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=7 L. BEHRIZHCT/P LA &N 5 ;

(4) BE~OFER® B TER/BEO I T2 S
NI BT, oM EEEELL TN
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bO (7221, K, 70 2FZaA K (Fd
YEWE) . WREA, RAEAL FRE RN
DWTIE, N2 Z &2 X > CTRBICE
LCHT-REBR EORZE2D ETOBELE
CRWRHIEZDORY Tidlew) ;

HCT/P DBLEIZfE A S A fiiBhi 22 Sl s
b RS OB B RO, Mk BLO
#wE

ARF 809. 3 (a) HITHE SN R BIEE;
MmMED S B, 42 CFR 121. 2 I[ZHE &N BN
BBEARKSE L L bIEIR S, 2o T
BEHEER] 0T L0HB L0 ;

(5)
(6)

(7)
(8)

HCT/P TH 5t Mlfa - A AR ST, &
REEY— B 2REOMENS & 512 2 FEEICK
Mlahd, ThbbAREES—EREE 361
FICHESL Te MM (361HCT/P) & AREAE
P— B REFE 351 RIS Te MERBEE
BLOEEFIRESRE] (351HCT/P) 233 5, HCT/P
? 9B, 21CFRI271. 10 (a) DEF (IV IHBHR) +
NTICEY T AT 361HCT/P T4 L, #
D TIRWEAICIE 35IHCT/P 127541 5, B D
S6IHCT/P i e MEME] & bR, BRFEAR
HEENMERS, BRI > THAIEND,
361HCT/P % 21CFR1271 O 7 /%— k A(HCT/P E
EREMERES) B (BEL Y AT 4 7) C (R
T— D). D (¢6TP, current good tissue
practice (BREMEICBWTRWEEZ SN A
BOBB NS OEAE)) Mz, B GBMERE
HmELINY 7)) F (BELWBEHPIT)
WD ZENBEE D, —FTHRERADR
FlEXERE#S S LTHEBEOERENLE L
INnbd,

C-15-1-2 HCT/P mMHzB T B EAREH] :
JAIR—ZXFFua—F
HCT/P @iz >\ T, FDA X “Proposed




Approach to ARegulation of Cellular and
Tissue-Based Products” (Docket No. 97N-0068
[Federal Vol. 62 (42),
9721-9722, March 4, 1997], 1997 42 H) D
KEZXFERLTVD, ZHEERETELE
5T o7z HCT/P DRIl Z —DICR &, fEkK
O RLE OB & B LWBLE ORH L ZRta L7
T —FERRITLHILEZERL TNV,

Register Pages

97N-0068 DOFHL A TIT R E < 2T 3 DDFRRE.

TRPb,
(1) AIDS RFFHD X 5 IREGEDFIREE D B 5

BRENTHEBREZEERICEATDLZ L0
B 1k
M2 VBRI IBE T 5 & O R
B0 R TR Ik
BRI T &5 U7k, ASkROMRE &I
RARDHBERZ BRI E L CHERA S5 M.
HRE - ARELLA O ER LEE I
MR, RO LRHIHEZ BRI LTHEAS
NHMBOER FoRetts TURMMED
AR
WCHERE Y TTHRRNERS LD,

HCT/P DFEER L OFO@EAIREL . —D
DFE DHAL I AT T D HCT/P (Zxt L Tily)
ElE7R 0 B, L B 2 FERIC,
B DO ES W TEENC KB L7 B 23T &
B E D7, AR LT DD,
FDA (X8 O AICEE 3 5 BARN R ARAELE L
DIFAEER LTINS 2 M L& 2
HrRELDTND, ARELALOBEFEEL L
TIELLTFD 5 ORZEF 5TV 5,

A BRYEEOEBEONIIHSZENTED
P2 ?

B) flziEx, BETRVL LIITAER TRV
mE LT ERNOSBIFEREE ST,
HHNME, BREILEX ) CHEEIHETS

(2)

(3)

M0

T DI OB L R R HERF D 7201,
ED LD BRITREHPMLE)N?

C) R LoZEMESLANEZ &) BT D
e

D) HEOBEEREROLDITITED L DK
RIS, EDO RO RELBBPHFEEND
2

E) fja - b Eoe=F ) IR0 LED
alaz=k—ta U ZBLT, FDA 3ES
T DDNRERDN?

FDA iz b OBEFHEAGHIC, FBEFE
EIZBT 2 ExEe U A 72K - T, #ld -
e OFERAERALTEY . £NIZ X > TFDA
EEBSFEICHENRER LAV EM S L8
AREEL 2o T B, L7adi-> T, HifE - Mk
U&7 L FDA BEICBITDZMLEMRICEH &DONT,
BEREMOICHEFI SN Z L2 d (=) R T ~_—
AT T a—F), Fhae BERZ LI b ORLT
DEFNE 2D,

C-15-1-3 361HCT/P & 351HCT/P
361HCT/P D¥|EEEIZLLTDHEY,

HCT/P X, L FOETOHEEEHEET S
LA, AREEY—ERE (PHS Act) 5 361
4. BLON21CFRI2T1. 10 (a) 2 k> TOHHH
=hb:

(1) HCT/P @ fn T »° & /b IR
manipulation) DHA (TiE) ;
HCT/P 723, HARG - ALk D BRELERAL & [R5 72
EE A~ (homologous use) (2D &R
EENDHEET, TOZERER, BEEE
WWRBESNTNSH T L

BETRICMOWE K. 7 ) 2Zu A K,
WEH, RBEA, ERRREAERLS) &
M E 72 TR & DA EIEREEN T,
ok, 7 U AFaA R, ERERL. REFH

(minimal

(2)

(3)
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F I IXRER OTIMC X - THE% HCT/P 1
BLTH=REBR EORED ETOBA
HELRWGEET,; B>
(4) UTFofnncEZi T 5546 ¢
1) HCT/PIC&H R B3 2 < 2D ERLD
Bere L L CAMBORBNEEICEET S
ZENRWGE  £700T
2) HCT/PIZEH MR BN H D £T21XFD
F-HHRE & L TAMA O RHNE MK
FT2ZEBHLHET: REHD
i) HC~DOFEREZBMETH5E
i) —HEF 2 o mEBE%
DREEDT-ZDODEHTH D546 ;
el
iii) AMEBOERTH 2546,

o RAKBROMEE (Minimal Manipulation)

DEM: (21CFR1271. 3(f))

(1) #EOH MM HOWVTIL, HE, BHEZ
T BRI T D MM oA AEICE L
THBARDOREICELE 52 2D TIE
RNk ET

(2) MRV LIEE D 22 WHERRIC DWW Tk, Al
fa & 7 i3 D A S 0 E W SRR I B b
ZEZBHZLDOTEH RN &

(Guidance for Industry and FDA Staff:

Minimal Manipulation of Structural Tissue

Jurisdictional Update, 20064 9 H)

361HCT/P & 351HCT/P & DRX43iddH % v AR
TiE2R<, MUHRESETHTHHE - BH
(2 &2 T 361HCT/P IZ% 35IHCT/PIZ 672D Z &
BdD, FlzZIE, B CHRDOEKRDLED A
Wi S B BERAA T, EMREEEICAND
b (fH[EEE A, homologous use) D726 E
361HCT/P &£ 720 . DLROBEEICEA IS Gk

fH [E 4 F§, non-homologous use) D7 5
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351HCT/P & 725,
35IHCT/P i, &M & A2 KRR IC &
S TURIBVRITNIE R GRWEETH Y | IRFERT
FHEICL-oTHElEN D, BBEOESR (B
F 0208003 5 (PR 204E2 A 8 A). ¥AK
50912006 5 (R 20459 A 12 H)) (koM
fiel « ALRRAN TR FE AL 7 © QN HIfE - fERRIn T=E
FERIL. KEOMFR TIE “more than minimal
manipulation” ZMINTWDH I LTk,
351HCT/P DHIMEIZIB T 5, 351HCT/P 1XZ D EfE
ADORERIT Lo TEBRA (E7IXEER) £
X EEBEBEE L TCHHB S S
(21CFR1271.20), 35IHCT/P O CTHEHRK, E
FHREBIZAEIND L OIFENET drug HCT/P,
device HCT/P & FRIEIL TN B, 72383, drug HCT/P
EWVWI AT AV —FEERMCHEEIND HOR
HET DA EEEZEE L2V E W) BRTHE
LTHEY., EFEIC drug HCT/P IS LT WA
HRFE KGR A 35IHCT/P (X5 D &L Z AFEE LR
W,
351HCT/P Izt L ClI A ¥ — v 2% (PHS
Act) BIURMERELIHEME (FDI&C Act) 1
FEOE, UTOX ) REENPERIND ¢
(1) HERATICAGRES
(2) ARAOEER L OEREOEHAEL (GUP
TE, P EEE)
(3) 21 CFRHTD@EMAT~EEB, Fl2iT:
1) % 25 (BREEZETAM) ;
2) 50 H (fv7H—LbLFKarvkerh
—GCP) ;
3) H54E (BADBTR—GCP) ;
4) % 56 H (JERNWHHEEZEERICLHEE
—GCP) ;
5) % 201/202 1 (XY 7L ER)
6) %5 207 H (EFEAHEZFOBGEB LV
BIBERGED Y ZT 4 )



7)
8)
9)

10)

% 210/211 T8 (cGMP) (FD&C Act)
% 31278 (IND), #5314 (NDA).
%5 600~680 TH (EMERIFIBDE, AW
GMP) (PHS Act)

2807 H (ERHEHIEE - mAEO
BB L OERESRDO Y AT 4 7))

11) %812 (IDE)

12) #8147 %7 /%— k A-E(PMA) .H(HDE)
13) #5820 H (QSR=[EHEHEZEH GMP)

14) % 1271 THHCT/P BHE) : 73— |

A(HCT/P BIHEZEA)ERS) . B (&L U X
F 427, C(RFP—0@EtE) . D (cGTP)
(7277 UEg PR ERBR L B 2 R4

(4)FDA AT A &2 A
1) Guidance on the Preparation of
Investigational New Drug Products

2)

3)

4)

5)

6)

7)

(1991 4E)

FDA Notification: Proposed Regulatory

(Human and Animal)

Approach  Regarding Cellular and
Tissue—Based Products (1997f333lﬁ, 62
FR 9721) (” risk-based approach” )
Guidance on PMA Interactive Procedures
for Day—-100 Meetings and Subsequent
Deficiencies -for Use by CDRH and
Industry (1998 &£ 2 H)
Guidance for Industry: Guidance for
Human Somatic Cell Therapy and Gene
Therapy (1998 43 A)
Early Collaboration Meetings Under the
FDA Modernization Act (FDAMA); Final
Guidance for Industry and for CDRH Staff
(2001 % 2 H)
Guidance for Industry: Special Protocol
Assessment (200245 H)
Guidance for Industry: Source Animal,
and Clinical

Product, Preclinical,
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8)

9)

10)

11)

12)

13)

Issues  Concerning the  Use of

Xenotransplantation Products in Humans
(200344 A)

Guidance for Industry Independent
Consultants for Biotechnology Clinical
Trial Protocols (2004 48 A)
Guidance for Industry: Regulation of
Human Cells, Tissues, and Cellular- and
Tissue-Based Products (HCT/Ps)-Small
Entity Compliance Guide (2007 ££8 H)
Guidance for Industry: Eligibility
Determination for Donors of Human Cells,
Tissues, and Cellular- and Tissue-Based

Products (HCT/Ps) (2007 4£8 A)

Guidance for Industry: Certain Human
Cells, Tissues, and Cellular—- and
Tissue-Based Products (HCT/Ps)

Recovered from Donors Who Were Tested
for Communicable Diseases Using Pooled

Specimens or Diagnostic Tests (2008 4F

4 A)
Guidance for FDA Reviewers and
Sponsors: Content and Review of

Chemistry, Manufacturing, and Control
(CMC) Information for Human Somatic
Cell Therapy Investigational New Drug
Applications (INDs) (200844 H) - F&
EER T 7 FUBCV bR S A
ANCEA LT, B (FDA FEE) KO
FE (RFERAFE) WHITH L TOERN
IR R O E X 07

for Industry:

Guidance CGMP  for

Phase 1 Investigational Drugs (2008

F£7H)

LI BOFNIRE &SN TS DT T

A



W5% 351HCT/P AW TR, ERks (ER

WHETALDIIINETOEZARL) DV

FTHRICHE SN L 0 BEEAREE 2 T
R %, 21CFR1271 DERZFIAA 21CFR210/211
F 7273 21CFR820 DM & FJET D X 5 ethif .
I 7205 HCT/P DFIHI DS cGMP R° QSR & F/EF 5
LI BRBEITIE, BN AREREELIV L, Z
DOEBICE Y BENICEEST 2 EREEDOITIC
TR TIX R b, BEIL, EpRElE L
T 351HCT/P % cGMP, cGTP IZ7E - THLE L,
IND B E5F (W% W ¥ #l = 3 & &
Investigational New Drug Application) D%
\ZEERBR 21T\, BLA (AW HRIFIAR
Biologics License Application) % i@ U THRFE
ARBEHD I &Iy [EFEER L L TDHCT/P
DIBAITH QSR & oGTP I HEV S L 7 B e
W, IDE HIFEDHICERIRABR A 1TV, PMA %38
U TIRERBE G D, F-EHEE L LTOHCT/P
DA, cGMP & cGTP IZHEWElE Lz ® iz
W, IND HEE DR ICERRFER 21TV NDA % i@
CTCHRFEARBEH/D Z LIT2D, 728, cGMP &
cGTP EFET D L 5 RBEITBWVTIE, XV
— B R BERFHE LY b, TORGICEEIC
HWETHERBEEHOFIZHELRTIER S 20

= =S
B .

i

T

=
nA -

C-15-2 BU QMM T Fu —F

EU i, EZ#EdM (Medicinal Products) (3%
ERREZERE EMA NEEZHEY L, EREERIC
LTI, WTh2roMBELIVRBESINEER
M O# = H WA ORI Z Z T ud EU N
ERzEA BN ARE 2o TEY, Higk
HEEIITON TR, EU Tk, EET
TEEIEZ T (gene therapy products) 3 & OMEHH
HTEEEF S (somatic cell therapy products)
. EEREOFTY [eimERERKSL | (ATVP;

advanced therapy medicinal products) & 4358

[e]
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S # T &% 7z (The Medical Products Directive
2001/83/EC&2003/63/EC), LinL. Zi &l
i DAAGRE A IS B EEET EU IR (=R
TH—NENTWRrol- R TRIEE ST
oo £, BEERIZHAWD = OO/ T
it (TEP; tissue—engineered products) {22V T
. IS (Directive 2001/83/EC) 2433 &
. EEHE Directive 93/42/EEC F 7~ 1%
90/385/EEC) IS LD 0>, ZF OHWrid e
ElckvEbEbLTholz,

BRMERS EC) X Z b OfEE . EUNTE
FErmzicMRofBz BRI B0 28
BETHD LA, 2007 FIZFOBRFL LT,
ATMP DHRFEAFERMI 2 E® 5 Regulation (EC)
No 1394/2007 %l L7, Regulation (EC) No
1394/2007 i, FM TR Z ATMP O
DT e BIATMP IZ oW TR EC BT
HARBEELETICNDNE EMA THREE %
IO LR ERERMEL L, 2008 4F 12 ALY
MATSNBIZES> TN D,

C-15-2-1 THRBEREELR| ATMP ODES
ATMP 1%, B TIAHE, KgiamEE, £/
FHEE LG EERIND, 22 TO H{EH
falERE] OFERE. TEHFHEEL
(biological medicinal product) ™95 %, (a)
BT DK Lo RBICE > X ) I A R
B, ABTPAEEE - IS EoREE B E
2 EERII T (substantial manipulation) %
S offE - il E SRR ELZI AL,
LRLD R, I LIk FF—0ERToRRD
BERE L R CHRE 2 BB DEANTHRA-T L %
BRLUTHAT 20 TERVME - kE &
HMAEERT NGO AHA T, (b) BRI
BENDHMNE - RO FH, REFNE
ERBHEREZE L CTREDIRE,., FHE-X




B EIT O &0 DB
HAENEFEOBANOE MIEHARW LEES
NHHD) EENTNS, —F, HEET RG]
(E =Y BN ek i) I oE - A= Ly
TSR AEET, b MAOEAE, &
BEFIIBREITY &V OBAICHE O FiEEHR
THLD, HHVETOBANDLE MTHEAR
WLESERD b D) BT, ZZTo, T4
JUER X LT MRS - AR &R, TERMT D E4A,
EEEZIIERICE D X5 ICAEMFHIEE, £
PR RE £ - 1S EORMEE B S E D E
BRI T &M S - fka - A2k, 2L R
— DR TOARFEOHRE & 7 CHRE 2 BE DOF
NTHLRETIEEZERLTHMAT D TR
WHIRE - KRRk AR, el TEERIMT T
ROV o & LTk, Bl BFE. RUE.
LB, PLAER - BLEAIEIR~DRIE, B -
M - BE. BORRE . MO SBE - BRIE -
FERL JEIE. RASRME. B, WmERRE. U T
ZEMZBET TN D,

ek, HAHEOMBIFHELPERMITHE
W B0h, EFRERICEETLIONE NI
Wric EU MBEMCTERE LR T ol D
KRERFERE, BESEICRIT S TEEEMK
HoEH]| (primary mode of action rule) {T
HoTr, F 7T Regulation (EC) No 1394/2007
TlE, 7= & X EREHEE L L CoME» EEER
HXThol e LTH, M TFERAOEEIC
W, AERME - EEEEDHEN LV D RMF
AEEL. EERO—ETHD AP (KT D
ZkbhpoTVND,

C-15-2-2 ATMP O H##IZ I 5 EAA :
YRIR—RAT Fua—F

EMA 1E. ATMP O RFEAFRHFHICE T 2 HH D
JEHRI & LT, Directive 2001/83/EC Annex I Part

W) R AT OO,
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WIES&E, VAIR—RAT o —F&H-T
W5, ATMP @ U A7 1%, MDA FERRE L
Bk, Sl TR, X7 ¥ —OEWFENEE, ¥
oy BRBEOKA, FEMIRD R L TERKIC
BUF5 AP O EEHRERFTEICRESER
ENns, MaEMALZELICONTE, 20
ZiEtEOBE I 2z, BE, BEEREEFEEELIT
NREECT DI AT OEGNHEE T LT
FEEICRL-TL D, E>T, ZH LELD
BAZ R L OB EEMFT. ZHR2EF 2%
L7z AT R—=AT 7 a—FIZL> T —AN
A r—ATCHRETHUNENRDD & EMA ZE X T
V% (EMEA/CHMP/410869/2006) , [RIFFIZ EMA X,

ATMP OBLETRE (BETRN TOMRAELRKE
ROREZ E L) ITITMFAIMP DY 27 Z2+5
(ZHITR - HIETE DREN B> TVDHRETE
EEZTEY, Tz, FEEKREBL JURKR
By, MESNED A7 BRIZOWTES B
THHLDOTHDHZNETELELTWD
(EMA/CHMP/CPWP/708420/2009)

C-15-2-3 U RIR—ZRFTu—FOHA K
A4 LICET 58 X
Directive 2001/83/EC Annex I Part IV <X

EMEA/CHMP/410869/2006EMA (Z1d ATMP DI
WBITDHY AT R—=AT 7 a—F OLEMEDIR
ENTEVBR, JRAZR—RT F 0 —F O
AeZ DR ORI T HERITHONT
DFEMIR T A Z L AIREFELTELT, £
ERE TH DL HEE. BN RELREC

ST, VAT R=ZR7Fa—F LI EZFHiT
REZIZZUHDHEN, TH L2 &hb, EMA T
ATMP BRI RBIT D U A7 N—A 7 7 —FIZH
THEHA RTA AEROMEELEZDONEDH
D HIzE+T 52 ® 7 b ~X—s3— (Concept

Paper on the Development of a Guideline on the



Risk-based Approach According to Annex I,
Part IV of Dir. 2001/83/EC applied to
Advanced  Therapy Medicinal Products,
EMA/CHMP/CPWP/708420/2009) % B 5 /M LT\
Ho ZDALET FA—sS—F, FK 2343 A
DIFRTIEELERTF 7 MRTH B M, ZTDHIC
WODEZF%2E D ZENTE D,

C-15-2-4 EMA/CHMP/CPWP/708420/2009
C-15-2-4-1 VA BLOY 27 ERDH
ATMP DFEFIZIZEOND Y R 7 R b & EZ
Hal, TDOU R 7 X ATMP O SVE, AWiEtE, #
GATAREICE#ET AV A JEREY 7 LT
WD, T, BED AMP % BEICHEHAT S &
WHTTHEED Y X 7O\ T b a B H4
TeDiZiE, BED Y R 7 BERIZOW TR S
RTIIUEAR B2\, ATMP O T #ElE - FEEE N
TRGEOY 27 ERE LTI,
D AT ME (Rifaohsk, MiaomEEs
SHLIREEZE & de)
2) HWETRO2TCOME (WIfTA%ET)
3 FEMRRLSY
4)  BARMZE G (BHk, HRSMES
t»)
BREBEZ LI, THbD Y AT BRGNS
FRITU R L LTI,
) ERHERNLE= T =7 X —fRLE 2D
ZE T XD TRMBBERRIEINE DA
2) EATIMIBOEEHARREMEZ N Lk

fEZME

3)  FEMBRRLSY DRERGERIS, RIESG .
TR

4) BEOBERLARWAEYILE
RENETOEND,

Fio, BERETFRERERD Y X7 ERIZIL,
1) R —OYRBEERFBEAOFRREME L ZF DR

B
2) XU ¥—/BETOERME BiEELD
RE7J
3 ERMEZMBRLCEEELEERT S X
IMUANADHFEIZL Y, BRI LR
7 Z—DBEWPE Y | BEETIBEMNE
R D AT REME
4) NI Z—DERRREM 2 LERAE
5) BETMBEZAVLULEGTFEELES DY
DA REtE
6) BEDELFRBEOEL
7 BABEBTOREREALZOHM
8) {RNEhRE
9) B IOBROFREN
BREWEZDI, TRHD U AT BERE NG
FRITURZ L LTI,
D RUERGBEISE
2)  EMEEN

3) RS
4) HEOBHLRWESRE
RENETOND,

C-15-2-4-2 HA FZA4AVDHK
EMA/CHMP/CPWP/708420/2009 T X T\
DA FTA L OEIE, IRFEABHFBEREIC
BWT AP DU RZEZESRIELERLEZS
FONEWIFEERRRT L LIThD, B
DYV AT BRI TDVAT LEERT S
ZEEREBEMLTWADTIEARL, LA, kEx
YR T T 7 A NEFESTZEDHDEH
(BIZE, FEEIZEERROBELE AR
EHfa SRS CHEAT S B Ak S b
MR E) CESnTare 7 FEFIRT
HZETHD,
JRAIR=ZA7Fa—FFLUTO X5 ik




