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Quality Assurance
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Source plasma establishments should be inspected and approved by the
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competent national authority, the same is valid for plasma warehouses. In
general, a manufacturing license should be available for the source plasma
establishment  and any other kind of license for the source plasma warehouse.
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The manufacturer shall establish and implement an effective pharmaceutical
Quality Assurance System  (QAS). The QAS should be fully documented and its

effectiveness monitored.
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All parts of the QAS should be adequately resourced with competent
personnel. A source plasma establishment as well as a plasma warehouse

adequately  resourced with competent QA personnel.
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Sufficient competency should be acquired by corresponding training in all

relevant areas and certified according to the company’s own procedure.
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The  certification criteria (including the responsibilities) as well as the  contents
for the QA training and the requirements for the QA trainer should be defined

in writing.
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The QA person / QA specialist should not routinely be involved in
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manufacturing activities and  must be independent from production.

Therefore e.g. the Manager, the Assistant Manager, the head of production,
the head of a plasma warehouse or their substitutes will not be acceptable as
QA person  of the same establishment. The  independence of the QA
specialist should be demonstrated and defined, e.g. by  the reporting
line in the organization chart and the job description

EU53 AYAs AP35 AF +H0] Dot 220 AlIE HEs0
Of BTt YHMOoZ FJFHQI QRS THEHeLx| gtojop sirt

A7 | The QA person should have sufficient time during the working day to perform
the required QA activities.  Therefore the QA person should normally have no
additional responsibilities.

SEEZT T4 E2dm FIE EME #Estd HE 2ME =AM
OfOF StCf,
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A8 The necessity and frequency of regular QA checks should be defined in writing
and its performance documented.

Repeated Self-inspections  should be conducted as part of the QA System in
order to monitor the implementation of Good Manufacturing Practice and its
maintenance and to propose  necessary corrective measures.

A HAbE AREO| 27¥%t Z2Oo| me EE U|S 22 AKX
oo & Al=|O{OF SOt

A.9 | Self-inspections should be performed according to a pre-arranged program
(defining frequency and areas which should be covered) and by auditors
especially trained for this purpose.

Abdl HAR RO ZDE gtEe A" =X WEE 7IFT EAMQ QR A
A FME FHIStD QAOOF Lt WXL MAF CHY, AKX, ZEANE =
X 2Rt A HEY)O0| 7[MH [0 QUO{OF BhCt.

Records of such  self-inspections and any subsequent corrective action should

A10 be maintained. Documentation for official purpose (e.g. external inspections)

should be available.  This requires at least the date of performance, the area
inspected, the personnel involved and the letter of closure (date and
acceptance of  corrective measures).
TAHE= GALO| CHSHO(Of; H2ETAIL0AM HASts SEHEAA) S8
BAE F7IH2=2 HAISHO{OF oot ZADtb 2L FX 2 dR0=
ZAME FTBHOF St

A.11 | The facility should take part in proficiency testing on a regular basis and with

sufficient success, as far as testing is performed there (e.g. total protein testing
in the source plasma establishment). Any result less than the expected

percentage should be subject to an investigation.
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Premises & Hygiene
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An  actual floor plan (signed and dated) should be available with specification
of the single rooms / areas and their function. These are for source plasma
establishments at least the donor waiting area, donor interview, screening,

processing, storage of active donor files, storage of inactive donor files  plasma

as well as the flow of donors and the flow of donations. The floor  plan for

plasma warehouses should show at least the plasma receiving and loading area,
storage area for plasma, differentiated according to the plasma  status, storage
area for look back units and other rejected material and the  storage area for
other material.
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The facility must be designed  and of sufficient size in order to minimise the
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risk of errors and to avoid crossing lines

B.3
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The premises should include separate areas for donor selection (screening,
interview, physician’s room), plasma collection, processing, storage (materials,
plasma, biohazard, documents) and auxiliary facilities.
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Steps  should be taken in order to prevent entry of unauthorised people.
Therefore  back doors should be arranged in such a way that they may not be
opened from  outside without a key and unauthorized persons (including plasma

donors)  should be forbidden and prevented to enter production areas.

B.5
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Premises  to which donors have access should be separate from other working
areas.

In production areas where donors are available (e.g. donor floor), suitable
measures should be taken in order to avoid the possibility that donors may
have access to production material(e.g. softgoods) or manufacturing
documents(e.g. donor record files).

4o gojotRt dHl= nxt 2Fu M2 XS YA ?5tH =
oMol Ha 8 FX[22[7F 7hsotooF SfCh HQIEH, HIEOl &, MY =
L8 220 5 £2|ME|S OIS}
The layout of premises and equipment must permit effective cleaning and
B.6 maintenance in order to avoid cross contamination and build up of dust and
dirt.
Check the state of repair, e.g. paint work, cracks in floors, ceiling or walls,
door seals, etc.
NABE HA EM0] maf AES HASM Ha A AESJ0j0F 3 J[E0
2 L7of Bhit,
Premises should be cleaned and, where applicable, disinfected according to
B.7 detailed written procedures. The performance of cleaning and disinfection
should be recorded, also in the case when cleaning is conducted by an external
company.
A=2 =5, s tE =52 HeE YRSHEE 2A [0{0F SHot
Premises should be designed and equipped so as to afford maximum
B8 | protection against the entry of insects or other animals. Therefore doors to the
building should be hold closed and doors and walls should not leave a gap.
Y& e AU EME 50 U0OF S, M’<7(1|°I AL ot oY
Y, &2 gf, AL Z43Ho et AgsS 2ot QUofof ot Sl
HESHTUS AFEsHOr ot AL EM0f M2t dHE JYEE 7|E5I00F ot
Ct.
Pest control procedure should be defined in writing and cover at least the
B.9 frequency of performance, the areas, the method of application and the
pesticides in use. Only approved pesticides should be used. The documentation
of performance should give the information as defined in the procedure.
Contracts and invoices are normally no sufficient documents  with regard to the
required GMP criteria.-
b YoM et GOl HYl22 otF YR S=ETE XFE M
TG0l 2astojoF ottt 4FE HrlEE HY| 2 HY| ¥z 2 Ot
Aol 23S flet E=of EAHAOIXL Y W B2 51 ¢HE)O
X820 AOJOF otrf Of EEHO| Z7|= ARYTAIE0ILE FE AL
B.10 | of CHE AUt HZALX| forof ottt Z4FY H7|=2 XM F7|= o F
H7E 2YYS dAUS W HE{OF St

Biohazard  waste from the daily production should be stored at the end of a
day in a place with limited and designated access. Out of hygienic reasons a




separate room (not only a cage or an area within a room) should be
designated for the storage of biohazard waste until it will be destroyed or
shipped to a  destruction company. The arid condition of this room should not
be in  connection with other rooms of the source plasma establishment or the
plasma  warehouse. Frequency of biohazard waste pick-ups should be adequate

to the amount of biohazard per day.

c 71A4-24 2| e
Equipment
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C.1 | Manufacturing  equipment (as well as storing equipment) should be designed so

that it can be easily and thoroughly cleaned.

SMOHA HdE MOl et oot MRSt Azt =AM EEsto
Of StLY.

2 . . .
¢ It should be cleaned  according to detailed and written procedures and stored

only in a clean and dry condition.

MNEHE W Y28 YHl= LUz ME8M= e B E2510{0f o
.

C.3 | Washing and cleaning equipment should be chosen and used in order not to
be a source  of contamination. Therefore cleaning equipment should be stored
separately and not within production or product storage areas.

£d, 3, 715 59 FH(O; M2, d¥2gtE 714, dd7 2:4 §)
£ HEo Lo Q5o Fr|Hez ud 8 HYsta 7| EH.

Measuring, weighing, recording and control equipment (e.g. for balances,
plasmapheresis machines, centrifuges, thermometers) should be calibrated and
4 checked at defined intervals by appropriate methods, adequate records of such
tests should be maintained. Therefore calibration and routine maintenance

should be regularly  performed.

1% HHl= BAIE SHALE 4 790 HASHCH
C.5 | Defective  equipment should be removed from production or at least be clearly
labeled as  defective.
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71717t BEHo 2 AHEEHX| fegs 2a
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C.6 | SOP's should be available regarding the prior usage of equipment after the
detection that an instrument  was not properly working. The results which were

obtained with such equipment should be thoroughly investigated and




| appropriate measures taken if necessary.
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Donor Smtablllty and Acceptance

Details  for the deferral lists should be defined in writing.

Adits =7F 80| et dEE|0oF othh Adot AtEE ool tydez st G L= A HiX 7|
= T 0F0{OfF BhLt
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D.1 | Al donor identification procedures should be clearly defined in writing.

E9] BHF YA B8 HES Zodts oy EARY TS
zZoha ofdstz| s ALXtof oigh HESH MY o] SRSt 182
2 "X Qe MRS HAstH 13 Oy e =30 =elotct W H
WP It Fa A0 AA[SHCL

D.2 Adequate identification of a  donor is important, especially in order to prevent
acceptance of rejected donors or cross donation. Therefore each donor must be
positively identified  during the process, if necessary more than once. The first
identification  should be performed at the reception.

HE dExe Ugg NS UESFAA, (=9 F9MEETHS 5
= ZEHozM =HQISIO{OF otCh AR AMTIO| ZotEl IS4 2XM(0f, o,
SHUS|E, 2ol UEEHW Yurgor Husjct,

D3 First ~ time / prospective donors must offer acceptable (not expired) documents
for  identification purposes and proof the current address as well as (in U.S.A)
the Social Security Number (SSN). Any official document, as far as also the
donor's photograph is included (e.g. passport, driver's license or military ID)
may normally be regarded as acceptable.
gt dgXtol MES YA 7|ZEntgel FE(O; gz, 0|8 )2 =
QISHALE 2| = AN MES2= =Qlotet
Repeat donor must be verbally asked to give the required identification

D.4 | information (e.g. donor number, donor name etc) which can be checked in the
donor record file (as  far as there is also the donor's photograph available) or
provide the same official information as required for first time / prospective
donors prior to  each acceptance
HExto] FAKE Soleto] AFAH AN AYUS HE CNYXIZ L,
Only persons with a permanent place of residence should be accepted as

D.5 | plasma donors. The donor's local address should be checked by adequate
means prior to the acceptance of a donor, especially of a new donor.

MASA YR BXS| M | =8 22| SHO{OF SHit
Previously rejected donors [who are e.g. listed in a national / industry deferral

D6 list (in the U.S.A. the NDDR) or in acompany/source plasma establishment own
deferral listlmust not be accepted as donors. Therefore a careful and
unmistakable check must be performed in this respect.

oo | THHE ARE EAEIT




o g0l o2 CthAof 71X1(01I HE =4, 9 5 He AAL d A
8 70| HA Ky (finger stick) &) Ol ZLXIF LSt TIWE ZL G
AE= HEA7L AdRtel S =elstr)
D8 |In such cases where the donor is processed during the same session in
different  steps (e.g. weighing, taking blood pressure and pulse, finger stick for a
blood sample), performed by different employees, the donor identification  must
be repeated prior to each step of the process and by each of the employees.
sERo AYUHE AL, Y, W, NETENE 59 EAE EFA
The  determination of donor suitability should include the check of temperature,
D9 blood pressure and pulse rate as well as the total serum protein and the
haemoglobin / hematocrit, if not otherwise defined by national regulations.
E3 UR23E O[95E, AUNE, ANAH HBZAALE 14[0[0F SHLT.
Special note should be taken of under-nutrition and reasonable suspicion of
intoxication from alcohol or narcotic drugs. Additionally the donor's  appearance
D10 should be carefully taken into account, as well as a remarkable  weight loss
within a defined time period.
MReo TRo= gl 2 HHO| lojof 5t22 H& 7|=0 Wt
D.11 i . : N .
The  skin at the venipuncture site should be free from lesions including local
eczema, and therefore should be checked as an acceptance criterion.
S HHIE AF8dts ER0= 28 22 QAH o5 ¢ A UEs =
g = ACLt #3HAL 0= AN DI=el B2 SAMeIEE =
) H ZEZ AL BHOOF St
D12 The check of blood pressure and pulse rate may be performed by trained
personnel if an automated method is in use, the manual method should be
restricted to  the physician, the physician substitute or a nurse.
LYOILE HEO| 7|ES HOLts E2, 2AM2tE BXto| mal Xts3t FHH|
£ AH835tol 1 58 &+ ULk
D.13 | Retaken of blood pressure or pulse rate which is initially out of range is
acceptable by using an automated instrument if this is clearly defined in a
written  procedure.
HIEY SENO;, FE8)7F AT A0 AH E25tH, O oAk ™A H
D14 4o|2E 2T ZFo.
Abnormal  conditions (e.g. irregular pulse) should be referred to the physician in
charge who should have the final decision on whether the donor is acceptable.
Agxte] AR Y PN HM7t 2SEX BES F2l5H0{0F SHCt
Special  attention should be paid to possible mix-ups of blood tubes during the
D15 process of donor suitability (sample testing for hematocrit / protein).
=2 SUE AHT|FIEO 25t0] TIYEO{0F St 2t=2 £ AYHXIL &
d MYst HES TIATH AFEO| M ESH0{ofF BhLt.
For  the donor interview a pre-printed and approved questionnaire should be
D.16 | used. Immediately after completion, the questionnaire should be signed by the

donor  and in addition by the person who carried out the verbal interview or
who  checked the interview answers if it is the company’s policy that the donor

answers the questions in writing.




D.17

A GEcE 2xg NHAs B9, JUEUEsE S Sgd 700]
OFAEZ| O OF SHCF
There should be suitable donor interview facilities so that these verbal

interviews  are carried out in private.

Separate rooms for the verbal donor interviews will be normally regarded as
sufficient confidential. If the donor interviews are not performed in separate
rooms but in booths, these booths must be sufficiently separated from each
other in  order to prevent that a donor / prospective donor might listen to or
observe  another donor's interview.

D.18
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For  donor interviews which are performed in writing by the donors, adequate
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space  should be provided for the single donors so that they can make their

entries  in private.
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The  donor's medical history shall be evaluated by a suitable qualified person
trained to use accepted guidelines. This person should work under the

supervision of a physician.

D.20

HIE MO Aol Ao JA| HE QAOA 2ok, e At i
AL AN 22 SRR 20| ol T 28 WElch

Abnormal  conditions should be referred to the physician in charge who should
have the final decision on whether the plasma may be collected from the
donor.

D.21

0d SE7F 840l o7 7B 242 AFEE
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Only  persons in normal health with a good medical history should be accepted
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as  plasma donors.

D.22

TN EE ANH AE BE JIES E400

Criteria for a permanent or temporary deferral have to be observed.

D.23
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Physical ~ examinations should be carefully performed, at least prior to the first
donation and at regular intervals. Its performance should be documented.
Abnormal  conditions should be referred to the physician in charge who should
have the decision on whether the plasma may be collected from the donor.

D.24

Y, =4, Do do oisto] AR ChEoll Z=5tA 7| =8 FO{0F SHE A
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Any piercing of the body, acupuncture, or tattoos should be clearly documented
in  the donor record file (including kind and location on the body and date of

receiving).

D.25

H =24 modE 7o =AM Y= SH7F BIOHE, O AlEe
2 od BEYAXNZE MIlothy AFRLC/AE XHAOM 2ot =HRIM2
FoHO Ago SHZ ¥ + gtk

If  no proof can be brought that acupuncture, tattoos, or body piercing were




performed under sterile conditions, donors have to be temporary rejected. A
confirmation, issued by the studios / establishments themselves cannot be
regarded as acceptable proof for sterile handling.

desXefE S8AE HiMSH| fl5to] E=50| X2 &
Q|- B2[stoi0F BTt
D.26 | Medication might indicate an underlying disease, which may disqualify the

i
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donor.  Therefore an approved list of commonly used drugs, which regulates the

acceptability of donors, should be available and up to date.
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Plasma Collection (Donor Floor)
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Eating,  drinking and chewing is normally not allowed in any of the production

-2

E.1

areas, including the donor floor - except of drinking in case of a reaction -.
Therefore a juice machine or a drinking water fountain / container should not

be available in the donor floor.

HERE M SE0| 2P & Sl0(0F SLF &, AL AHlS] JIZ §
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Donors  should not have access to production material. Therefore they should

_—
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E.2
not be allowed to carry their record files (which are manufacturing documents),

the empty plasma containers as bottles or bags (which is packaging material) or
any other sterile material (e.g. Sodium citrate, Sodium chloride, needles) or  the
containers filled with plasma (product in the final container) on their  own.

dib BAOL HE 2 2FS UdE So RYLERRH 220 oot

£3 At every stage of production products and materials should be protected from
' microbial and other contamination.
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' The plasma container (bottle or bag) and apheresis systems should be inspected
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for damage or contamination before being used to collect the plasma.

#¥ 0|20 Z2fAE 8I(0] LfojME 2% RS HASC
E.5
Plastic  containers should also be checked after donation for any defect.

8719 ot A 7|E ZHFOIL LAY EROM HOH A2 Y
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Damage to containers and any other problem or deviations from normal
procedures which might adversely affect the quality of the plasma should be
noted and reported.

58 S0 ZE €F 87| 8710 THHs| RAL = 2SS 0[85t0 &
SHA| EA[SHOF BECE

E.7 During the whole process all plasma containers  should be clearly labeled with
the labels sufficiently fixed on the containers.
ctlo] SRRt A YR 2ot XAl 2M7F UAO{OF BHLY.

E.8 | There should be instructions available concerning the type of labels and the
method of labeling.
NELEHO SAE 2tEE S 3 g8 EME FHY = UA0OF ot X
Ol oI =0l Bz My Aol FEN F2(HHH), 8719 M= =, B
B 2E g8 F 8 E= 7, MEE E381He TR MY LAIF BEA
£|0f QUO{OF St
The labels on the single plasma units must enable to trace back to the

E9 individual origin of the plasma. They must bear at least the identification
number of the donation, the name and address of the collection establishment
(source plasma establishment), the batch number of the container, the storage
temperature, the total volume or weight of plasma, the type of anticoagulant
used and the date of collection.
FH 22 E Qo) 2EEVI EF d7 22l (A 7IEF B B
Mz #HsE 7|50t

E.10 In order to ensure traceability, the batch number of the bags or bottles and
apheresis system (as well as other sterile  softgoods) should be recorded.
HAXX HiX|o| 25 WAIE ¢let EXE OHEHStD EXMSHA T4t

E.11 | Procedures should be installed and thoroughly followed in order to avoid any
mix-up of softgood batches.
AA= BAMOl H2g = RlO{oF St &, RAKE e 70| 223}
K| 2OtoF St (YA|ZEtk) QHESH 20 EslofF ohtt

E.12 | Donors should not have access to softgoods. Therefore softgoods should
normally not be stored (also not intermediately) in the donor floor or at least
stored in a secure area.
Mo @M AR Jf7flof Chote] ChAl ot MRS =helottt F, AZA}
= 2oot A =l ZEO; At He, dALXt O|F S =Atel AN EAt
M 83t HHol 2hE 52 MSHof 5tnd, O|F HEA 7| & ot
CHZEOC, AL 7| S Mol ATt AL 228 XSt AUCZ
= O A MRS "HHOA " UL B0 S2OHA| ML
Each donor must again be positively identified  before venepuncture. Therefore

E.13 | the donor must be verbally asked to give the required identification information
(e.g. donor number, donor name etc. as defined in the company’s own
procedure)  which should be rechecked in the donor record file. Exclusively the
comparison of the donor's appearance with the photograph in the donor's
record file is not sufficient to "positively “ identify the donor.
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It is required that the donor identification and the venipuncture are  performed




by the same employee. The identification procedure must be defined in writing

and thoroughly followed.

Mg FHof 2ot AASD mESHE XS EOi0F St O BXF EM
2N &5t FEE O ACOF SHCf MY RN AZHO| AEHSHA Ot=2 =
£ o= A0l B3| S5t Arg MEO ek 22 AlZh2 ChEXT, Hof
= oMY @M 30=& OH27|E 7|Ch2{0F oot =H|E 220 HisS HY
ot7| "o £7t8tez AE2|X| ZOtof Stof,
A strict, standardised procedure for the preparation of the phlebotomy
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E.15 area

must be observed and clearly defined in writing. Of particular  importance is that

the antiseptic solution be allowed to dry completely before venepuncture. The

time taken will vary with the product used but

should be subject to a minimum

of 30 seconds prior to venepuncture. The

with fingers before the needle has been

prepared area must not be touched
inserted.
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E. 16
Collection of plasma by cell-separators (plasmapheresis machines) requires

adequately  trained personnel for operating such machines.
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E17 | The
controlled.

collection procedure should be clearly defined in writing and carefully

o 7ks MEl 3 AN xhF
Processing & Sampling
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' The processing area should be as enclosed as possible, preferably it should be a
separate room.
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' If there is no separate room for the processing area, there should be at least a
floor-to-ceiling wall,  separating the processing area from the donor floor, with a
closable window as a hatch for plasma bottles and donor files and a door to
the donor floor, if applicable
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F.3 | Donation  number labels must be re-checked independently to ensure that those
on plasma containers, sample tubes and donation records are identical. This
might be performed by a two (2)-person check or an additional check by
electronically measures.
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The  processing and sampling procedure should be clearly defined in writing and

F.4 carefully controlled. This includes specification for the maximum time period
between end of collection and start of processing and sampling.
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Samples should be representative of the unit from  which they are taken.

F.5 Therefore the contents of the part of the tube which still communicate with the
container  should be completely discharged into the container by stripping and
the tube allowed to refill.
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6 Any mix-ups of units and of samples as well as any contamination (e.g. when

cutting the tube segments) must be avoided.
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For the single types of samples (back up samples, PCR samples, samples for
virus marker testing) specific storage conditions (including the freezing
conditions, if applicable) must be clearly specified.
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If the test laboratory is not in the same  building / city as the source plasma
establishment, samples should be packed according to a defined procedure (at
least specifying the kind, number and arrangement of cooling / ice packs,

pretreatment of cooling / ice packs etc).

G.3
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The samples should be transported / shipped to the test laboratory under

defined conditions as specified by the test kit manufacturer.
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The sample shipment should be validated as to  guarantee stable conditions and
finally correct test results.
AH MF = MESHA FASIO ZIE YEE SfoF otCh EJ| EH
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G.5 | Samples should be tested as soon as possible after they are drawn in  order to
have the results at the earliest convenience, especially for the background of
Look back information.
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Plasma Freezing
SE2 €Y 9 =orEet HHE(C; 312xhe| 2+ fI5tY otF Fast HARM SR A VIEF =
oFgot Y THo| M=o AMEE EE2 MM Ol T =7tel 7IE0| wat ME5HA SZAIZICH
4 ddg= Yes | No H
o
HL1 2o SZOf ot Aeto] EMStE EAZ #EE O AO{OF BHLY
Freezing of plasma should be defined in a written  procedure.
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H.2 | As freezing of plasma should be performed shortly after collection, the
maximum time period between end of collection and start of freezing should be
specified, documented and carefully controlled.
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H:3 If freezing is performed by using a flash  freezer, this equipment should be used
according to the manufacturers’  specification.
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The temperature should be monitored on a regular basis (at least daily and
R prior to the first run per day).
SZ &80} 7|52 ot i Melet dF HRlE AR
H.5 | The single freezing processes should be documented and related to the units
which were treated in the same run.
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If freezing is performed in a freezer, the daily production should be located in
H.6 an area which meets the temperature  requirements as  shown by validation.
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Plasma Storage, Release and Transportation
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1.1

Freezers / freezing rooms should be protected from access by unauthorized
persons. Therefore they should be locked up  during the closing hours of the
source plasma establishment if external personnel may be present [e.g. cleaning
personnel outside opening hours, donors during opening hours (depending on
the location of the freezer)]. They  should also be locked up during nighttime in

plasma warehouses if external  personnel may be present.
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1.2 Out of hygienic reasons wooden pallets should be avoided in freezers / freezing

rooms because they might have to undergo wet cleaning or disinfection in

order to prevent any risk of contamination.
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1.3 Freezers  with automated defrosting must at least guarantee that the defined low
temperature is maintained during defrosting cycles.
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1.4 Freezers / freezing rooms -at least in plasma warehouses- should be connected
to a reserve power source (“back up power supply”) as well as to the main
supply.
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1.5 The  maintenance of the reserve power supply (e.g. back up generator) should
be tested at defined intervals.
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The freezers / freezing rooms should be equipped with an appropriate
temperature  recording and alarm device.

5 YAE B4H U9t NAH U5E o5 FPAL 4 U0J0f B,

I.7 | The alarm system should have both acoustic and optical signals.
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The freezer alarm device should be tested regularly, independently from any
“real” alarms. The tests should include the complete line from the probe /
sensor to the alarm company (if applicable) and should be documented.
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The alarm start temperature (alarm set) should be defined in writing as at lest
two degrees Celsius colder than the warmest (maximum) storage temperature.
The maximum acceptable response time should be defined.
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The temperature within the freezer / freezing room should be recorded
continuously. Special attention should be given to  the correct installation of the
temperature charts.

111
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Additionally a daily manual reading should be performed and documented.
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The maximum allowable difference between the automatic temperature recording
and the manual reading should be defined. The temperature charts as well as

the manual records should be regularly  controlled.
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Any deviation (e.g. gaps or overlaps /  overwriting) should be avoided as far as
possible. If a deviation occurs it  should be commented and approved in writing

by a competent person.
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Products others than plasma, intermediate  products from plasma or plasma
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samples should normally not be stored in the same freezer / freezing room.
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In case of a central plasma warehouse which is also in use for other frozen
products (e.g. food), at least sufficient separation should be secured to avoid
any risk of contamination.
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Separate (and sufficient) space should be allocated for the different types of
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plasma products and clearly marked as such. This labeling should be performed
outside the freezer / freezing room (preferably at or beside the door) and inside

the freezer / freezing room.

.17
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Plasma should be stored at -20° C or colder.
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The  specific storage temperature of plasma in the freezer(s) should be checked
and validated ("freezer mapping”) so that the required storage temperature  will
be sufficiently met.
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If the required storage temperature (-20°C or  colder) is inadvertently exceeded
for only one event and for not longer than 72 hours and the temperature was
at least - 5°C, the plasma may still be used for further fractionation. In any case
(even if no reclassification is  necessary) the customer should be notified about
this event so that he will be able to assess the plasma quality in case of more
than one similar  notification (e.g. warming up in the source plasma
establishment, in a  central warehouse or during transportation).

1.20

2 98 7l SU=E Aof B2 7|¢E EM= 785 SO0H0F SHot
The maximum storage times for plasma / intermediates from plasma should be
defined in writing.
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Written release and rejection procedures should be available for  materials and
products and in particular for the release for sale.
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Release of plasma or intermediate products from plasma should only be
performed by designated personal. Procedures should be in place to avoid any

mix-ups between unreleased and released donations.
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Transportation should be performed at the same temperature conditions which
are defined for plasma storage or the storage of intermediates from plasma.
Information should be provided to the manufacturer on how storage conditions
are maintained from the collection centre to the plasma warehouse and further
to the manufacturer.
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Plasma or intermediates from plasma should be transported by a system which
has been validated to maintain the required storage temperature over the

proposed maximum transportation time.
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The temperature during transport should be continuously recorded. In case of any
malfunction of the recorder, a back-up system should be in place, at least

guaranteeing a discontinuous  temperature control (e.g. every 15 minutes).
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.26 . . . . g
Trailers for plasma transportation should be suitable for their use at specified

temperature and their gualification completed  before they are taken into use.
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[.27 | The responsibilities for the transportation (e.g. by the source plasma
establishment plasma collection company, plasma  warehouse) should be clearly
defined.
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Storage of Reactive/Positive Units
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) Segregated areas should be provided for the storage of rejected, recalled or
returned  materials or products
MY fgdeag 25t As 2Ho| 7t € S2 Y| E= g2 N
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).2 Potential  highly active material should be stored in safe and secure areas until
they are destroyed or otherwise handled.
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Reactive  units should be stored separately and under lock and key.
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)4 Any further handling of such units (destruction  or shipment under defined
conditions to special consignees) must be clearly documented.
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Release & Storage of Softgoods
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Incoming softgoods should be physically or administratively quarantined
immediately  after receipt.

K.2
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Where the quarantine status is ensured by storage in separate areas, these areas
must be clearly marked and their access restricted to authorized personnel.
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Any  system replacing the physical quarantine (e.g. by a computerized system)

should give equivalent security.
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Damaged cartons should be carefully checked to detect possibly affected
softgoods. Such cartons should be clearly labelled; the check should be
documented.
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Manufacturers  of sterile softgoods (such as plasma container, sterile solutions as

Sodium  Chloride or Sodium Citrate etc.) should provide a certificate of quality

compliance.

K.6

-—

AEHTAE2 fle dHAMO chist & =ME2AM 8o S0tof o
Ch. §¥ME HO= of Y E%OI YEL Mz=gH, 78 &Y 7IE0I=2 8
s £

L20= usP)9 %# A CE? ststn QUO0{OF BiCt CE QB =
=] 4 H
=

OtO
N
MM
fjo

0

The source plasma establishment should define acceptance criteria for such
certificates in writing. These are at least the name of the material and its
manufacturer, confirmation of compliance with European Pharmacopoeia (in the
US.A. at least with the USP) requirements and the CE marking. |If there is no CE
marking available, further  information is required, including the composition of
the plasma container and its specification, a description of the sterilization
procedure and the site where sterilization is performed, information on the
production and quality control of anticoagulant solution. Furthermore it
should be confirmed that the materials are sterile and  pyrogen free.
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Responsible  personnel of the source plasma establishment should release these
sterile  materials for use in the source plasma establishment. The availability of
certificates with sufficient information should be the minimum criteria for the

release.
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Softgoods should be stored in designated areas which are not adjacent to a
pass  through, e.g. to a personnel entry or to an exit for biohazard waste
material.
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K9 Out  of hygienic reasons wooden pallets should be avoided for the storage of
sterile softgoods.
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K.10 | Softgoods  should be stored in an orderly fashion to permit batch segregation
and stock  rotation .
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K.11 | Storage  and use of softgoods should follow the first in / first out procedure,
the use of the expiry dates as an alternative inventory management technique is
also acceptable.
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It is important to ensure traceability between the plasma units and the sterile
softgoods which were used in order to collect the units.
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K13 Softgoods  not yet in use (for the daily production) should be clearly labeled as
such in order to avoid mix-ups with the current lots in use; alternatively the
current lots in use may be clearly labeled.
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K.14 | Softgoods should be stored under appropriate conditions established by the
manufacturer.
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K15 Where special storage temperature conditions are required (e.g. “room
temperature”)  these should be provided, checked and regularly monitored.
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K16 The acceptable temperature range should be specified in a written procedure.
Monitoring of room  temperature should be performed at least on a daily basis
using a calibrated thermometer.
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Complaints & Look Back Information
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All complaints must be carefully investigated and part of statistical evaluation.
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Written procedures must exist for recalling defective plasma units or units
suspected  of being defective.
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L.3 | These written procedures must encompass any look back procedures which may
be necessary.
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All complaints should be dealt with and investigated as quickly as possible.
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L.5 | Look back information must be forwarded to the customer if a subsequent
donation from a donor previously found negative for viral markers, is found
reactive for  any of the viral markers. These are actually HIV 1 / 2 (p24-HIV-1
Antigen, as  far as performed), HBsAg, HCV, including PCR test results.
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Look  back information must also be given if the donor develops CJD or did not
meet the relevant health criteria or if it is discovered that testing for viral
markers has not been carried out according to agreed procedures.
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The  mutual information system should also include information about any donor
who s subsequently found to have a risk factor for CJD, e.g. family history or
treatment with substances of pituitary origin or recipients of dura mater  grafts.
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The Look back period should include all previous donations for at least 6
months  prior to the last negative donation.
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The  search for the last negative unit should go back for 5 years prior to the
sample / unit tested reactive or caused the look back information.
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Look  back information should be sent to the customer (importer / fractionation

L10 facility) as soon as possible (without culpable delay).
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L11 Results of confirmatory / supplementary test results should additionally be

forwarded to the fractionating facility as soon as possible (without culpable
delay).
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Documentation
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M.1 Documents should be approved, dated and signed by appropriate and
authorized persons.
=M= MEu £d, 50| F=5HA MAIEO UAO{OF BhLt.
M.2 | Documents should have unambiguous contents; title, nature and purpose
should be clearly stated.
I 20 €A H4Y = U=E EME YTt
M.3 They should be laid out in an orderly fashion and be easy to check.
SAE EME Fetsin o2 & lojof oicf,
M4 Reproduced  documents should be clear and legible.
=ME F7|1Hoz HESH L HEjZ HLSHOF oot
M.> Documents  should be regularly reviewed and kept up-to-date.
=ME WEot= R0 Ol 2Mo| Ar8S EXA|E = U= ALHO| 7|
£/ AO{OF BHCf.
M.6 When  a document has been revised, systems should be operated to prevent
inadvertent use of superseded documents.
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M7 Where documents (e.g. donor record files) require the entry of data, these
entries should be made in  clear, legible, indelible handwriting. Sufficient space
should be provided for such entries.
2E 7152 4 X7t FBT SAI0 Aot AL gt
M8 The records should be made or completed at the time each action is taken.
MO 7ITHE ArEE +EY Mie EXE JIXSte Moot =FE oo
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M.9 Any alteration made to the entry on a document should be signed and dated;
the alteration should permit the reading of the original information. The reason
for the alteration should  be recorded if this is appropriate for understanding
the alteration.
XA 2M E= 2X ZEME Tt Xols 28 A0l 7hse 8lofoF
OiCH LEO| EdotE ER0= MYXIL EMERAM SO BhLt.
M.10 | Any deviation from instructions or procedures should be avoided as far as
possible. If a  deviation occurs, it should be approved in writing by a
competent person.




M. 11

2EVIE2 S2E FHHe 2¥Ss ZSto{of St
Records should include notes on special problems including details with signed
authorisation for any deviation.
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Donor record files are an important part of manufacturing documents,
therefore unauthorised persons (including the donors) should not have access
to them.
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Files  of rejected donors should be stored under look and key (e.g. in locked
cabinets or in locked rooms), also during working hours and limited access by

authorized persons should be secured.
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Donor  record files should be laid out in an orderly fashion and be easy to
check.  Therefore file folders should not contain loose pages which also might

be a  risk for loss or mix up of information.
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If a donor evaluation or the donation process was started but could not be
finished, the reason for this incomplete process should be explained in the
donor file. There should be no unexplained gaps or missing entries in the

donor files.

M.16
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Donor  record files should contain a clear and up-to date donor photo (photos
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should  be taken in front of a suitable background) in order to assure sufficient

identification.
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The donor record file should indicate each single donation and related
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measures. The documentation must enable the path of each donation and
indicate at least the donor name and number, the donation number as well as
the results of the medical examinations, screening and interview results and
any other relevant information concerning the donor's health. Also
unsuccessful donations should be recorded in the donor record file.

M.18
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Log books should be kept for major or critical equipment recording, e.g.

plasmapheresis machines, microhematocrit centrifuges, scales etc. and contain




information about any validation, calibration, maintenance, cleaning or repair
operations,  including the dates and identity of people who carried out these
operations.

M.19
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They  should also contain the approval of return to use after validation and
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planned maintenance as well after major repairs.

M.20
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Logbooks should record in chronological order the use of major or critical

equipment and the areas where the products have been processed.
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Documents  related to the selection of donors and the preparation and quality
control of  plasma should be retained according to the legal regulations. For
exported  plasma the minimum storage time should also comply with the legal
requirements of the importing country. Different storage times may be defined

in case of donations from immunized donors.
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The document storage time (specified for the storage in the source plasma

establishment and in an external warehouse, if applicable) should be defined in

writing.
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If an off site document storage is used, actual documents (e.g. donor record
files, test results, shipment documents, documents needed for customer Look
back information) should be stored in the source plasma establishment or the
plasma warehouse for a suitable time period (e.g. two years corresponding to

a two year's inspection frequency).

M.24

TdE T 22 712 S EME EM2 4oL #E0| fl=E HES
A BEte = As =US AF0{0F SiLt,

Archiving conditions must be suitable to permit the storage of documents
during the complete storage time period as defined; any damage or loss of
documents should be avoided.
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The basic archiving requirements should be defined in writing (especially  with
regard to waterproof, fireproof, theft or other loss). The access to  archived

documents (in the source plasma establishment or the plasma  warehouse as




| well as in an external warehouse) should be restricted and  defined in writing. |
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Data Processing Systems
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A written description of the system elements and their functions that it is
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designed to perform and all human interactions should be available. The
documentation should include at least a detailed specification of the hardware,
software and peripheral devices, including the environmental requirements and
limitations, diagrams or flow charts of the system’s operation describing all
component interfaces and all database structures (e.g. file sizes and output
formats), SOP’s defining when and how the system is used. Such SOP's should
address all manual and automated interactions with the system including
routine, maintenance and diagnostic  procedures and procedures for handling
errors and disasters.
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International rules and national laws on data  protection have to be taken into
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consideration. Security of the database should be maintained especially by
periodically re-arranging electronic  passwords (without reuse) and by removing

unnecessary and outdated access.
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Only authorised persons should be able to enter or modify data in the
computer, the result of entry of critical data should be independently checked.

N.4
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There should be a record of changes and deletions.
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Data stored by these systems shall be made readily available in legible form.
Data should be archived periodically using a long-term stable medium and
placed "offsite”.
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Trending
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0.1 The facility should evaluate statistical variations from the usual pattern or from

given normal values. Evaluation should take place on a regular basis. Examples
for the statistical  evaluations are:

- Rejection or deferral (numbers, reasons)

- Donor reactions (number, sex, age, reaction, category)

- Unsatisfactory donations (numbers, category)

- Reactive / positive tests for infectious  markers (numbers, specific, false)
- Discarded units (numbers, categories, reasons)

- Freezer failures

- External complaints (number, origin, category)

- Clerical errors (numbers, category)

- Incidents, accidents.
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Personnel & Organization
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In general at least one physician should be available in a source plasma
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establishment during the normal opening hours, when donors might be present

(medical coverage).
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However, currently a physician who is at least  “constructively” on the premises
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but easily within reach (within max. 15  minutes after being contacted) is still
acceptable for source plasma establishments as it is the rule in the
U.S.A.Inthiscaseatleastawell-trainedPhysicianSubstitutemustbeonsiteduringthewholehou

rsofoperation,takingoverthedutiesofthephysician.
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The Physician Substitute must be sufficiently  trained in all relevant areas. The
physician in charge must be sufficiently involved in the training of the Physician

Substitute as well as in his / her evaluation.
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There must be a strong supervision of the  Physician Substitute by a licensed
Physician. In any case a formulized interaction between the physician and the
Physician Substitute must be  secured by a written procedure. This should
include documentation of  meetings, discussion of problems / special questions,
training, donor  complaints, donor treatment etc.
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Sufficient training should be provided for all  the personnel whose duties take

them into production areas or storage areas.
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Besides the basis training on theory and practice  of GMP, newly recruited

personnel should receive training appropriate to the duties assigned to them.
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Continuing training should also be given, and its  practical effectiveness should

be periodically assessed.
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Approved training programs should be available and training records should be
kept.
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Detailed hygiene programs should be established and adapted to the different

goil st3of Mot

Jm

needs within the facility.
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All personnel in the production area should receive medical examination upon
recruitment. After the first examination, re-examinations should be carried out

when necessary for the work and  personnel health.
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Steps should be taken to ensure as far as is practicable that no person affected
by an infectious disease or having open lesions on the exposed surface of the

body is engaged in the manufacture of human plasma.
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Rest and refreshment rooms (e.g. staff rooms, canteens) should be separate from
other areas. Cabinets for the staff should not be located in the softgood area
and changing processes for clothes should not be performed there.

Q.2
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Facilities for washing and toilet purposes should be appropriate for the number

of users and be clean and well maintained.
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Q.3 | They should offer clear instructions for hand  washing and hand disinfecting
(posted in these areas).
Q4 SYA2 W4 E= B F0 2 SSHA| ROHOF oot
' Lavatories should not directly communicate with  production or storage areas.
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Q> They should be designated for donors and  personnel from the source plasma
establishment (preferably separated), excluding public access.
R. HAAMAIE
Testing facilities
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R.1 Atgt  General
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R.1.1 Testing of source plasma for evidence of communicable disease agents must be
conducted correctly and monitored closely to ensure the quality and safety of
products.
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§ HIV 1/2(Human Immunodeficiency Virus, types 1 & 2)

§ HBV(Hepatitis B Virus)

§ HCV(Hepatitis C Virus)

R.1.2 | Manufacturers must test each donation of Source Plasma for the following

communicable disease agents:

§ Human Immunodeficiency Virus, types 1 & 2

§ Hepatitis B Virus

§ Hepatitis C Virus
AMEGAE SOl Cfoto] OfS, SEYTHUT G- ZEFHHY, 02
222 88 HAZ XS 474 FOICH AAISH00F B,

R13 The manufacturer must also test donors for syphilis, total plasma or serum
protein, and immunoglobulin  composition of plasma or serum, initially and every
four months.
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R14 1 Further testing of each reactive donation, using screening and supplemental

tests approved for such use is also required.
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Source Plasma establishments may contract part or all of the communicable

disease testing to an outside testing laboratory.

FIESD UCHH =& HAF A2 FR0| SEE[0f A0jof oiny, AT ZA
L g 2Y QX0 Chet HALE 57| {9t 7I=0] HE5Ho{of ShLt.

The contract, testing  laboratory must register with government and be certified

R.1.6
or has met equivalent requirements to perform infectious disease testing.
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R.1.7 | The laboratory must perform  required testing for communicable disease agents
using screening and  supplemental test kits which have been approved for such
use.
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Serological tests for  syphilis should be labeled for use in donor screening
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Observe actual testing  practices and procedures. Choose a time when personnel
and/or supervisory oversight are at a minimum level. Verify that appropriate
controls are used, that samples and controls  are diluted properly, that the time
and temperature of incubation are  accurate and that instrument and equipment
settings are correct during testing.
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Verify that the Source Plasma establishment performs equipment maintenance

according to the manufacturer's recommendations and the firm's SOPs.
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Confirm that all testing problems are adequately investigated, resolved, and
documented.
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If unable to observe infectious disease testing, then at a minimum, compare the
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establishment's test procedures with the test kit inserts, test equipment user
manuals, and reagent inserts. Review the  package inserts for the lot of test kits
and reagents in current use instead of those on file. Investigate any

noncompliance noted between inserts or _manuals and the firm's procedures.
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Review as many required infectious disease test records as the inspection

l_l

permits, extending the review as necessary depending on findings. Consider both
the size of the firm and its compliance  history. If possible, select records from a
time period when problems are more likely to occur, such as holidays, on
evening shift, at installation of new equipment, or when there is new
management or personnel. Investigate  unusual test results, such as low values
and invalidated test results.

R.2.6
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Select a representative number of reactive test results for each  required disease
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agent. Track the units from donor screening, product  collection, donor deferral,
product quarantine, storage, and disposition to verify appropriate handling of
products and required recordkeeping.
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Observe procedures for handling samples and  labeling processing trays. Assess
whether the procedures are adequate to  prevent sample mix-ups. The laboratory
must store samples as specified in the test kit manufacturer's directions.
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Ensure that the sample requirements (anticoagulant, age of sample, quantity,
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storage temperature, especially if  testing is delayed, etc.) are met. The Source
Plasma establishment must  qualify automated sampling equipment and positive
identification systems to  ensure proper identification of samples and test results.

Evaluate the Source Plasma establishment's laboratory quality control  program.
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Determine if all laboratory equipment is qualified, calibrated and  maintained as
required by user manuals, maintenance manuals and the Source Plasma

establishment’s standard operating procedures.
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Laboratories or facilities that do testing may invalidate a reactive test result only if

R.3.1 | the assay runin which a sample is tested either fails to meet test kit package
insert accept an cecriteria or the firm failed to do testing according to the test kit
instructions;e.g.,using compromised reagent sorf aulty equipment.
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R.3.2 | If an initially reactive  specimen tests reactive on one or both of the two repeat
duplicate tests, the sample is repeatedly reactive and the testing laboratory
should manage the results as indicated in the guidance document.
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R33 The testing facility should document all  incidents of invalidation including:
§ The basis for invalidation
§ The details of an investigation
§ The outcome of the investigation, and
§ If indicated, any corrective action taken
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Review all records of invalidation of test results for consistency with test kit

manufacturer’s directions for use.




