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55 {7 2004 == 2006 F _/F EHES Fﬁ*%ﬂﬁ%& ( Global Consultation on Regulatory
Requirements for Human Cells and Tissues for Transplantation ) » ﬁjﬁ% HCTT ﬁiﬁfﬂn%
S = gjil'ﬁﬁzﬁ PORE > D %’7 Y Aide-Memoire for
National Health Authorities » Aide-Memoire on Key Safety Requirements for
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.58 £l |1 Key Safety Requirements for Essential Minimally Processed Human Cells
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System ) ~ 245t Ba%zf[JﬁF:I fﬁl (Risk:Benefit Assessment ) ==& Pﬁ#ypﬁﬁw%%\ ?‘F',EJ [

( Product Quality and Safety Guidelines ) > ﬁ'n | % Fﬁ#%@f?%? fF‘[EJ (R & }AFI ¥ ‘;nggy F/:I
1% (Legitimacy of procurement ) ~ {1 # 214 (Donor Selection ) ~ f{fF #3= 3
?Tﬁj” (Donor Contamination Control ) ~ [fIl &= % "F! (Retrieval and Processing ) ~ ¥

Ty~ WWHESEAES. (Storage, Packaging and Labeling ) %?ﬁﬂ 73 =9} » 5 Requirements
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‘F%F H/%F (Human skin )~ * EE}E}' f (Human amniotic membrane ) ~ {ﬁ@ (AREREs cein]
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Williamson. M.D.* Dr. Ralf Sanzenbacher ?Pﬁ‘;‘%%‘ﬁ[ﬁ[)
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ELRE LY RN (Executive Body) o LBV H RIS £ El[ EYfs o

( Representing Member States ) 7Y » ™ 3aE = ?’*J o

= EX’?’\'\'%Q — W R o ﬁﬂ ff] ( European Parliament - Legislative Branch ) @ £

R T U0 (Legislative Body) » Y34 %’7 785 1% FIRERAL
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byl

. ﬁﬁ’i’\'\'%ﬁ%,ﬁ#,ﬁzj ]Fﬁﬁ,‘ .} ( European Medicines Evaluation Agency, EMEA ) © {7
BLETE) B [ VAT 91 SLASHOMA T RS

(e -

Pu s ik = (in ﬁkfﬁ ( National Competent Authorities, NCA ) : i EE%’? Al Jﬁﬁq
B i I SRV EING i

® RHEFIAER] " FEA R RS AR SR
PSS B S T ERRC E  WAT YA RSP R [%f S PR
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FlsE L~ AL R AU AR Y 4 4 (Directive 2004/23/EC of The European
Parliament and of The Council on setting standards of quality and safety for the
donation, procurement, testing, processing, preservation, storage and distribution of
human tissues and cells ) * +TJF’\7E’<\‘-*7I§ fi JE?F’[‘ZF W?E&TFU mE'ﬁﬁ A= e
Y~ R~ R~ OISR TR S 2 P W
2006 £ 2 F| 7 E S T - BB ¢ AT LY L g
( Implementing Directive 2004/23/EC of the European Parliament and of the Council
as regards certain technical requirements for the donation, procurement and testing of
human tissues and cells ) %I‘J‘?ﬁ ’Iﬁ E"l Bl 4 2006 F 11 EJﬁfJ ’ fj“i%;f‘f{?ﬁﬂ [5 Ay
ﬁ[ﬁﬁ'[ﬁﬁ'mﬁ‘%%ﬁ' B 5 IO AT 2004 F 25 " ARSI 4 ( Human

Tissue Act) > I'J (ks B8 Fiac ;g;ﬁp%:—j\

R * JPRE 2D S AR RS A 2 BRI SR A
APTITOTHIR ~ SV  ARER © W R ETOIRENR L (RN AN,
PR G R R SR Y TR R
BT ’if, A e w (fetal tissues and cells ) F‘}?Eiﬁl?'ﬁﬁl (adult stem cells )
PR RAEE (embryonic stem cells) o 577 [~ = ()17 5O PSRV
ARV ~ I T 5 P~ SRR AR PR L O
o 1 IR BRG] SRR A T TSR R -

T 5y R UV 8 A LY I SO AR
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fil > BT R (Anti-HIV-1 Anti-HIV-1) B BJAT 5 A RFE
P B B Ao WUFE' (HBsAg =" Anti-HBc) -~ fit C B[}+ % ”ﬁu”i‘ﬁ‘ (Anti-HCV-Ab)
S RS RER » 1S9 > PSR AP BT )
Rh [{=" (RhD) -~ 77584 FL [£P/EL (histocompatibility antigen, HLA) ~ CMV -
r ﬁfﬁé&&’ﬁ (toxoplasma ) ~ EB VTFJ%_} ( Epstein Barr virus, EBV ) ~ Trupanosoma cruzi

St

R A R 'SAF OIS T 55t~ Rt A s %ﬁaﬁlﬁ‘wﬁkﬁw‘fﬁﬁ
fF] - (= CBER/FDA #0520 1 f) - BB 2 1ot 2 ] s i i
( Notified Body ) = g i (Accreditation Organization ) ?ﬁmﬁlfﬁﬁﬁf%
Hi75 o (EReEE ~ JUBETE = EeS 2004/23/EC ?“, < EJT{T Y o SRETE
FERE “ﬁﬂ AR uﬁ s [ E ;J SIS ET%I wt Paul-Ehrich-Institut
(PEI ~ fipsl) == ~ FUAS R v Human Tissue Authority (HTA ~ i fsl) S5
= Eﬁsé;r%]% ( National Competent Authorities ) » [F£7 * ?%‘%5‘ ”g'u,’['ﬁiﬁ'qa‘lﬁr::,ﬂ \ gﬂﬂz&l’?

S F;;f}‘s

AT AP~ AL A TR o o et iy P
G TSN e S T TE SR e RN R e

PR PR > TR > £ 2007 5 SR -
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CBER/FDA §RIVRS- L B » 475153853 B 20 A0 (S W P
Y ¢ AR ) N B L AR R Y
I R BB BT SRS S PR AT OB [ ¢ A
R TR o 2y MR REORE VI e ~ P IR AR - B

S BRI o (TS B R TR -

o i %EJ;E@@F"[@HU%EJ%WEFW #F (Key EU Documents for Cellular Therapies )
WS R ) G 2004/23/EC 54 -
[ | 4% ’?Ej“” ﬁ%}fﬂ ﬁ 53 £ 2006/17/EC == 2006/86/EC T’F'[ e
Gl I?QE‘W?F,"%% JL#DF“?[ 7 1% 2003/63/EC 451 °

W AR A AR LT 4D 139402007 4

,l&J o

B My \’ﬁ%rﬁ%ﬁ L [+, EMEA/CHMP/410869/2006 * FHAf 1 FREL#E

gePik FEFI?FIEJ [ ( Guideline on Human Cell-Based Medicinal Products ) °
° %tﬁﬁ@%?ﬂ@ FF,[!, ( Advanced Therapy Medicinal Products, ATMP)
JBCEEYE -SRI R A

PR T AT 2001 2 S 2001/83/EC 4] -l H LA
IR -
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n ﬁi’?""'%ﬁ?fﬁ@]&ﬁﬂ‘ 2003 £ty 2003/63/EC § 4 0 Fi-WEHE
2001/83/EC i 4jfifsh S 4§75 (Part IV of Annex 1) ) Bzt i
THREEREOD A P M LER PR ST R i o (1B LR R
ARAYELEL > AR ASAS T A il (Tissue-Engineered Products, TEP’s )

A UL IR E R E A R i R AR -

W PRI T 2007 5 11 ] 13 [ AL 1394/2007/EC i
P FOR PRSP R ) TR Y 2 AT A

B P] o FAPRSEIT 2000 5 12 5] 30 [T % g5

1394/2007/EC FEHHT LA LRI ff 80 1 = ST i - Y-
KIS P R EER I iy (Gene Therapy Medicinal Products ) » =17 2001/83/EC ff;
FYIRTARETD IS IS > 275 2003/63/EC F71-4 1A * B BEERE - 517 41D
BV 7% i (Somatic Cell Therapy Products) » =1 2001/83/EC §f; 4] {4
SYDHIT IS » 208 2003/63/EC -4 Y| B ZRER TR o 5T IR
P il (Tissue Engineered Products ) » £ 47 RV AW A48 » 19t
VAT AT RS o B SRR (SR g S BRERS o PN AR PR
FF[}[H bcprl Fﬂﬁ&gh‘#}ﬁ& H. I/’Equjﬁi/wrr’\rz; > H T EWFIF”FK’ JﬂJ;Elqwm»\z&FrTF

5 S POFHIPIT (YLET  F PO G (ST R A

® ([ 1394/2007/EC LI5PREEPIE f FoE H E9EF 2001/83/EC # 4%
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726/2004 Fh{%’%-‘ﬁ% (REGULATION (EC) No 1394/2007 OF THE
EUROPEAN PARLIAMENT AND OF THE COUNCIL of 13 November

2007 on advanced therapy medicinal products and amending Directive

2001/83/EC and Regulation (EC) No 726/2004 )

» LA R (Rationale) -

G -
W G PRAEE A i AAT PE
] ﬁ ‘f- % JJ%‘\;FL‘(WO

B RS A2 R - )RR (A

I F’ﬁ El%??il%%‘ﬁ ( A Harmonized Regulatory Framework )

BT I A
B 25 (Definition) -
LIS S ek Ff[’[ E 1 (Incorporate TEP’s)

m AEEPE %@%WW(% ( Approval decisions based upon a

centralized procedure )

B Ay —J\,F.JF@"{%K E 'lrlf?ll ( Committee for Advanced Therapies, CAT ) -
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& LR [T R P TE  IRE h [1
( Committee for Medicinal Products for Human Use, CHMP ) Jifl%.}%

AP IR T 42 AL

u F&fﬁﬁz (1 1 R SER IR 9P L (Combined ATMP’s) -

W OS] B S ’]E}’ﬁjfﬁ@ (Incentive for small and medium-size
enterprises (SME) ) -
I EJ% e lElfJ@%ﬁ ( Ethical aspects ) ©

I %%i%?”’@ F i) FlfJTﬁJE% ( Pharmacovigilance, PhV ) o

m R ﬁﬁm &k (Risk Management System ) ©
m gt lﬁlﬁﬁfﬁ\%ﬁjﬂ : J— = Fl‘fg'ﬁfﬁ‘ ( Marketing Authorization Holder,
MAH) =i E'J%%ﬁ T GEREFE A (Traceability: MAH and the
institution where the product is administered ) °
m i | Fﬁ%@fﬂ%%ﬁj\pﬁ@% ‘[@@Ef?ﬁﬁ% ( Transitional provisions ) °
® FE= ?E}[‘j;’:ElﬁEuElfjﬁ]iﬁ ( The Fate of a Transplanted Cell )
’9. ?ﬁ' Af s i&’%ﬁz’%@%}%ﬁﬂ%‘m% v *’%‘HI&’?@E% (e S
(B [ o5 SEPRE S R VAR [T B P\'ﬁ*ﬁ?’iﬂ%‘“‘zf‘*‘ %'q*ﬁ“%ﬁ B
ﬁﬁiiF",%ﬁ“'ﬁ& FHE i,r@%ﬁ?@ Fff[ "EMEA 'y * F1 e ants 1 i
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VF2E (migration ) ~ ##9= (expansion ) ~ 7 i85 T (tissue residence ) ~ S
T U PR TE&%XF (integration into organs and tissues ) ~ | EI ==Y = Vo E
( dose-response versus safety ) ~ 4 7Y £ [*~" (production of trophic factors )~ !
b (%¥%+) 57 [~ (heterotopic differentiation ~ multiple lineages) » [pilff/~ T

( feedback loops ) =~ ﬁfj[?'li%f’;ﬁgj I'FL[ °
[ —'J:f‘ﬁdﬁ@tﬁﬁ#’d’r}" FEIEIIJ/ i Fﬁ[!ﬁ—*j BHsF1 (Product Characterization Scheme )

IFL[J\ LR EE A FF#[F' vk FFF ﬁ éﬂ%ﬁ%‘ﬁf PN RS R (tissue
source ) ~ [l {0 = FLET ~ ff”ﬁﬁ’[‘ib SR Y ST (concurrent use of

matrices, scaffolding, biological active molecules, membrane in the final products ) =~

AL Y -
B9 BV e GRS R T R
& ﬁ & P2 irl[fk ( biochemical action) ~ #JY% (=" | (immunological action) ~ [*

BI{EH] (metabolic action ) == U175 7Y iﬁ ]*ﬁijlﬁ ('structural replacement of

damaged tissue ) ° |‘Ff, il L’Fﬁ PV - & jrf”[ CRECERE YERl
(morphology ) ~ f#&| (Karyotype ) ~ #d/&455E (immunological markers) * (X7}

Y Fﬁ' RS P2 (metabolic or synthetic products ) °

o LEBREPE VIV UEOHBAEECHY TR

( Comparability, Lot-to-Lot and Donor-to-Host )
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Fﬁ%“n@’ﬁ*%%%ﬁ VAR R PR e PRI R = H P T
- TR H et RO T VI e o B v B TR i SRA R 3 e (9 =2
(Data on the behavior and characteristics of the prototypes need to be retained
throughout process development ) » =' ﬁl[?]éﬁfﬁ %TE[FJ: pLI S E T R lﬁEJ’F}Jlég e

B & V]V — 3=1% (Characterization should be complete enough to
demonstrate consistency among batches both early and late in development to
commercial scale manufacturing ) o [F=- ﬁﬂﬁ’ﬁﬁﬁ‘ %% ICH QSE: Comparability of
Biotechnological/Biological Products Subject to Changes in Their Manufacturing
Process | Fﬁ%%”dfﬁ‘ ["“é’%ﬁ 1% (physiochemical properties ) ~ & %’*’dﬁ‘l‘% ( biological
activity ) F’)ﬁ[@[’"%ﬁ»ﬁ % (immunochemical properties) ~ AT, ~ P ATPIET R
( purity, impurities, contaminats ) ~ Ht = tﬁffﬁ (release specification ) » 4 - |%

(stability ) pufit -
® PMu filFussfE (Potency of Cellular Products)

SRR, IR ) SRR A T

PR R " [ > =28 Ik

L B ﬁ?ﬁﬁﬁﬁiﬁ (PSS LA AL ﬁiiﬁ‘[‘i (Activity of implanted cells

in relevant disease-based animal models )
m EUTE PR EE a2 FEhE‘ﬁW I (Scaling of cell dose to
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humans based on animal models )

m A FJ?{’F‘ Uiﬁ%’E'ﬁw F=fJ] (Fraction of viable cells implanted into a

patient )

W HP AR %”Jir[[ftm% 713‘“&5 ﬁJJ 142858 (Secretion of biologically

active molecules per tissue mass or functional assay )
o (B {=H &y (Good Manufacturing Practices )
B 0 ifﬁ*j%@fﬁﬁ%’ﬂ 2 Fﬁ#[ g — =% > GMP H J%Jr TeAEfE s (be
validated) » 7 BTl MR

| %J%Eﬁ@%f{r'%&ﬁ‘ﬁqﬁﬂi E l%jf GAT L |fEJf|f”Ef;‘Eh B[E_JJ ( Manufacturing area

physically separated from tissue collection and procurement facility )

B OHEW Y B PR (AT AW ) [ Y % ¥ 3F 3= ( Avoidance of

cross-contamination with collected materials )

B R }{@BJQ: BT %’:FET'T ( Aseptic conditions should be should be

suitable and validated ) -

[ qﬂj’ﬂ? & FF‘F' EJ! S S XU F%['TEJ ( Dedicated product-specific and
single-use equipment )
L %ﬂiﬁiﬁ%ﬁfll%ﬁﬁﬁmﬁlﬁ?ﬁ% ( Characterization of manipulation of cells
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during manufacturing process ) °

B OECETE R R EA T‘; FHRIf J’F“j & ( Characterization of transportation

and storage conditions and associated materials )
o ‘ﬁ%}%’_’%&%}lﬁp EEI (B (Registration of Tissue Establishments )

R REE GhOTOR ~ AT RO + R (RO A
Hi=T F'Iﬁ 2004/23/EC ~ 2006/17/EC & 2006/86/EC EFF}?J GRS A g o F;'l 2
WW%%Wéﬁ%%(Mm)ﬁﬂﬁ NS (Notified Body) BRI
Fﬁfﬁi 3?{“? EF[1 2004/23/EC }JF’I AT E EIRJ E'ﬁw’”'fz&ﬂiﬁ e Ay

i BT P A PR PR - I 2006/17/EC $7)
Hlaw THF e ﬁ%gﬁ’ﬁﬁﬂn ’2006/86/EC}‘F’| AT TE Ef% “ﬁﬂ A e RS

e -

AN TS R R JJF‘ 2 ST A FF# ORI i S L ﬁ‘?ﬁ'ﬁ' Shi

Human Tissue Human Tissue
and Cells and Cells
Fertility treatment clinics Derivation of hES
|:> cell lines and pre-

Origin of hES cells MCBs
Possible national
banking
requirements

=3
R

PISH o A RCPORIA I BRI S R

P ‘*JE—?,FJ"TJli F‘J J Qualified Person » Qualified Person 7’ y}fﬁ 7}%
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(MHA) LR E@;”ﬁ%@&i@ﬁ'wﬂb%ﬁu MED ﬂﬁ‘.ﬁ%; MHA ﬁlrﬁgﬂﬁf@?

b %DF‘F 1 F1B NCA Fy [ EMEA g ﬁﬁ ERTSEL o
o &= B FDA pub*dit (EU Guidance vis-a-vis US FDA)

i BRI T 1 T BT P W
B FDA [t 7 dﬁ‘ﬁ'ﬂ*ﬁ”ﬁ'[' > (R BRI = FTJ*I%AEHI ( Scientific
Advice )& T [HPE R BT FER[SEp]HUEH B 2 *ﬁ'*&&*@d etk ( Scientific Advice
at the national agency level ) » F[F=/glaRfl 1 == ~ it 4 {1 ~ 7 Fﬁ %’7 A [E&'Fﬁ? EED
B S VST AR e CTA M > 2 Advice Zav i IE > I F
e I%\FJI o BYZ FER| SRR EMEA gt (Scientific Advice at the EMEA
level) » [l CAT Séﬁﬁl PR S PRI - f“‘ﬁ%‘%ﬁ : ?”'E'Hf@ﬁﬁj

%ﬁ,lﬂ ZH J(H‘[TE > Advice AV E > T [ IJ;,\IWFJf .

® R %EJEE'? i fildp 1812

R T FjaaE‘ﬁwEsf:ﬁ (AR AZEIE § - LY = SEEE T e
Therapy ‘ Status ‘ Title
Points to Consider Xenogeneic Cell Therapy Medicinal
Cell - Concept Products —Effective June 2004
Xenogeneic Paper Revision of the Points to Consider on Xenogeneic Cell

Therapy Medicinal Products —May 2007

Cell I:_)raﬂ Human cell-based medicinal products January 2007
Guideline
Development of a guideline on the quality, pre-clinical and
Concept L o I
Gene & Cell Paper clinical aspects of medicinal products containing

genetically modified cells May 2007
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{/J E| * I%UF[‘T#'HFFJ, I/}AFIFJ

YL

Therapy | Title Timeframe
all Detailed guidelines relding to the appllcatmn ofthe traceahility provisions in Mot Sped fied
Article 16
Al Dretailed guidelines relating to the gpplicatinn ofthe pmvisﬁons an followeup of Mot Specified
eficacy and adverss readions, as well azRisk managem ent
Al Guideline on GMP for advanced therapy medicinal products Mo Date Provided
Al Guideline on GCP for advanced therapy medicinal products Mo Date Provided
Update of the Technical requirement for Gene Therapy and Somatic Cell .
EEl SEE Therapy Medicingl Produd (snnesx | to Directive 2001 83(EC) Hotisresisd
Draft Guideline on guality, preclinical and dinical aspeds of medicinal produds N
el S @EmE cortaining genetically modified cells - with GTWP (EME AIGTWP/S8311/2007) =518 @ A1iE
P Findize and Publish 1-2
Cel Guideline on human cellbased products Q2008
Cell— . Finalize revision of Points to Consider docum ent. Xenogeneic cell-based medical lssue First Half 2008
Henogeneic produd s
Cell Concept Paper on P ogt-M arketing Surveillance of cell-based medicinal products 122005
Cell Refedion paper on stem cell products Date Mat P rovided
A Deyelopment of Technical requiement far Tissle Engineered products (A nnex !
THESHE to Directice 200 ¥8VEC) EEAIIE

® B Paul-Ehrlich-Instut £ * PSR B fFOFRERIN

el [ES«[F 18274 = Paul Ehrlich 11‘??'[77 1896 =+ - Afiff (Berlin) Ry f"f}%ﬁﬂ:
Z't’%‘?f"?%ﬁ%%ﬁn EHr (Institute for Serum Research and Serum Testing ) - = 1899
oo T RN R ARy E’uﬁﬁf g %‘:'TFJIZ"CFI’? ( Royal Institute for Experimental
Therapy ) » 1906 & ¥ E U155 ' Georg-Speyer-Haus » E7 il %E[i:ip@{ﬁi@[‘a

( Chemotherapy ) » = 1947 = f,ﬁq = %E‘]‘E" VR U RERY am Main Ty

Paul-Ehrlich-Instsut (PEI) > = 1990 & PEI F|&F*2= 1% ¥ U fEFY Langen 5

PEL [ 1972 & & » 55 £ BRBHR AN e 0 Gl — it s e

( Paul-Ehlrich-Institut (PEI), Federal Agencyfor Sera and Vaccines ) » =25 ﬁﬁﬁ
>’§‘5%§’Wﬁﬁ’? ( Federal Institute for Drugs and Medical Devices, BfATM ) H’ﬁi*‘ﬂ i

#5F[1-= (Federal Centre for Health Education, BzgA ) ~ fl[BIERES | #Tf:'_%gi«m‘“ Frr
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( German Institute of Medical Documentation and Information, DIMDI ) E?ﬁ%ﬁfﬁyﬁ
ﬁﬁjﬁ?éiﬁﬁ"ﬁﬁﬁ%‘ﬁﬁ( Robert Koch-Institut (RKI), Federal Institute for Disaese Control

and Preventation ) = E&E F T PE sl e ﬁ BE=

PEL 11994 = # ¢ IEﬁ m“ N TR S P 2000 F F A y g7 B E :Fﬁ
Bt )R AR T AR OV e (Notified Body for IVD

Test) » 2 2004 = £| 1 JRAON OB P RIS AV TRET [
e ™ £ B B BB 95 » 2005 4 £ Db KR o
%E%%f"?fimﬁ??% It 72 BTV Fﬁp@ﬁﬁ\'%ﬂ fﬁJ’oﬁIﬁ?}"éH I-&( WHO Collaborating Centre
for Quality Assurance of Blood Products and IVD ) » {5 [I'] 2004/23/EC TF[ 4 thi
& BBERAIT SR e VPR | R R R S
BRIV R (= [NESF1 2005 5 JoF [ 0 PEL TS BRI A
C AR PO TR AR (e PISE > 12005 5 &2 2007

£ PRI, =11 e B FEES 7 ORAE 165 1 BRI, PRI ff i SRR

EudraCT Clinical Trial Applications in the EU

A Tk

REDAN ol (3@ 2005 to 3Q 2007)

FL E Ji_gpﬁ T ? Somatic cell therapy MPs 3Q 2005 3Q 2006 3Q 2007
(trials / original products) (25/13) (73/59) (132/112)

Y~ Ly AT SN -
Igt p FI'I'"'L’"“%S' cancer immunotherapy 23 45

3

cardio-vascular 4 17 31
5
1

I,I%JFF'LJ . J;J,rgj N qFrJ skin/liver/lung/eye/diabetes/intestine/bone TE 12 28
neurological 4 5
lymphohistiocytosis (HLH) — 1 1

~ HELSR S
W LR B - | .
infertility - 1 1

Fo IR

13 40 112
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S N F%E"i%”%&@ Fﬁ#rﬁ?ﬂfﬁﬂ}d (=#E1 Dr. Peta O’Connell ?P‘j

A

PP R R i (Therapeutic Goods Administration,
TGA) > ] F’l:r[‘Ff E’Tﬁ]?‘fﬁ‘f%ﬁ Fﬁ} W~ 2 =g [V HI] (assesses and monitors
quality, safety and efficacy ) « [ij] TGA 5P M | BP9 ﬁ'*'@ ER NS
1989 &F % r"ﬁJ N %@?ﬂﬁ#dﬁﬁ ( Therapeutic Goods ACT, TG ACT, 1989 ) » r%fdiﬁ %55 Eh
= Sﬁﬂj} y FA' - iﬁﬂj} ik Fﬁ#,@gﬁ:& ( Part 3-1: Product Standards ) ~ 27— Kﬁ[ﬁﬁ g
Et?dﬁ#‘ﬁf—;'a (Part 3-2: Registration of TG) * 37— ?ﬂm /§J‘”a f* (Part 3-3:

Licensing of Manufacture ) °

o JRVWIH S I Pr{E@EERE P FF,[},_I—‘m ill %gj # H~ ( Current Process for

Pre-Market Review of Biological Therapeutic Goods in Australia)

LN PR [Pl T I > PTG L P -
A 3 AR 1 Pk ET R R P e
PR ER R BB TASHT TGA K N YR VR TR ]
(efficacy ) ; [ BAAHAAY FI|H > R B R T4 et B
CIREREIT ) 8 TGA Bt * I (MS0E fi e s 7 ] e - 2 Bt
fi2 (performance) s 247 F PV * JACARSEA R i 1) s

P /50 2% PoBe gl ~ YR BRI A R
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o JYWIHSH #’/J‘[?F,t@ﬁ']#’%#,ﬁ#ﬁfﬁ ( Current Regulatory Framework for

Biological Therapeutic Goods in Australia)

(A RN o SR RPN S PR Pl 90 55 £ & Paskf =E
Py I P 4 0 e 5T RS LSRR S D
RIS PRSI 5 R T T S (heparin-coated stents) B RLis| |
FLET (collagen matrix) 2573 iy * FRAVIOAZ R il 03 Tt PuBhAvar oy,
T =0 R ATV E T EE AR Cautologous chondrocytes ) 9t - ) T
BI9 3T s A Fy (whole human organs ) ~ 2 3% 1% 7245 & iy

( extemporaneous products ) ~ [ FIFEAE {11~ 3tk iy Coften single therapy /

autologous products ) =7 e

SR EV TR TGA FOTERE (A 1 > SHEREN % i T - 75
B 0 e BT SR IR W R e Coord
blood )+ i (peripheral blood ) =1 ((bone marrow ) 7t [ * fit kg
B4 (hematopoietic progenitor cells, HPC ) fiufiijtls * #2E » [fs" | HPC #4710
e R P S LY B TR

==Y HPC -

Z oA S ( dendritic cell )iF",!’E’t ~T A (T cells )if}”ﬁt%ﬁf I 5~ leukocytes )

FERE > 1) fRTIE e (neural stem cells ) ~ fi#T§Ef @ ( mesenchymal stem cells )
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==E A HEP@FE (human cell lines ) fVA2Af » P2l [ﬂifﬁﬁt ( gene therapy ) ﬁ‘}
& I*ﬂg%ﬁ Sl = IR DUAC ’ﬁ%%_’jfi'f%' [ERE SRR R

ReeRE -

E{%ﬁﬁi}\l\lﬁﬁ 2006 1200 -

2 1000 |

oAk Et COE D) ARET ) 2 a0l

3

1,109 & LUK H HPC i fh O 5091

o 400

Fefg s Hp I HPC 2 200 |

z, s 7 - G ’
PR 777 (7] EfR HPC Total ~ Auto  Allo Allo

related unrelated

FEREE] 331 ] B PR HPC PR 2 %Jagzrﬁ%[.’ (allogeneric related) fi¥ HPC
FEREE) 192 5] » B5 ?“%l (allogeneric unrelated ) iy HPC #2f# [ F] 139 5] - F

ARSI 12.5% © SV 2006 2 2007 5 VR e FLE ISR RS H

(unrelated donor )Y HPC » FFHHEH - JRPY 186 A VA4 2] F 3= 1991

» T SR S 5

200-
180-
‘%H Tf|fE & HPC A 160,

140-
, o 120-
FIEF BppVEESE (10 4o

801
e
201

HPC lé[fj_'\kj\{’F]E[l»—Fjr,,Fwi‘?ﬁ 0-
1991 1993 1995 1997 1999 2001 2003 2005 2007

ﬂlE | = J SEL rf;d} E[qﬁ ‘l Bone Marrow B PBSCs B Cord Blood ‘

WP o b PR BT BT BEH » WA R B
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ALY PR TR HPC » #1Sipave |~ F (RTIEOBf  = 4 L)
FEAREA {05 0 ') 2006 5 S5(5) 0 H 139 WISPARE R HPC Flifg 72
[FIEEIRY A SRR ECHL © 41 B HPC 5B {1 (26 (1)~ 5B (20 )~ %,
(OB 7 (S B e (4FD R (1) = (1
1)+ (04 F 9 67 2 R THFFEE HPC » A9 [ i) it
(dilemma ) PP L1 3 * BUARVIORC 0% i TV C B ALR] T 5

VEH
° ?#’%%EJHTHE@?? HPC P e

R TGA [ 5155 HPC FEAA(H R iRt Sfigp » A HPC ) F IR
HF VBT B AR P S g SRR R POl s
T Sl ™ R O R e TS rég[,*;rﬂg THAY HPC » F7E i ER I
et PRI RO o R R " R K AR SR - e
i RS £ HPC - FRLE {1 = SR R b Vet - B Epfif o
R IR S R I HPC (TR E (M B

e - B ARIVA A -

S8 TGA Rl %@Jﬁa—? Fab=Sug f@ﬂ?”ﬂ“ﬂﬁ /75# [ BLFE 1991
F Baume 3§ A HEREVYF %1’1# [ﬁ,ﬁ'f“ N ﬁiﬁzf ; (The Baume Report 1991 )

FIVE | GRETS - = R I R



- R 2 IT%*‘*P%I:&%F?’E@*[ Pl it = IT%*&*F%J FA T AR

AR A e )

R VR O PTRY  H BERTRAR O OV 2 TR

TEF IR S BEPIAR S o

FUBCIF=Z TR > PN TGA S5 i 1 ey B e e o o i BRI &
(B3 f[1-~ (AusCord — Australia’s National Network of Cord Blood Banks and
Collection Centers) » J[[f&*=V NETCORD %= FACT == MRt 2 ./ ’mfh
U B ~ BRI S Akl ~ BT~ SERO Y S BISEYE (International Standards for Cord

Blood Collection, Processing, Testing, Banking, Selection, and Release ) [ =EL RPNV
fE s
® [ ENRETEE @ v

TGA RIH# [/%%%%?E‘T FITE E| Fﬁ&ﬁ%:&&“‘p%{ 53 0 M E gbﬂguﬁlgi iSsAEo) A
i R PR PP R e R R - R LR Ry =% (Clinical Trial
Notification, CTN ) » Hl— JEE' = BbfF FEER el = 5% (Clinical Trial Exemption,

CTX)
SN USSR

b IFERE L i FR R R Eﬁ%ﬁ@?'l %’ ('Trial Design and Protocol ) ~

4 2 H] (Safety and Efficacy ) ™ [f28 (Ethics) ST RIEVRIZ il HiETy
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(e ﬁfﬁﬁ’?’%‘{}‘ Fﬁ"ﬁm IEZ;,K A !ﬁl ( Human Research Ethic Committee, HREC ) >
U TR GCP it » RPN T A GMP oIt » = i
5 TGA - [ (NI B SR+ FOMbRts = B PR
FrAERF] -
N Eﬁ% EFMB "l‘
= 1 i R T b = A R ) SRR 3 Preclinical and
Toxicological Data ) ~ == & l'Fﬁ 3 I Fﬁ% N4 FF”E[ *Eﬁf Bl (QC Data related to
Manufacture ) ~ [~ fﬁ]?ﬂﬁ’j{* i | [%%ﬁf@(% ( Any Relevant Clinical Data ) ~ '] ¥ &
FFFIIEB HFELEEEEEY (Product Use Guidelines and Justification ) 7] ~ [H | TGA
j&EﬂLuH[ﬁ% » [l HREC f§1E > &AIH%E *ﬂ*f GCP puslt: > ﬁ!iﬁ’ﬁ{r’zﬁ?vfﬁ ﬁ‘v
FL\' GMP [ H ( Certification of Adherence to GMP ) ©
TR Pt P B TGA SR R R

T E—*Fﬁ R0 - P! i RBee 4 s 0 CTX o 1862

1. 7H;,J:%EEA%E’!"‘I‘JE"[?“ F'[ﬁ’ii?‘ MBS PUEER (first in human,

anywhere in world ) -

2. R HE ﬂiHJi‘f[f‘g Fﬁ} (trials using gene therapy products ) e

3. FERRHZHRANRTE U P [AF9=25055 (non-homologous use of cells and
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tissues ) ©
4. 5@%@ ( xenotransplantation ) e

5. EffaE HREC gFEfFM] CTX # EpvEtEe (where recommended by

HREC) -

© PN - BERITHRI S PO (R TR

B R E"%wip@?@@ﬁr‘? P s > TGA 711 | 31E) & Pifih
WU G VRS DG - 2 POECEAIE - U 2 E Fﬁ%%ﬁ“ﬁ”iﬁﬁ

T R RPN o A S A R -

TGA FU =7 fil e 787 (5525 Py i i o ~ 1)t B ! S L e
*F?%,[ %EW%E'I % (anew, risk-based framework for regulation of biologicals ) » [}l I

FETEISRS 1 > e R SR O PR URRLD S i ¢
I SRl = bR R g o ST WO I

- ﬁf{ EXb F%‘F i 115 (Global Harmonization ) °

bl

BRI PRI LR A R (Recognition of
Unique Specifications of Biologicals, Particularly Cells & Tissues ) ©

SRR ¢ I IO GMP S PRI

( Difficulties in Using Traditional Paradigms — ie medicinal GMPs for
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biologicals ) °
pa -~ = ﬁﬁjﬁq@ HEEr F i@ (Public and Political Interest )

fﬁ&’f‘b ﬁ 5 Z =2 {X (Infectious Disease Minimization ) °

|1y
=
«_L\P

Pt PRI R R LA R

—~ ai?fjﬁiﬁ[[l%“’ﬁﬁ’g@@ﬁlﬁ%lﬁlrﬁ@ﬁ > by E%FF[{ BAfy > FpERS

TR i ® 1 T SRR
=~ ) Eﬂﬁﬁ%ﬂ@%ﬁ YR Eﬁﬁﬁ .
= > TGA 1 it 4 (Office of Biologicals ) i £ b ¥ 1% (=

B 115 PRI 3 R SRR R > PR s P

Nonbanked & Banked products Banked & processed
nonprocessed products products
-governed through
- governed through medical manufacturing process -governed through
practice -banked blood components manufacturing process
-minimal processing -banked tissues -cell and tissues
-auto. / directed blood, -banked HPC -homologous / non-
blood components & HPC -homologous function homologous function
Class 1 Class 2 | Class 3 |
S ‘) (:) -) fa -J
«Standards (3-1), «Standards (3-1), «Standards (3-1),
«Listing (3-2) *Reqgistration (3-2) *Reqgistration (3-2)
*Declaration of GMP *GMP conformance *GMP conformance
conformance (3-3) (3-3) (3-3)
*No efficacy *Efficacy based on *Efficacy established
requirements _~| established data through CTX
G . v K{j (I oy

e Cyp [‘ﬁ%\')’ 31— % (Class 1) E'JFI’ETE' [*Eﬁﬂlgifgliﬁj/@ﬁ#[ ( Nonbanked &

Nonprocessed Products ) » 34> Eﬁ”ﬂ VP AR L 5 (Governed through Medical
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Practice ) ~ £ids /[ R VAP ais 7% (Minimal Processing ) =" % £% @l l’ﬁﬁ‘%ﬁg I
Tk~ TRy ﬁ??f"ifﬁm@%ﬂﬁﬁf (Auto / Directed Blood, Blood Components &
HPC) > 7t ﬁ 7 Fl [T‘E[FTQJ@{H‘ (Standards ) ™¥[[f"] (Listing) ~ Il&;ﬁ f'ﬁ_F
GMP #J#i (Declaration of GMP ) » -3 k#3357 (No efficacy Requirements ) ;
~ Ak (Class 2) £ Fﬁ"[ =N FF[! ( Banked Products )’ £}~ HTF[J Vi3l; ";ﬁﬁg‘ ( Governed
through Manufacturing Process ) ° f[ 5w e sy 55 ((Banked Blood
Components ) » rﬁ[ ¥ mm ( Banked Tissues ) 7&/’3[ = 'ﬁzm@ﬁlﬁw ( Banked HPC ) »
T [HJ il [fﬁﬁJ e ( Homologous Function ) » 7+ ﬁ F7 FI ﬁ[ﬁfﬁﬁﬂ‘ ( Standards )
f?ﬁr::,a (Registration ) l‘iﬁﬁl GMP i (GMP Conformance ) » “FI *F 3535 B s<
( Efficacy based on Established Data ) ; 57— 7% (Class 3) £} ’_ﬁf‘ Bt N2 lﬁ}
( Banked & Processed Products ) » £j A7 % ﬁ‘[J N §J L *@ ( Governed through
Manufacturing Process ) ~ &/ Iﬁ?E'ﬁuﬁ‘? A 7% (Banked Cells & Tissues ) ~ = frJiW [ANES F[‘/
—’[E[HJ il [fﬁﬁJ e (Homologous Function ) » 7+ ﬁ 7 FI [ﬁlrﬁﬁlﬁ" ( Standards )

f?ﬁr::,a (Registration ) ~ ﬁ‘ﬁ GMP #J# ( GMP Conformance ) » 13755 CTX 32 (&

ﬁi

#1354 (Efficacy Established Through CTX) -

SRR - TGA Zpig f“jvf JF‘E‘ At i ﬁﬂf\ﬁ'[‘ﬂfﬂ/@ﬁg [ ET] TGA
L*“ ]‘Fhi ,}H A et ’?’*?J%ﬁl rf“ll ( Foundation for Accreditation of Cell Therapy,
FACT ) A3 [BELRPAE i e VAR > F27] FACT Standard f Jiz@irﬁ”ﬁﬂ‘ﬂf*“

I BIEFERS (International Recognized ) ~ %%W/éﬁ%l (Sector Develpoed ) * i =g
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[ E@%’Fﬁ%ﬁﬂ ( Aligns with International Regulatory Agencies ) =~ IE%E#T 0 2 Pgﬂ—? ¥
] F[ ik FF[[[I 4 %ﬁg‘?%@ﬁi ¥ (Includes Product Specification & Manufacturing

Requirements ) °
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o~ PR | ‘ia\E"in’iF[@tﬁ?ﬂEﬁ?l}J (=%#F1 Dr. Mickey B. C. Koh

=2 Dr. Yuji Heike 3?3’%‘%‘}’5{6[)
® »E"inlipli‘ﬂ‘iig?ﬁpﬂ’ﬁfr e l-fﬁﬂ@ 3%5%¢ (Cell Therapy in Singapore)

PN B S B 697.1 71

Others,
1.70%

R F T B 420y~ o g Indians,

8.30%
IR TR Malays Chinese,
’ 76.20%
P ’%' (i/['F[q?ﬂI) Fegsd 78.9 13.80% 0

Ethni 2003
PR ) 65 BEI) R A thnic Group (2003)

[1RPEY 7.7% o Fropblpus pag=d S<155 1000 F#rd papie) 22 ~3=d - s

SRR I P~ VR~ 2 v B 2 g
|

ATEGE T FOEO L Y AP VR L ST -
(1 FIL SRS > T R L 5 R R RS R

R FRERAV R o T T R R BT S B0 S BTN -

T Vo RPN » S (0B (S O P A

WP W
W T AREFEAET (Standard transplants: ex vivo expansion ) -

B A &UiF' IR (Newer cell therapy protocols )
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m quif?l?‘q JE R EIFRE (Embryonic stem cells and therapeutic cloning )

= =2
A

( Regenerative medicine and “aesthetics™ )

FrOp T R

AT B e 3 R AR AR PTG o

RNEN e R
i

PR B OB SR B 9~ AT P b
FPRNE > KT IEREET RREA TS T
i T " PR

BT M) DAUESS s AL

PR BT

IJsprpi

?ﬁ (e 'i% 'ﬁ%r = [
HESRT Pyl FLQ’EJJ:%E[MF R (R R i 5 I e T o Pl sy = - 7071

!

v

P 4 PR Ese R 281 (Singapore’s Biomedical Sciences Initiative 2000 ) [ 2000

[ A R 0 AT 1 P

TE U [rss = iy Vsl
[FE& [Ed (Singapore Stem Cell Consortium ) _“FF%E{%EIQ a E’zii[r%ﬁ% ( Cell Processing
Facilities ) °

PRl = et jﬁ ( Ministry of Health, HOH )== & &| 285} ( Health Sciences

Authority, HSA) #2006 F 5 F] 29 FIny b fpHuss; ’F&if.%‘r‘?@ s

" (Joint
HAS-MOH workgroup on cell and tissue therapies ) > I' | 5§ 5 7 J[Ijréei*

‘%?_T”’\TL; 35

]~ A
R EOTEIYRE o FTIEIYPREROE DS R > BT F U ¢ SRR R R
] Héxuy, 5¢{EtRL (Safeguard public health for minimal processed cells and

tissues ) ; 7=

U TSP ARURCEA I 0 B D 2 T
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[2i (Provide assurance of safety, quality and effectiveness for extensively processed

cells and tissues ) ; 57— |18 : Iﬁ“E[Jé\ AE Eﬁ F E'q“’“r"zﬁ%ﬁ YR ] 3%’1]
ELEI fol BV %T‘j\ ( Ensure public has timely access to beneficial cellular and
tissue-based products that fulfill important medical needs ) ; STPF &2 @ HdfH &M~
TP S IFY&FIJW#DF% I @ﬁ[j\ﬁwmgu% [ JLid 3 (Provide
clear, transparent and internationally benchmarked regulatory framework to support

rapidly growing biotech industry ) °

S B VTR VA ) BRIV @ (risk-based)
PR R TRIR SRR 2R - BRI R R R [ R R R

VLT AR STV SRR o R TR e
W RS Y iR

& RIS SR

>

¢ P'Ji’f ECRE TS S N e 1 T T A

1

€ Joint HAS-MOH ~ (&= “”E[I HAS ﬁ“iﬂﬁﬁl AL EILJ?ElﬁuJ“”’%&SF?B
fIf] ( Cell and Tissue Division, Centre for Drug Administration, HSA ) »

I']’% MOH th*ETFE,‘ ?ﬂﬁ ffl (Regulatory Branch, MOH ) 4 fﬁ]ﬁé’ 5y

& [MEECRAEREER RN T 3 (two regulatory tier system ) izl 5

q) TS A R e r%ﬁ;’,l&ﬁfﬂ ., (minimal manipulate vs those
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requiring manipulation ) :

®  [NE g B pY R ] A B RGPV EE Y A ( Minimally

manipulated cells and tissues (MMCTS), low risk tier ) J[]{&

| A (e SPPEERS S (Minimally processed cells and
tissues ) °

® ﬁ.’J B P AR P IR A A A R L RED & P Bl

( Human cellular and tissue-based biological products

(HCTBPs), high risk tier ) » J[i= "] ﬁ‘ﬁ PNV — pupt

FE}?‘} féJFE},%E'ﬁ wEERTSE (autologous or allogeneic cells and

tissues that meet at least one of the following ) e

LWL R e e
( Substantially manipulated, so that relevant biological

characteristics are altered ) °

2. ["egi},?lzfﬁji’ﬁ [%ffi "] (Intended for non-homologous

use ) °

3. =EEPs %?’U%Fﬁ#ﬁ\}%ﬁﬁ‘%ﬁ ( Combined with

drug/biologic/device ) e

L 2 %Tﬁl&‘%fﬁ‘ ik Fﬁ[!, (manipulated products ) S B! £ %”’Jiﬁ?f—\pﬁﬁ (as a
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biologic ) :

o i @%fﬁ ﬁ?} | A BAG & (pre-approved institutions for

manufacture )

L 2 EI’?I?F J'Esfz | A R I{fﬁﬁﬁli VE{F! (substantial manipulation ) e
R

¢ [IFDA EJ: FIVH = -

& T R S ETTO R M
FELP SRR, - VRIS 04 e Mk P
PRI i 2 TR SR 7l
AP U T SR PRI E B T P R

MR SRR O R R T
=R
& I SBRPYSTLELEED & P (HCTBPs)
® LI A" GMP -
®  CMC gt =t P 1l 6 - MLl bR -

o | B -
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© TR BRI i SRR -
& & A TRV (MMCTs )
® %ﬁ?ﬁ[’ﬁ?l o

®  GTP SRS IR H T  ISGARE A P
BE T r—:lﬂ;l%ggﬂ;\[a PR A e
# %ﬁé‘@[ﬁiq;}f[gﬁ .
® G TIFEFICE IR -
[ | ;é?ﬂ[[ﬂ;gg% s P2
* EfER
o UFRE THARE TGS 2
® IR WL A B
& GEEfE VR oA
® FERMITITRVARTY -
® RS -
® IHIVESIIMEP .

© URTEIRTR R PRI B R
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& SEEE EISRUROT
® i YIE[= e -
o - PP -

® LIFIEI% 8= 'ﬁE"iﬁliF"[ﬂﬁzﬁfJa‘I— F 385 (Current Japanese Regulation for Cell

Therapy (Progress of 1 Year) )

FI gl EFG FE?%%TE‘?WF’P’?TW%’F% oy FA',_J/ ﬁﬁﬂ%’g ¥ (Ministry of Education,
Culture, Sports, Science and Technology, MEXT ) ~ 'R 5841 (Ministry of Health,
Labour and Welfare, MHLW ) ['] Efﬁiﬁid’[ (Ministry of Environment ) 3= {li[%'f
sz[ AIF o &I ng S @Wjﬁpﬁﬂj% BESE R WE%WE}‘F@EL‘@
Gt BUBLAH AL R TR SO T e P SRR B (Law
Concerning the Conservation and Sustainable Use of Biological Diversity through

Regulations on the Use of Living Modified Organisms ) » [fi|f ‘J f 'lfl'*fr t ﬁ?’E@WFI

—

e[V REGE FJI 4% (translational research ) [ Fl,_ﬂ = J;Iﬁl °

® [IEEIFEE H\Elqnljflﬂgz .jéjﬁfgmfjigk fﬂ;’%}‘F’FJ[ (Laws and Guidelines relating

to Cellular Therapy Research)
EURTTE B SR v A E FTJE TR EEE LY [P )N Bt

L] ELP\'? T sl #419] (The Guidelines for Gene Therapy Clinical
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Trials ) ©

W SRR ] ?ERT?HTE"%EJ?‘F'FJ[ ( The Guidelines for Clinical Trials
Using Human Stem Cells ) °

o v N R B L e B Hﬁ‘[’flﬁ?’ﬁﬁlfﬁ%ﬁ # (The Law Concerning
Regulation Relating to Human Cloning Techniques and Other Similar

Techniques ) °
] ’Jfﬁ L E ﬁf‘[ E“EEE?F[EJI ( The Guidelines for Handling of a Specified

Embryo ) °

m S i‘FlﬁTﬁ*[ﬂ;x“ElﬁuJ BT R =2 ek }"’IFJI ( The Guidelines for Derivation and

Utilization of Human Embryonic Stem Cells ) »
xﬁ;ﬂ*‘bﬁ TR “ir[’?ﬁﬁ% R [FERE R R R R
BB AR PR H R éﬁ’ﬁﬂ[ﬁﬁﬁd’ﬁ‘ﬂ% 1 RGP

[ ;,\Elﬁndj VR FFEREE R R %‘{é*ﬁ'{fﬁl (Regulation for Cellular Therapy in
two Types of Clinical Trials)
112007 & 8 FIE P FPRSIHIBIIAY | FEATE R BB A
?F’P’?‘i » 5 RIRLER A1 B (Academic trials ) 0 5T ;‘%lt'g%@?%@ ﬁ%‘ﬁ?g'

H R R (Registration trials ) © @grﬁﬂl*}“ Ea=at EPA[iEI¢’E’;PF"ELMD’ rj?%f”lEl
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1931 (somatic cell therapy ) Hli53 » | Vit (= ffp AP > 7 T sar sy e
(embryonic stem cell therapy ) 1 > % Eﬁﬁfﬁd[ NENEE fﬁl?ﬁiﬁ%ffﬁ l’ﬁfﬂ%“
Eﬁﬁﬁﬁ’éf& ﬁ: == Ti’% [EIZHEL riF&EEH;f%E[ﬁW 8 (adult stem cell
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