6.2.3 BLDEZ ROVH Y - X AETHE R ARSI, SEMAE D B L O FTO
MR S 2 R T DB AT AR EL BB DT ENEELLYY,
(CRAZZG G 1T, ERRRIC I T FUBFE 2 B i 23 th o S
BRI > THREhDZE, )

6.2.4 ZEEH
6.2.4.1 Wi - FRALERERFRIC BN TIT, R B N —. 351
B OB E~DFEREEZ R/ RIZTAIOBET528,

6.2.5 [RYMERAEY | A B FIKdn  BUTBRIESE R AF SR B 0 iR L
T2 B OIS EE B MR DR E~ =T VIR 228,

6.2.6 ERFEIEMIL. LU THERBLIOMER OB TEIZNE-T, ARREIC
fEENEAR NI T A2 8,

6.2.7 {EEBRIRATEIR AL DBAR LR - B D 2L,

6.2.8 (EETITFR . ~T—F vy 7 ~AZBLOERAKREERTHIL, 72
B, HAR RSN TG,

6.3 ffaALERD B R LG TE

6.3.1 i ifn - AR ALERER PV, A5 1E SR ICKT T DAR (R TIEE (SOP) 28
BT AL, & SOP IZIIWHEICEITAE B 28T N ELYY,
OHRY, OWIREEEML OFEETRE (WEIZGUTHRTHRT),
@O E, TEmRL

6.3.2 FHAGALIREE X TR HT O SOP 2 EF L. fEER TV DO THLBIRT& 5
FHITTAHILE,

6.3.3 FIHAOFIE, 25N FIEN K ESNT-HAITE., Mg EFTEIX
FATRNC N B LR - FETHZE,

6.3.4 K7 A SRR A M I LT A SR CRE D B L BT . A1

RCEDTZEHOFHARDDOITEFEARIZTESEL 20 FEMERFT
HZE, o, BFEREICRET 5 AL, BT —2 0y




T T ERAIE,

6.4 T FE&H

6.4.1 BEHYENOOHIAESLTEREBENHHI L,

6.4.2 ME R ELFI O LUETCORICCL T OB REELZ L,
O KF—oigtt, @BRERYEDOHEIE

6.4.3 ATREZRFRY MR LB RATIM§ 52 EAEEL,

6.4.4 TRFIAZH R EIIBOES NG AL, AIRERE D AT
i - MR ALERER AN T AT U B TUVMRRE T HZEDNEELLY,

6.4.5 SOP i, HHEIE H BXORAENSHEIZSILTWAZE,
6.4.6 HEIZERL COBMAREEE KM TED TRLZE,

6.4.7 AR ZIEE ATV, MR BRI D AR 25 e a A S Bh 14 A2 L,
6.4.7. 1BIFCR COMBIZIE (ONAA) ZV—0 RUFFITEEF Y E X
IS EE L TER CEDBFT CEM T2,

6.4.8 MIARALERTL DRI OWTIIME - BEERE (- XM iRig# LR
UHE) BATHZENEELLY,
6.4.8. 1HEBRENBHETHHAIIE, TOEER YT ELAERE
O YRR CONTEAE L, SHLEERETT52L,
6.4.8. 2% AT EANICEDIR D TELZENEELLY,

6.4.9 1EETREHELERTDZL,
6.4.9. RIFALEE THREZ Lz, fEEEMTOREAFEHTTL., k15
ZEREELYY,
6.4.9. 2 BRI, WHWEHOuYNER FHRHR, fEA-H1—H
BL7RBEER (B 2 I oy BE2E ) OFSERE #5628,

6.4.10 MRV BELAE L, AT LIc TRIIGYEETAZ L, ik
HR SR Z O T RN TO DR RATHLD, R A2 WA

79—



Y ENMANHETEHICEE L L O T AONIHERTHIE,
6.4.10.1 HEUEBIOCYUZLBMRLE T, SEEDFESGL TV
W AR CHNOEAZE T | FHAEIZ DWW TIRETT 528,
6.4.10.2 VEETRERIZBWTRRET XNV 8% TR
IZRCHET AL,

6.4.11 MEIITREBEEZZLIEDNHELL,
BRI —F I BE SEAE TR THHZE (TEWLLE),
6.4.11.1  MIEARBREAI D FHM D 7= DI LB AT
O eTomEMERAICREL T, A MR A MR (L
=5a
@ FHERAREAOE AT CD34 ek
@ HMHE-ERERE
6.4.11.2  MBEALERFIE OHIIE R 23 B2 5% a3 H 4 5L
AEFTREZ 2R
6.4.11.3  BEFECHEIROEEM, B, EITHELER T2 0
A (BIE, FR5F- S

6.5 7~Ub

6.5.1 7Lk, TR RIAIF- 3 EE TR EICEVEVORNEICE
HTAZE,

6.5.2 FIRAA B E /- IT BB DO ARRZ, TV FTEE D EIE S TR e
2 AL ETCRRAETHIE,

6.5.3 FABALERF DN\ T OE R, REREIZHEBTE LT~V E AR
FlREHET AL,

6.5.4 HE 35 M I HIIA R D5 ~L-0 4 BT 320 2320 s 2 ALL B O
ATBIL,




7

8

6.5.5 7-YUUZIZLL TORNRITR#H 7528,
OAE L, @4 (HH4) . @ (LEILU O BEA, @ (WE
(SO R —%4, @EE A K

6.5.6 HIIRALEREE DA FEL /=2 BB AR IZH IR B 16.6.5 1 L [RIBR OB
S VR BTSRRI L,

L
7.1 MEHEEI DI WH L O FEHE

7.1.1 JRANE U TRV U R i A 51 o> TRE Gk S M AL B R AT
R THAESN, BAELRWEEIUILEIECTHEYELED T
SHALEZIRFT DT 8,

7.2 INOHUICERL T 2 AU ETRAIOIME, 704 R 2 B RS
5HZ&,

7.3 H L OFLE
7.3.1 MEA R RAI AT HEN DRI TR T OEHEEFLHL
TRLTENEELYY,
OIWHL BB, @ (MWEIZRU T, EEENREE &) #E K,
@ (MEITISUO) MiE S RA 22 T Bo Tz N4 i (B4)

7.4 JRA~DEERE

7.4.1 FIAALEE S L BE7RL | EEER B~ MR A 2 ik 325 51T,
FEROTFV FERICEL LSS EBRT DL,

PRIFELARH
8.1 tRIFGHT

8.1.1 MK RIFI AR FE T A, EIZIE. BUBWBh IR, /BEBA IR, S E I



FHMEW RS H LB I D722 BMBAIG U ThisE 3§ 5728 LT, PRAF
TOBEEEHT DL,

8.1.2 ZREVHRA B/ NRIZTDFEMHE LN TNDHTE,
8.1.3 ﬁé\m SHUALVERER PV TR OB AVITHIRE N TLAZ e,
8.2 PRAFHIH]
8.2.1 MEMARIA T LIZRE T HHIM A ED LT L,
8.2.2 MEIZJH U CH A I L ORI R 2 O IR Z E D HT L,
8.3 MRS
8.3.1 MBS U CABANZ @ U 7 ORAFREE (#E[H) 2 SOP IZEDHT L,
8.4 =V T
8.4.1 MEHIARBN ORF DT D DINEELHIREIL D7adid 4 Kfilf
IR E R E =S — LR T DV AT LDE A TNDIENEE
Ly,

8.4.2 AR EZNITE SN MG RIAN ., fkp B E T =
H—IRETHD,

8.4.3 MR AR E DIRERFHNICHERICHAIONC, MIKERF
T DRI BT OB GENCERTAV AT LANHLHI L,

8.5 HruRiEE
8.5.1 fRIEFEIZI IR EE R AT AR EBESN TCTOAIEREELL,
8.5.2 @ﬁ&/xv,& 1T ST IR RarnE f‘%ﬁ/ﬁ%ﬂ*/{fh%;&

8.5.3 BIGRPHICIERE B Ve Th 24 RRRMAHI CHRATE SIS TE 51K



#HITHDHZL,
8.5.4 B OHRTEILI+ 0L EBEb > TRIETHIE,

8.5.5 F— & RE)NEEL - B-A, MR RLAI N2 /B AR T
HIHR FiEE#ETHIL,

8.5.6 EH LB | I EHIMICIRST 528,
8.5.7 Nz Bana i 2 CTRIIENEELYY,
8.6 FAVVH L E s

8.6.1 AMARALERANKE T U7 A AR S 7o 1 RS A . i . - AR R AL R AR P 20>
O, HERNITHRE T DL,

8.7 fRER

8.7.1 M MR OfREIL 3T CREMEERAIET 5, MBS THRRE

1795Z&,
8.7.2 fRER D= @ SOP, TIRIBRELTEDHIL,
8.7.3 IS U TR Y 7V ORREEITIZE,

8.7.4 MM R BREHYEICRETHIL,

9 KAERTF
9.1 MHE DK ST D — R IRE L TRFTAZEDNEELLY,
9.2 BRI EHOT IV ERMS DL,

9.3 REURTEROBIECEETLL,



10 #&5

10.1 #y i « KRG ALER SR P8 2> SR L S 7 I R A B4 1 R S LTS E N
HONZEBE IR 51528,

10.2 BE~OTERHNC, BEHEYERBIVEEMIL, FEHOINTIRy A
RC, Bl fHNCHEC 72 HIETHRARELU TO S OWTCHRAHERET5
&
OBEFEKAL ., OFF—K4, QID, QR4 . OFRH ., OFERY
10.3 HAIREICI DL BN 2BWEHASHBL7286100E, HYERIOY
M EEEICERTHIL,
11 BEE
11.1 B BEETIHEORELTEDDHIL,
11.2 FRALERZITORTIC, TOMBMOBEIEREELBENGBILIZL,
12 R
12.1 REL
12.1.1 ZOHARTA 0L, MIREOESRCEF2H ., 2B 204t
SEERHELUTC MBEIINT., TETHEL B REL T, Batainx
7= ECRELEZITYHDET A,

12.2 HafTHEAH

12.2.1 :@ﬁ%“?%‘/mz)ﬂz 21 % X A X BXviafr4 5,



2

> oo W

EEHR
FACT-JACIE International Standards for Cellular Therapy Product Collection,
Processing and Administration. 3rd Edition.
RO R gt 2 — R
R 18 FEEFRAER I WG HiE#
Wy el B BRI YRR PR 19 4E 5 H 12 REGT
R M RE D FEREO T DFAfTHESH, TRk 17 4F 3 H 24 BELET
MARIEIZESBRMEBIZOWTOER, B AR+ FiEt 2 —



Guideline for Blood Cell Processing in Hospitals

February 15, 2008 (Heisei 20) The 0.1st Edition
February 16, 2008 (Heisei 20) The 0.20d Edition
June 28, 2008 (Heisei 20) The 0.3+ Edition
October 03, 2008 (Heisei 20) The 0.4t Edition
October 10, 2008 (Heisei 20) The 0.5th Edition
February 21, 2009(Heisei 21) The 0.51st Edition
May 11, 2009(Heisei 21) The 0.52d Edition
June 19, 2009 (Heisei 21) The 0.53v4 Edition
July 18, 2009 (Heisei 21) The 0.8th Edition
September 23, 2009 (Heisei 21) The 0.9t Edition

The Japan Society of Transfusion Medicine and Cell Therapy
The Japan Society for Hematopoietic Cell Transplantation



Introduction

Nowadays blood cell products, such as washed platelets and hematopoietic
stem cells etc., processed and manufactured in medical facilities, are
indispensable for transfusion medicine and cell therapy. However, the safety
and quality of these blood cell products are not yet guaranteed unlike blood
products manufactured under Good Manufacturing Practice (GMP) by
Japanese Red Cross etc. Therefore, handling of blood cell products
manufactured in hospitals is an wurgent subject left behind for
administration in the Blood Law. Therefore, we create here the minimum
standards (facilities and manufacture* quality control procedures) that all
domestic institutions dealing with blood cell products manufactured in
hospitals should comply.

The standards should clarify the position of blood cell products
manufactured in hospitals in the regulations for cellular products (biologics,
biological products, cell-tissue products for clinical research, etc.). The
standards should help administration and medical organizations to work on
improvement of safety of blood products, promotion of adequate use,
establishment of stable supply which are policies of the Blood Law. This
standard was created by mutual cooperation of related societies, The Japan
Society of Transfusion Medicine and Cell Therapy, The Japan Society for
Hematopoietic Cell Transplantation and Japanese Society of Hematology.
The documentation system of the standards was created to bring
consistency with existing standards in our country, and the worldwide
standards, “Standards of Collection, Processing of Cell Therapy Products in
the 3rd Edition of FACT-JACIE 2008 (Part C and D)” was referred.

The standards contain not only “ideal standards” but standards that may
not be achieved in most of medical facilities at present, considering the
present situation of departments of blood transfusion and cell processing in
our country. This standard shall be reexamined and revised appropriately to
be equivalent with those of overseas, especially newest versions of Europe
and US standards. Creation of this guideline should help to authorize
blood transfusion and cell processing department, and establish
surveillance system of harmful events in future.



Table of Contents

1. Purpose 90
2. Scope | 90
3. Collection of cells 91
4. Manager and workers 91
5. Equipment/apparatus 93
6. Cell processing 93
7. Release 98
8. Storage and thawing 99
9. Sample preservation 101
10. Transfusion 101
11. Wastes 101
12. Miscellaneous provisions 101
References 102
Appendix

1.  General notes for cell processing
1.Use and management procedures of clean bench/safety cabinet
2.Calculation of total cell number and viability
3.Counting method for CD 34 positive cells
4.Colony forming unit assay
2. Processing and cryopreservation of peripheral blood stem/progenitor
cells
Erythrocyte removal from bone marrow
Supernatant removal from bone marrow suspension
Thawing and transfusion of cryopreserved cells

o LUk

Reagents for cell processing etc.



1. Purpose

This standards aim to keep safe and high quality of in-manipulated blood
cells (hereafter called as "blood cell products" and it mainly means
hematopoietic stem cells etc.) on manufacturing process in medical
facilities, and to enable retroactive investigation of causes etc. if the

manufactured products have problems.

2. Scope
2.1. The subjects of this guideline are: collection, processing, freezing and
storage of cells manufactured in hospitals mainly associated with

hematopoietic stem cell transplantation.

2.1.1. Cryopreservation and thawing of cells in autologous and allogeneic

peripheral blood stem cell transplantation
2.1.2. Removal of erythrocytes and plasma, isolation, cryopreservation,

thawing of mononuclear cells for autologous and allogeneic bone marrow

transplantation

2.1.3 Collection, cryopreservation and thawing of lymphocytes for donor
lymphocyte transfusion (DLI) related to hematopoietic stem cell
transplantation

2.1.4. Cryopreservation and thawing of cells for cord blood transplantation

2.2. Exclusion criteria

2.2.1 Cell processing for cell therapy and regenerative medicine (therapy)
conducted as a clinical research shall not be the subject of this guideline.

2.3. Subjects of facilities

All the hospitals where processing of cells described in item "2.1" shall be the
subject of this guideline.

—90—




3. Collection of cells
3.1. Collection facilities shall comply with appropriate laws and regulations.

3.1.1. Eligibility of unrelated bone marrow donors, accountability system
and collection method shall comply with “Standards for Donor Eligibility”
(Japan Marrow Donor Program, 5th Edition, April 1, 2007) and “ Manual for
Bone Marrow Collection” (34 Edition, Japan Marrow Donor Program,
December 1, 2004). Eligibility of related bone marrow donors,
accountability system and collection method should comply also with these
standards.

3.1.2. Donor eligibility of periphelral blood stem cell collection,
accountability system and collection method shall comply "Guidelines for
Peripheral Blood Stem Cell Mobilization and Collection" (Revised 3rd
Edition, April 21, 2003).

3.1.3. Donor eligibility of unrelated donor for donor lymphocyte infusion,
accountability system and collection method shall comply "Donor
Lymphocyte Infusion (DLI) Coordination Manual" (2nd Edition, Japan
Marrow Donor Program, November 1, 2003). Those of related donors for
DLI should comply the manual.

3.2. Healthy related donors shall be informed about "Group Insurance for
Related Donor for Hematopoietic Stem  Cells (bone marrow/peripheral
blood)” before collection.

4. Manager and workers

4.1. General manager

4.1.1. The facility shall have a general manager. General manager shall
have a medical degree and be head or medical director of the department

where blood transfusion and cell therapy using blood cell products are
conducted.



4.1.2. General manager should make effort for appropriate operation of
standards.

4.1.3. General manager should be independent from other managements,

but may manage concurrently the following procedures. .
4.2. Manager for cell collection

4.2.1. Manager for cell collection shall be a medical doctor who is skilled
with cell collection.

4.2.2. Manager for cell collection shall make effort for collection of blood

with appropriate skills and management.

4.2.3. Manager for cell collection shall educate workers properly.

4.3. Manager for cell processing
4.3.1. Manager for cell processing shall be a medical doctor who is familiar
with cell processing. Manager of cell processing should not be a manager of

quality control concurrently.

4.3.2. Manager for cell processing is asked to observe blood cells are
processed by suitable technology and control them.

4.3.3. Manager for cell processing shall educate workers periodically.
4.4. Manager for quality control
4.4.1. Department of blood transfusion and cell therapy shall have a
manager for quality control. The manager for quality control should be

different from that of cell processing.

4.4.2. Manager of quality control shall maintain the standards properly to
operate them progressively with improvement and accepted.




4.4.3. Manager of quality control shall educate staff of the department
properly.

4.5. Other workers
4.5.1. Workers in the department shall be trained cell processing
sufficiently before operation, and shall be familiar with all the procedures.
5. Equipment/apparatus

5.1. In performing cell processing in a closed system, exclusive apparatus
(such as blood component collection apparatus) shall be used.

5.2. In performing cell processing in an open system, exclusive room and

locations shall be maintained equipped with clean benches.

5.3. Equipments and apparatus for cell processing shall be maintained
periodically.

5.4. Records of periodical maintenance of apparatus for cell processing and
repair shall be kept. Storage apparatus shall be referred to the clause of
"Storage and thawing".

6. Cell processing

6.1. Outline

6.1.1. This standards shall be applied to all the processes of the cell
processing and storage performed in the department of blood transfusion

and cell processing.

6.2. Environment



6.2.1. Facility for cell processing should have sufficient space for
conductiong necessary procedures, and apparatus and goods should be
arranged functionally. |

6.2.1.1. Sufficient lighting, ventilation, and water works shall be fixed for the
place of cell processing, and that should be clean and quiet environment.
6.2.1.2. Two or more patients' cells and specimens shall not be handled
simultaneously at the same location.
6.2.1.3. Entry of an outsider shall be restricted.
6.2.1.4. Location for clinical specimens shall be decided.

6.2.2. Sufficient apparatus for processing shall be equipped.
6.2.2.1. Regarding the apparatus, refer to the clause of "5. Equipment

and apparatus".

6.2.3. Location for product storage during inspection of quality and before
issue should be prepared and managed to prevent switch of products and
mutual infection.

6.2.4. Safety control
6.2.4.1 Blood transfusion and cell processing department shall consider
to minimize risks to health and safety of workers, patients, donors and
visitors.
6.2.5. Safety manual of each facility (institution) shall contain
corresponding methods for the case of workers exposed to infectious

microbe, toxic chemicals and radioactive materials.

6.2.6. Medical waste shall be processed appropriately not to harm human
and environments following the applicable laws and rules of institution.

6.2.7. Work environment shall be maintained and administrated to be
clean, hygiene and well organized.

6.2.8. Workers shall wear gloves and lab coats during work. Workers shall
not leave the working area with lab coats.




6.3. The purpose and method of cell processing

6.3.1. Blood Transfusion and Cell Processing Department should have the
standard operations (SOP) for each work. Each SOP should contain the
items listed in the next clause.

(1) purpose, (2) apparatus and an article of consumption, (3) each process
of operation (shown chart if needed), (4) written directive, process record,
ete.

6.3.2. Personal in charge for cell processing shall be able to copy SOP
anytime in necessary.

6.3.3. Manager for cell processing shall confirm and examine the protocols
before cell processing if they are new or revised.

6.3.4. When specific biological products are used, the necessary
information defined by the Pharmaceutical Affairs Law shall be recorded
on the record paper or electronic media defined with each institution, and is
saved for 20 years.

6.4. Process control

6.4.1. Request form or directives of doctors for the patients shall be
prepared.

6.4.2. The following information shall be obtained before the expenditure
of blood products.
(1) donor eligibility (2) address of doctorin charge, etc.

6.4.3. Percentage of viability and recovery of cells should be evaluated.

6.4.4. New or revised protocols should be evaluated before the operation by
test run in the department of Blood Transfusion * Cell Processing.



6.4.5. Important points and inspections shall be clarified in SOP.

6.4.6. Each facility shall determine the standards for product qualification
for shipping.

6.4.7. Processing shall be done in sterile condition and prevent infection
between products.
6.4.7.1. Processing with an open-air system shall be carried out in a

place where salinity is insured such as in a clean bench.

6.4.7.2. Samples of blood products after cell processing should be tested
for bacteria and fungus contamination.

6.4.7.3. When bacteria and fungus tests show the product is positive for
contamination, the manager and physician of the patient shall be informed
and remedy shall be examined.

6.4.7.4. Remedy should be decided in advance.
6.4.7.5. Processing record shall be created.

6.4.7.6. Content of work shall be clearly written for every step of cell
processing and workers shall write on the processing record .

6.4.7.7. Lot numbers of important reagents and consumptions,
expiration date , manufactures, important apparatus (for example, cell
separation apparatus), etc. shall be written.

6.4.8. Manager for cell processing shail examine the record of processing
for each processing. This shall be done before the product is released, but
manager should reexamine the record when a product is released to doctor
of the indicated patient in unavoidable case. '

A physician in charge for patient and manager of the department shall

be informed when the final product is not adequate, and the ways to handle
the problem shall be examined.




Specified event during process of operation shall be indicated in the
record of processing.

6.4.9. Following items should be included for inspection.
Specimens shall be cable to link to donor or patient to avoid mix up the
product.

6.4.9.1. Inspection required for evaluation of blood cell product

6.4.9.2.

(1) All blood products: Total nucleated cell count and viability of cells (for
frozen cells)

(2) Peripheral blood stem cell product: CD 34 positive cell count
(3) Inspection of bacteria and fungus

6.4.9.3. Cell population shall be verified when cell population changes
before and after cell processing.

Inspection for observations of reliability of inspection methods and
apparatus, accuracy, and practicability.

6.5. Label

6.5.1. Labeling shall be operated on each product and work process to
avoid mix-up.

6.5.2. At the time of acceptance of cellular products, more than two staff
shall examine the label or names on them.

6.5.3. Bag of product, documents and specimens for test shall be labeled or

identified by writing.

6.5.4. More than two staff shall check labels or names on blood cell
products before release.



6.5.5. The following contents shall be indicated on labels.
(1) Identification number, (2) Name of contents (product name), (3) Patient
name (if necessary), (4) Donor name (f necessary), (5) Date and time of

collection

6.5.6. Specimens attached to blood cell products after processing shall be
labeled for identification as described in the section “6.5.5.” or these

information shall be written.
7. Release
7.1. Standard for release of blood cell product
7.1.1. In principle, manager of cell processing shall examine process record
of blood cell products. If the record is not qualified, the ways to solve

problem shall be examined with physician in charge if necessary.

7.2. On release of blood cell products more than two staff shall visually

examine the appearance of products, labels or names etc.
7.3. Record of release

7.3.1. When blood cell product is released, following items shall be filled on
the processing report.
(1) Release date and time,
(2) (stamp of enforcement person etc. depending necessity) confirmatory
form, '
(3) name of person who receives blood cell product (signature)

7.4. Direct transportation to ward

7.4.1. Labels and documents of blood cell product without cell processing
shall be examined before transportation directly to ward.




