(A4 )

fr

I HARER

|

WFFERJEARE S

WHFERAZE R Y &

P el K4

ESID R
Sy RS

PHIE R4,
WFFEBRAJE SR

g el K4

WFFERHFE S A

g el K4

WFFERHFE S A

[ 16mk0104011h0003]
Rk 2 94 5H 31H

Rk 2 8 A E G AF 5L B % K R W E

(AAGE) EIESEREHIFF - FHmpFE S
(% &) Research on Regulatory Science of Pharmaceuticals and Medical Devices
(HAGE) ARSI AEANED 7= & O @il e % 8 i SR 2 e AR R 2H - @ o
B - BRYEICER T 2 4H5E

Study on a Minimum Consensus Package for evaluating Human Cell Therapy

Products in order to accelerate realization of regenerative therapy

(HAGE) T#KRT R AMTET WHCHTER/ BB H R FIEER
(F& %) TAKAO HAYAKAWA, Adviser/Visiting professor, Pharmaceutical research
and technology institute, KINDAI UNIVERSITY

Wrpk2 84 4H 1H ~ Y294 3H 31H

Y

(BAGE) WFJEkess & idid - SE - FERRIR - BRIRFRBRSEIZIS 1T 5 MCP SRIE D7D D5y
HFTER KOS O Ehia i A

g£  FB) Research managing and supervise; Study for developing a Minimum Consensus

Package (MCP) on manufacturing, quality, non-clinical, clinical
trials for human cell therapy products, Study on investigating an

overseas trend for MCP.

(HAGE) IRy HERAMEAT MR/ REZHR IR
(& 3B) TAKAO HAYAKAWA, Adviser/Visiting professor, Pharmaceutical research
and technology institute, KINDAI UNIVERSITY

(AARGE) PRy KRFEBEESAIIER 1PS Ml =500 B
¥rtnBdx HHEZ
(Z&  FE) Takashi Aoi, Professor, Department of iPS cell Applications, Graduate

School of Medicine, Kobe University

(AAGEE) MSCATEGE NESLRE ERITE T o 2 —/E0E - AR R IEHS
BAERERE 2 —K  HEEHL



ATl ek K4

WHFERASE S A

e ek KA

WHIERAZE Sy A

P el K4

WHIERAZE Sy A

P el K4

WFFEBRAJE SR

e el K4

WFFEBRAJE SR

ATl ek o4

#  FE) Akihiro Umezawa, Director, Department of Reproductive Biology and
Pathology, National Research Institute for Child Health and
Development

(AAGE) HORRZEERSADIEATI 8 R

iR - 8% /INEEU

(¥ EE) Keiya Ozawa, Director, IMSUT Hospital; Director, Center for Gene &

FetmBERI I v Z —

Cell Therapy ; Professor, Division of Genetic Therapeutics, The
Advanced Clinical Research Center, The Institute of Medical Science,

The University of Tokyo.

(BAREE) ESTEESASMAENZEET BE M E L
R RS
(3= 3E) Yoji Sato, Head, Division of Cell-Based Therapeutic Products, National

Institute of Health Sciences

(AARE) RIRRZFERFBEESSRIITERE SR 3k
Bk I

(% &) Yoshiki Sawa, Professor, Department of Cardiovascular Surgery, Osaka
University Graduate School of Medicine

(HAGE) MSIATEAE NESSAEIERT BN - IREEIRNITEED  ER IR i
BJE - SCEE R LR

(& &) Akifumi Matsuyama. Director, Department of Bioresources for Drug
Discovery and Section of Laboratory Equipment, National Institutes
of Biomedical Innovation, Health and Nutrition

(AAGE) FOXKFERRE: - R e mER R « AR THER
ik Koz

(3% FE) Masayuki Yamato, Director Institute of Advanced Biomedical Engineering

and Science Tokyo Women’ s Medical University



IL.
ATRGEIL, A KO B 1 5 B RARRRLL AL - SEBOTEHIE - BT ( I=~ 2. =

PR OBEE GRIEHFE )

vRUH A Ny =T MCP) 225 L, BHITH#H L GO TEMT 22 81280, L &2,
BhERE), NRA LR BATE 2t U, FAEEREIMEOHEEICF G5 2L 2 BV E Lz, Vol 26 45
5K 28 EEEICE DMFEDORR, UL TO~Q@OHFHIC>E MCP REZRIE LT,

)

)

®@ e 6

® Q

® ©

@

—AREAN : a) MR AT EREOBE M, b) ERARE T BRERFOFALAR A b o) BERKEH TN E
DEPOHIWT, d) ERIOFFHI K ORRE, o) ARBRFH, BRI IE, BEZ OMOHEIFENE

R ATV 5 FTD GTP (Good Cell/Tissue Practice) : a) HAY « BAJEAI b) FHEOTEE.
c) WFFEDREI, eI D FEE d) & MRS ORI, o) b NEpHIaE OFH BRI, b 2 kR,
f) b MIRSEOBHE IIHR S, ¢ HiE LHE

Bt DRLE S VE K OV R - BFA - PR - a) B BPE OO REMENT . FRPEFEIE DR, A,
b) Z DO R, FOEREME OB & MEE L, o) MEMZ e, d) RS TRRO S,
—EME, o) FofHdS (HAUMIRR) MBS/ BN/ IMEOERE MR, ) ZEM, g Wi~
ERHE L~V T ORI E I L D M P

FERRIR 2 BMERBRIZ 31T 5 B8R, 2IRIICHEZED L HFROH Y J5

FEREIRAZIME (POC) FRERICIS 1T B Il AT - FL Ve

BRARRRER : a) B F CORMBRBIAGICER U C o8 (SE., FERRIRZ M) T OREmZE: K OV B
TOEE, b) BARBRFFOZFFE, o) filREO7+n—7 v 7
AERLAER MCP = H CMfe, [FIAEHIA, AHife, AcrEepiife, ZaetEiEtiia (iPS Mfu<> ES Ml %)
MRS 7 OBEERIZOWTOFEE 3IHE, M/ N 7 OEIRE:: a) FRITIE b) FREMRT, o) &
17« MEFr - HERAE, d) BHFELSOEE - WEZ OMOR/ERETRECMBRICE T 2 FIE%
HERRFPEARAT « a) WS OIEMAE D THilM) ThH Y, BEHEZR G - M & R 2R — M A R+
HFEMROESETHY | ZILLBRBRAEMETHD Z L, b) BRSSO, o) My
FRYEDRFUT, o FREEMIT FiE, SHEL TR, 7R, PR TFE TR T LB T& 0
2l )RR ORI, B 2 RREOMIREAM B G  Biorb, (BERER) sk, Ml 2
S EEPRROREFZHFTCEY Lo s I8 EERRE COMFEMITORBIC LV BESN D]
FrREZROZ L o) KMl I —EoM TBfEOEEEICL X2 TWnDH Z &, ) KKEHO
ERHE RN, AL OBRWO L LRSI E R T 2 L. REOEESFHE

U A NV ALEVEMCP I DWW T OEER 9 DO EFIH
TEEGERER © (RMERRHENG, 1PS/ES ML & AR U Tl ERMIC R 2B O L 2 HfilaEh €
AU I 2 EEG B O BN, U TH LG A ITRERED L ) 2ila FE L, £k 5 1F
i _EMNELTa) BHY, b) HBxg, L We) RBRIE - 1) BRI A B HHEE S 5 72
D ORI~ — 1 ZFEEEIZ LTz invitroih, i) BRAFARDCAIIROR T - HEHENEOBIEE K O3 E5E
P R & f 9 % 72 0 OB R A Ia B 28 12 38 1T D HIGEME OBIEE, i) RS FEIR A7 FiE
T 2720 OMER 2 n =—EEER, v) 0E RS E S in vivo kDR
FERE IR BB O B 5 O HURMEEDEE S SRR O & 0 HIZHoW T, 2 o0 FEREFE

AWFTENC L0 5 - EEOWIIE « BAFE. AR EVEMERRIE T T O RRKRIITES O 58 0L R AR 5 15

FTORFE~DUINE DRNBEAT, 1TBUTOREFMARRCAGRER AR EAHIRICHEIT L, FEERE
MbZIMET 572 & TOMRRITEETBITE LSOO TRERELE b LS D,



(330)

The major objective of the study is to highlight the important regulatory considerations that are
unique to human cell derived and substantially manipulated cell therapy products (hCTPs). To
develop novel hCTPs and to translate them more efficiently and effectively into products that
contribute more to human health care, it is essential that they be based on a sound scientific
rationale. Manufacturers and control authorities should take into account common scientific core
elements, as well as the specifics of the cell source, mfg. process, product administration procedures,
and diseases in question. As a part of such an endeavor, it is critical to share a common recognition
among interested parties with respect to the essential scientific and technological elements for CMC,
nonclinical and clinical studies of all types of substantially manipulated hCTPs. In other words, a
challenge should be made so that we can develop a minimum consensus package that encompasses
scientific principle/concepts, general considerations and technical requirements commonly applicable
to all hCTPs.

It was explained that a minimum consensus package should encompass scientific
principle/concepts, general considerations, and essential core scientific and technological elements.
Further detailed explanations of the minimum consensus package were made regarding 1) general
principles, 2) general consideration on sound scientific requirements for product development,
evaluation and control, 3) CMC, 4) nonclinical safety, 5) nonclinical efficacy, and 6) clinical study
including monitoring and follow-up after marketing authorization. CMC elements included: 1)
justification of the source and selection of human cells that serve as raw materials, including
autologous or allogeneic donor screening criteria and eligibility; 2) suitability and quality control of
raw materials and manufacture-related substances other than the target cells; 3) the expected
function and safety of non-cellular components constituting the final products together with the cells;
4) establishment of a relevant cell line, cell bank, and/or critical intermediate(s); 5) processing of the
cells; 6) preparation of the desired cell products; 7) formulation (preparation of the final product); 8)
characterization and understanding of specific profiles of cells at critical stages (e.g., starting, bank,
intermediate, and final stage); 9) verification of a manufacturing process and constancy of the
manufacture as well as process control; 10) comparability assessment after changes in a
manufacturing process; 11) product stability; 12) quality control of final products on the basis of
product aspects (including setting of specifications) and process aspects; and 13) setting storage and
a transport procedure for the cells/products at critical steps. It was emphasized that all interested
parties including basic and clinical researchers, industry, as well as regulators could use such a

“minimum consensus package” as a common platform for their activities concerning hCTPs for
product development, evaluation, and control. For an individual case, various add-on packages might
be set by taking into account the product specific profile, target disease, development stage,
experiences of use, among other factors. The overall concept was that cell therapy could be promoted
efficiently, effectively and reasonably through the use of such a “minimum consensus package” plus
add-on packages for individual cases.

Finally, we deeply hope that our presenting minimum consensus package makes a sizable

contribution to promote greater progression for regenerative therapy.
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