

Seed lot and cell bank system

O—ROycRUEILIN DD AT L

27. In order to prevent the unwanted drift of properties
which might ensue from repeated subcultures or multiple
generations, the production of biological medicinal products
obtained by microbial culture, cell culture or propagation in
embryos and animals should be based on a system of
master and working seed lots and/or cell banks.

27. HREBOHRZERFERELTOEXRLLLGME
HDEBNREELLGNES . MEMIEE. MIEEXIIRT
I CE R TOIBIETHEONIEYFEH R DR E
. Y RE—L—FOykET—F2 5 —ROvk, Xt
WINDI DU AT LIZE DI FNIERSEL,

28. The number of generations (doublings, passages)
between the seed lot or cell bank and the finished product
should be consistent with the marketing authorisation
dossier. Scaling up of the process should not change this
fundamental relationship.

28. O—ROYRXI(EZEILNU D LB G ED R D5
(fEh0, fE A EFEED (T, RFBARBEL—BLAETNIELES
B, IRRORT—ILT7YTOBLIOERNERELE R

LTIEABEL,

29. Seed lots and cell banks should be adequately
characterised and tested for contaminants. Their suitability
for use should be further demonstrated by the consistency
of the characteristics and quality of the successive
batches of product. Seed lots and cell banks should be
established, stored and used in such a way as to minimise
the risks of contamination or alteration.

29. O—ROYrRUERILADOITEENZOMESH ., &
ZZDHMEFREL. RERLLFNIEHESEN, O—F
AYrRUEILAVIDFERBESMHIZOVNTIE, SHICH R
DEHTH/\VFREIOEERVCRED—EHICKYESE
T2, FREVRIRIIEH)RINRMRICHTIZSNE LS
[2o—FRYrRUEILANUOZEREIL, RIFL. ERLAET
NIEHESEL,

30. Establishment of the seed lot and cell bank should be
performed in a suitably controlled environment to protect
the seed lot and the cell bank and, if applicable, the
personnel handling it. During the establishment of the seed
lot and cell bank, no other living or infectious material (e.g.
virus, cell lines or cell strains) should be handled
simultaneously in the same area or by the same persons.

30. —FAYk, BNV REBTHEEICIEETNG

FIOREBENFREINDS KIS, BYZHIESNF-IRE T,
O—ROYrRUVEILANDOREIL SN T IEESE0,

MEEINZITNIEESEND, D—FaykRUTEIL/AVY
DFEILHRIZ(E. B—T)T7RHRT, XIEE— A¥H. BEFIZ
thDEET-, HNIBREEOME (VLA HERXIE
MR L) ZMYK-TIEESALY,
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31. Evidence of the stability and recovery of the seeds and
banks should be documented. Storage containers should
be hermetically sealed, clearly labelled and kept at an
appropriate temperature. An inventory should be
meticulously kept. Storage temperature should be recorded
continuously for freezers and properly monitored for liquid
nitrogen. Any deviation from set limits and any corrective
action taken should be recorded.

31. o—FOyrRUVEILAVIDREEEETEDEILE
XEIZEEDHBITNIE LS, REDFITIEEHL ., A
[ZRRL. B EETCRELAITNIEGSEN, EEE
FHODFEZLHS>DTRET S, REREXAEENIS
A EFEMNICEERL. RABREEATIEEICITEYIC
BREEFXETE-F)JT5H, RESNTIBRIEL DR
RUREHEITTRTEEFLZITNIEESEE,

32. Only authorised personnel should be allowed to handle
the material and this handling should be done under the
supervision of a responsible person. Access to stored
material should be controlled. Different seed lots or cell
banks should be stored in such a way to avoid confusion or
cross—contamination. It is desirable to split the seed lots
and cell banks and to store the parts at different locations
so as to minimise the risks of total loss.

2. RSN REBDHEHERMYKZRSIZENTES, F
f=. BYEWIFEEEDEBD T TITHRFNIELSA
W REFEVEADT IV EREEEBLEFNIEESE0, &R
BEORIX. BG5S —FOyRpEILAUIIZERIPR R
FBENECHWNESIBAEREESHTNIEESEL, O—F
AYR BN INTRTERHOND RV ER/IMIT 1=
H.INDIFICLTEABIGFRICRET HoENEFELLY,

33. All containers of master or working cell banks and seed
lots should be treated identically during storage. Once
removed from storage, the containers should not be
returned to the stock.

33. REHIE. YREA=XIET—F25DERILNNVIR
Uo—FaybDITRTHOBERE. BEIDEIHICERYIK
S, —EREFESMMIYBLI-BERIE. ZELRESM
[ZRLTIEASELY,

Operating principles

EXIRAI

34. The growth promoting properties of culture media
should be demonstrated.

34. EH DIBTE(RE L REN H S EEEEBAL G T NIEE S
A

35. Addition of materials or cultures to fermenters and
other vessels and the taking of samples should be carried
out under carefully controlled conditions to ensure that
absence of contamination is maintained. Care should be
taken to ensure that vessels are correctly connected when
addition or sampling take place.

35. IEBERUVZTDMODBERADEHILEEYOFHM
RUY VT IVIREIL, BLOTUVRENFERICHIFIN
BES, FEFCEEINE-EFHET TERBLEFNIELS
B BMREVH TG DREICIE, BREMAERIZIELL
EBRINDESITSFELEITNIEESAL,

36. Centrifugation and blending of products can lead to
aerosol formation, and containment of such activities to
prevent transfer of live micro—organisms is necessary.

36. G OZEDHEAOEESTIE. I7OVILARET S
FnHHb, FoT EFELTLAMAEYHIRELA L&
5. CDEIEEEDHLAOILETHD,

37. If possible, media should be sterilised in situ. In—line
sterilising filters for routine addition of gases, media, acids
or alkalis, defoaming agents etc. to fermenters should be
used where possible.

37. AIRECHNIL. EEREDTFEMZRE T S, Al
HIBSX. BEMNICESEIZENTAH R, Eih, BB (X
TILAY) HARIGEDE=OIZ. AVFA VBRI ILE—F
FRTRE,

38. Careful consideration should be given to the validation
of any necessary virus removal or inactivation undertaken .

38 AN DIAIINABRERFFEEILETOIBENDLER
BEDN)T—2av[CHLTE ERRVEBERENRET
HBo

39. In cases where a virus inactivation or removal process
is performed during manufacture, measures should be
taken to avoid the risk of recontamination of treated
products by nontreated products.

39. AERIZOAMILADRERIERIIBREEITIEEIC
(X, REBFHSNRNEBEGICE>THFEINDIRY
AW 5ADUEFELLZFNITESE,
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40. A wide variety of equipment is used for
chromatography, and in general such equipment should be
dedicated to the purification of one product and should be
sterilised or sanitised between batches. The use of the
same equipment at different stages of processing should
be discouraged. Acceptance criteria, life span and
sanitation or sterilisation method of columns should be
defined.

40. HOXKT ST4—ELTIEIFTHEBENFAHSND
M. FOLSLBEBIXBEE XTI DORIAOBH(ICLTE
BéL. \FRITREXITEELETAIEGSEHL, BL
EEZELGOINEBEECTHERTHIZEIIEELILGL, BT
LOHAREE FAYR. REEXIIHEA EERE
LEIF IR SN,

QUALITY CONTROL

=]

AR E%EE

41. In—process controls play a specially important role in
ensuring the consistency of the quality of biological
medicinal products. Those controls which are crucial for
quality (e.g. virus removal) but which cannot be carried out
on the finished product, should be performed at an
appropriate stage of production.

41. EYEEFIOREO—EMHERIZIE. TERNERE
ARICEELGRANERT MELRAIR(VMILARRE
BREEMNRBREMTEERTELEVEEICOVTIL, &
DG EERBETEELRTNIEESAEL,

42. It may be necessary to retain samples of intermediate
products in sufficient quantities and under appropriate
storage conditions to allow the repetition or confirmation
of a batch control.

NFDEBEBRVRLTITON, BHEZEEITOICEMNHE
58T, FRBKD YU TIVDFENGEE . BEYGRE
EUTREITIDENHDTHSD,

43. Continuous monitoring of certain production processes
is necessary, for example fermentation. Such data should
form part of the batch record.

PIZITEEIRROLSITHEDEETIRIC DN TILES
TR WNRBETHD, TEDEIBT—RIIBLEFRLED
—EBELETFNITIESEL,

44. Where continuous culture is used, special consideration
should be given to the quality control requirements arising
from this type of production method.

EHIEEERATIEEIE. COXIGEEFENGIRE
JOMEEELOERERICTOVTRIAGERELHE
(FRILESAN,
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