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Expedited Approval System under PMD Act

< Drawback of traditional PAL approval system >

Long-term data collection and evaluation in clinical trials, due to the
characteristics of cellular/tissue-based products, such as non-uniform
quality reflecting individual heterogeneity of autologous donor patients

[Standard Pathway of Approval for Drugs and Regenerative Medicinal Products])

Clinical Clinical Trial
Research (confirmation of efficacy and safety)

-
¥ Leading to
Earlier Access

[New Pathway for Regenerative Medical ProductsL -
-
'f

Clinical Trial

Clinical Ny e gict likely
Research # efficacy and marketing

il CVWA authorizatio

On Market

(further confirmation
of efficacy and safety)

uonesddy-ay

Post-marketing safety measures plus é
|
explicit informed consent from patients

Bl — ~ HAET Y P AR SR ol 2 PO AR
(Expedited Approval System) & [&E]
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P YR R ERE R o BR T AT ITI RS K R R A T T BRI
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Cell Therapy Products in Korea (April, 2014)

» Approved products

Cell & Manipulation
Products | Company
no. ne. Stem cell | Immune cell | Somatic cell* | Minimal manipulation Xenogeneic cell
16 11 3 3 8 2 0

= Clinical trials under IND

Cell type
Clinical trial no. Comp?ny ne-
Hospital no. . .
Stem cell Immune cell Somatic cell* | Xenogeneic cell
SIT 88 27 39 26 22 1
uT 70 21 36 27 7 0
Total 158 438 75 53 29 1

* keratinocytes, fibroblasts, chondrocytes , osteoblasts

[~ SRR A A B2 CTT A an B B e PR SR 2 (1 2 B8 B

Cell (45T 2014 £ 4 F)

30

25

20

——Somatic+Stem
-=-Stem
—=—Somatic

15

IND number

10

2001
2002
2003
2004
2005
2006
2007
2008
2009
2010
201
2012
2013

B = ~ SR CTT b PReABRZE (2 R SR S B A
(45T E 2001 4% 2013 4F)
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AR Erh » FeEJRZ 3831 Regulation of Cell Therapy Products in
Taiwan | fyafil o [ 28l 7 S EAR BEAL S e SRS AR IR CTT &
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AR 2 R OE— D a0 FROAL AR EERR R ARE CTT E i3S
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1. EFRAEE CTT EREEGL BEERERERE

CTT EMARE N — R b EYgE i - R8RS AR B VAR & S IR
AE > (H PR B o BE R E AR ER N » Gh= EE  TEAE Y
HEETE E o R T AIEIRA Y Good Tissue Practice (GTP) &z GMP FR# »
P ER T E R T E RS RS B R LA - N 0 AE
B 0 CTT B ZAT R e R BRI B - TS BAR T E R
e PR e B FH 2 i B e/ DB T R Rl - BV CTT &
GMP Z58H1 » BLEAIR T ERRRINVEIE siE A 7 28 » 5 CTT Em—E
ST IND £ A NDA P& B » HLAR e 88 7 B T SE B DU 2 GMIP 2 B0 -
Ll EETgf » EFAFR RS - AL O EiL 2 BER » WE
TEIH ST LB RIS GMP BB R FEE WAL RFHmE 2% 0 8
RERG BRI > MARE - & BEAER —FENEEERE
cGMP YK ([&ElY) -
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CT Process overview

Master &
Working
Cell Banks

Tl

Tissue Primary Cell
Acquisition Isolation ExLIBEELE Harvest
Volume . Formulate & Cryo-
L Reduction Washing Fill preservation
| . N End User
Storage & Testing & D Shipping .
Inventory Release Logistics Hg:ﬂ::?y&

[V~ CTT & mn A fE B B e

FEEE anH S B RIS S 8 F - DIHALE 2009 EA% 4 ETiAVAHE G
FEon JACE(H B EAG I ME e R ARG ] - e HA SR 5 BT 16
FIIE > HEm s BN o I ML A S & > R E
FEon AR ALt AG B & R AR S © ATlL > JACE 2 B3R J-TEC £RHY
EAB b S TELLRATIIS BT JACE AE Bl - $2ff 25 3¢
ERBEATEE A - UL 40%HY B (H - 16 2K > EESLUR S Ry - —H
£1] 2013 FEA GALGIER] » BLIRF( A JACE VB REIEATEL 2] 200 52 0 Wi
94% 2 E(AIHE - J-TECETHH & K ERBifmeE 2 B ELflELE
FrEEGEEH Z LRI E > TR AN Z LB - J-TEC 585K > CTT
FEdn E RIS B RIS E K Bl e MR A A RS HYERE - ¥
TARREE b 2 Wi DA SR 7S i B B A BRI -

WEREEMMAREE CTT EREUSHIPEK

1 CTT Ein B A RV AEAR o &8 VB I — RN
(Raw materials) » F.H 5 23%%% B4 £ KT - cytokines ~ BEfR P FaZE % (B
) EHUS S anE S 4LE Y Raw materials A Y CTT 2 dnfy SR AH & IR #E -
ATARET 2 58 GMP 224y Raw material BAAHIER - AHE 18 25 FLAY for
research use only ZE4HY Raw material » 7228 GMP 4RI E NI & >
{EGAERE FHEBURIIYIRL A CTT E & GMP HYEDK -
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Type of Ancillary M aterials used in ATM P manufacture

255 reagents / materials

2%
[ Ammo acadk
Il Asitivodien
] Aumititn citics

O Basal i ubture medium

Il BulTar salutions

ECKAGF

[l Enesgy/Carbom souse

O I ncmgamc: saltTrace o anen
WPy acds Lipicks
OMatrces

OOt oo memts

S euwnSesnm plucement
Vi temins

Courtecy of Peter Jongen and
Liliana Joachin-Rodriguez

Laakealan turvallisuus- ja kehittamiskeskus | 29.6.2014 | Paula Salmikangas I8l

[~ CTT FEmndHS NI A

cytokine BilZE & IRF1F Ry 4R AR S FE N+ - HAHREREZE L2 &
M~ BEE - S8R EME AR SRR RIS - P DAE CTT 2 mmidis
o VEEF PR raw material RGP T TREERY » (EHITY CTT 2
oV > SOASE AL > ATl ERERUREARETHRRL T o Bis
JARREUR R HE A T2 B0 raw meterial FYHER - HIE Hoam A4 (2R
TR~ AR ~ HROHE R AR A A SE o B EH European Directorate for
the Quality of Medicines & Healthcare (EDQM)%EH#1Z 5 & (European
Pharmacopoeia Commission) T E & A BOMEE B b 226l > $1¥F CTT Edbn
(Ex 5578 fy Advanced Therapy Medicinal Products, ATMPs) 1 raw material {i{
SFAMAY R -

F—THEEAFRE S WY - 152 CTT ZE mbd—idE A [F
2B 0 RRy CTT sk B2 G - A T s s » = &
EA RS - mAELED > EHEREEERE - FrLAE CTT
ZErm A R AE VIR WS AR (E 2R R B - A B (R B bR
PRI A R AT AR ST A ([ ) -
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Example of Hypothetical Case

Donor Screening
(Medical record/Blood testing)

Tissue Procurement |

l

Cell Isolation

P1 J} IPC
5 ﬁ — (sterility, Mycoplasmal
p3 J}
P4 l]r Sterility (Culture)
P5 g [T Mycoplasma (Culture)
’ Adventitious viruses
Cell Bank
P6 ﬂ ............................... Sterility (prior to 48~72hr)
- Lot Release
Final Product T sterility (Gram staining, Culture)

Mycoplasma (PCR)
An action plan for positive results 14

BN~ CTT 2 an SRR (1 P e M T Z (i A= e U (& 7))

() JERENEAPTZ#E—IPRF CTG T{E/NdHE

1. IPRF CTG 2 T/EiERE

AR E 2 iig—H - ABAFAFTE R - SRS BIEREA A
S8 - IEPAFT et 2 IPRF CTG H 2011 FROT IR 2 55 2 K H S
% o AKX IPRF CTG &% 3B FDA CBER Judith Arcidacono & FFf A »
SHL 7 K BEEDUER A EFEZRE] FDA ~ HZAX MHLW/PMDA ~ ~ IIZEX
Health Canada ~ ¥ /j[I37 HSA ~ & KMFDS ~ B E EMA ~ i1 Swissmedic ~
7 DOH ~ JE{#%25 FDA ~ 1[5 CFDA K F: [ TFDA -

H Al IPRF CTG T{FIHH FZIHEA — » EREREE R T & Bl 2 4R
AR AR fo AR B TR B A R 0 DURGRF AR R AR AR R E
MRS E A B —E = MR EHR AL S IPRFEE T 220K
i CTG TAF/ NHPT T S BN EE R - THETRHES IR ICH &5k
s -
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2. BBISHTARER

(1) =

Ji* 2014 F 6 H$HEERDARE ~ AR EE AR i R AR V)i B
EIRIEOHIFE B2 ZE T Draft Guidance for Industry: Determining the
Need for and Content of Environmental Assessment for Gene
Therapies, Vectored Vaccines, and Related Recombinant Viral or
Microbial Products ;; 558NN 3 HIRFSEEE 1 SRS R A A U 22
PRI R E 2 ERIR S SR & S 7 i 12 E % 0 B T Guidance for
Industry and FDA Staff: IND/BLA Application for Minimally
Manipulated, Unrelated Allogeneic Placenta/Umbilical Cord Blood
Intended for Hematopoietic and Immunologic Reconstitution in

Patients with Disorders Affecting the Hematopoietic System | - [ H
A ARAE CTT EanfZz A i -

(2) =X

Health Canada H FjIEfE#T¥f Orphan drugs (CTT & 548 E 51 &
PSRN A2 M St B 28 - 3T LI A (58 T SR
2 1Bt (Parient Registry) 2 T/ AEAE KA - 5% B s S e 2 i [E U Y
il BLZETHETRFIY 2014 SRR AT © f 2013 4F 2 H Z HATHET
A 10 {EFHY CTT ZEfn IND HIFEZE - HI B it ITikfsiriet -

(3) ZEH

ZRE] H A2 MKIEZ=E] FDA JA 2012 SEFTEAR Y A & it e
FOETEH - ZASENEHN S e ST R ER - RS
ERAT G S B SRR 1 FEYE By leukemia ~ lymphoma ~ multiple myeloma -
Thalasemia J7 Scikle cell anemia - H ] CTT & B 5B & 2 AR TE
ST 2015 FIFSERK o B RTZRE M8 CTT 7 fn Brli - N
RGBSR - (2 HATA T2 B RS S i oe B E i
IRB A% 1% HE 1T AERARVER R GES -

16



&

(4) Hwt

2014 514847 7 New Human Research Act » Kz =TEFTE A
BEIFZ2 Y AR > BLFET Ordinance on Clinical Trials in Human Research | »
" Ordinance on Human Research with the Exception of Clinical Trials |
& T Ordinance on Organisational Aspects of the Human Research Act | °
WZS 2 TN TR T 2 TE CTT ARRA 2 Kz g SR - B A Rtk = Ui g
MFE T -

(5) s
CTT E AL H iz 2 — Medicinal Product &  HFj/R N CTT

FEOnIZAE BT o ATHASEA 19 (EERPRER R ZE - B 2 fRoREEE
o A A EEED -

v LVEEES

S AT A 6 R £ A B A0 » B
SBRERLATHEL  FLBE T B RRAEE - AT AT SRS E R
RO » TR AR RARIE PR - N RRIEEIE - (i
VLB R LT AT S RIRA T A LA ERRRHEC RIS - B)
PIBRIT A A A (A B A A B IR 8
A N R S 7 I B B L riT BRI - (B Ei CTT R
S BB ERTRRECRREERE » 40T B S EURSUE - BB H A 24
VERTE S B A E BT E BT -

ARG T AR EEEN, CTT ESATEEFRA > SRR
R TORHER R AT 2 et LR GTP/GMP HBLAZAAG -
IS CTT BESHAE MR EA A SR ST AL AT 22 58 P DL ]
RS FE A TBATEDR P DA LR B A A B LAV ETR -
401 AT » BT DS P A L > 4 TEABEPRA o) B BER
SRS » BV IEPEROME CTT By L » WS R B LT e 2 BeH
RRIBEHE -

USRI » HITY CTT IR BUARE S, - {E MR AN L2k
T ERHEIERIANE  EATRRAIEAAZE TS - FTRL - 3 B IR DL
BB KIE AIUAVARRE » EBIILEIRIR CTT ESMUR(EILE: » DL GMP AR
AU ERIER i EL SR B S B - 60 - B AR
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