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1. p # ¥z (autologouscells) £ (&) F 2 48 w* (allogeneic
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e Mobilization protocol: fm*2 §_F % L_ﬁ;‘g £ 555 (mobilized )
g & v (activated )
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- ~ f&2 $#pliE (Microbiological Testing)

(=) &

Fj#5% (Sterility Testing)

RIE

Bt A SR FFER D ZE FREF I TR F &
Blide JpEL (P FEL European Pharmacopoeia, United States
Pharmacopoeia ) *7if <& )¢5 (sterility tests) = i o 4ofr * 24
BRI R PE S RPN RRIE S G hi R R T
oo g ASHUEFGF R * 5t F 0 bl4c i * Penicillins £
Cephalosporins % #.24 % » BAE: il (7 & Fdsk s 0 @ B4l
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(1AL T2 PR FiEk S R E (2)R-iE BRI P iRk
FodrE AL S RIEMF R KRR (T f;i,ifi%(release criteria) o
PEIFEDRFAFER DS TR A BRLDESLING S
P o i bcil MR By h 0 FI S A AT AR R i
£ E A oo

32 FH 2

EY R BRIk 2 T AL NGRS
MR BEE R FREEE L P IAR g AR T o

P BRplcd Fi KRl 2 WL E (op Bk g & R
ZBACTEC - BacT/ALERT - Rapid Milliflex3 ) &5 % % 4 it
EFNET S R TR L

% # " BACTEC ~ BacT/ALERT -~ Rapid Milliflex% = j# 3 x & 1.
IPES - S *”,]v} ’ }@ﬁ (747 3 JEFEARk 0 P M —g:—;l; = ok
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% Rapid Milliflex % = ;2 & plime 2 &2 B FlLe R 202 &
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criteria) o
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%%ﬁﬁ%ﬁ&tﬁﬁﬁi%’ﬂﬂﬁﬁﬂiﬁkﬁéﬁéﬁﬁﬂ
B FASEBRITIRE  FU AR PR S fe bk
e XA o R s QALY PR FRIE o § A i A
S BTEE G L ARG f&ﬁm,‘e BrAZNE pT mie
B2 % L% {7 R (releasetesting) % ¥ (A pF > ¥ 1R 3 F ST
%we uxem%F@(WR>;é@m& FEA T R R
Bp KR 9T * DR Efala R BRIRE i)"ﬂ AR R B M AR
B oo

) %k I F iR ( Adventitious Agent Testing )

1. 48 7bgs 4 pI3# (invitro virus testing) :

PR R RAfEhme R 2 %4 2w (end of
production cells)  *& — =t 48 ¢ & RIGE 2RISR HRIE IR A
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EAEIVRERF AL 2 0P REFRL - R Y mie R AR
PleEdR A Rk R{efasg (species of origin) @ o LRI 3
*ﬁ“ﬂ%ﬁﬁ*&ﬁ@ﬁk@%ﬂ&ﬁéﬁmé»&%ﬁAﬁ%i

BRROARE (&) 2542 &84 mie gk o pb b o gl p)eg
e ZRE7 £3R. m”l?}]%'ﬁzlﬁavw LA Rl )?5'* ( cytopathic and
hemadsorbing viruses ) -

2. P Jm 4 RIE (invivo virus testing) |

R e RpE > RE AR BF 5P -'Ifiai A AT o U RRRLE
AT R #RE R A B T & &2 54 & (adult and suckling mice ) >
A S S (embryonated heneggs) p e ;N F 35 o 3 2 % b >
TRAARAI R ZE LT R BT P RTRGE A T ey
HABRIEXREFF G A ﬂilﬁﬁffﬁi °

3 _H_#% i’ﬁ"@—? %@74% z_%h j\}]';\i-%- 1/?']?5‘5‘ :

Rt tlid s BEEE (blicim® b~ hEAS) 3 H T &
fﬁi—* PR 0 B P ERATAE R PR E o TR SR A S AR

ARgme o AT EEE A A K F‘T-fﬁi}@‘ﬁﬁl?q‘zi‘ o A é‘ﬁ’fﬁi"*? *RE
4K b (PCR) 5 ARG A 53 %5 o ol 4t 7
St Lo TAgme A AP R 8% }}ia B R AR
mh TR s e

= ~ &%) (ldentity)

ﬂéﬁﬁ&@ﬁSH&%@%@%&\Jﬁmwﬁﬁﬁdﬁb%ﬁﬁMQﬁ%
Hep AT B Y R HA AW A A Ak - B AL @ 4

o
FEREART TG AL S P BEN Gy PREEAE S L
ﬁ°ﬁﬁﬂ$éﬁ@ﬁ%&ﬁ;&ﬁ’aéq A54 A 45 o
= ~ %R (Purity)
ARSHRT XE L YR REFLDP T kT § A @ Df
Boo R eniplE s A RN 4 % (pyrogenicity/endotoxin) ~ * %k
B tmre 2 K ned [AOLMA GRS R BB T Y LA
AR blem e g 2 R FS s Fll o~ 2 AT e e
(unintended cellular phenotypes) 4 47 -

(- ) &% %% (Residual Contaminants)

Te ¥t A Bpimieio A ST 8 A BRI s WG ER Y L
14



S g [ GEE] bleiteed  LE ST R A
B s o 3RS e HRIEF A ARt o 7 AR R
BT EAANE § (ICH) H5 % cody BHRIQB T 54 -

(=) # Rt/ 4% (Pyrogenicity/Endotoxin)

g 47 ) o ¥ * Limulus Amebocyte Lysate (LAL ) assay 4 7% %
BIEPRF ZMF AR RERE - L BEF TR DLALP 3
%Qﬁﬁﬁﬁﬁﬁﬁﬁpkfmm§°ﬁ—@%ﬁ%%ﬁ
(parenteral ) Z 4= > =22k p 4 2 et L Z5EU/ TRE/ | PF 5 @A 1Y
f&g o (intrathecal ) i &% 4 » F\ﬂ-%ml R > 2 0.2 EU/

TRE P BRI E AL il B R o s
FORRRK > YRR PRI R AT S T wﬁx 7 e B
R

z ~ 2cif (Potency)

i’é AT AP E BRI E F O RA SR R R o ST A T R AL
¥ 4 47 (quantitative assays) - >t % - H A WREHZEAEF > RF v - B
R RN R St e A O N zM SEERE Y e RO

,;z)'@%:e‘gﬁ—g_ b m I TEIGER UM D E gt Mo

7~ fiEF (Viability)

B A S FRIFEE X THREKY PR we
(acceptance criteria ) e 37 i % BB R 7 44 =<
EIE AR F/ S T SE = BRI E e ) ANk

/H' \l.r_ 4;‘

¥ AE B tm ¥e /\-"]%}g j‘?"*’ Z'ﬁ*‘%h g 473 /r'—t % T70% o 4 A ge iE 7t
TR H 0 A R BRI REP e et X7 ¢ B
3RSt 2B R 1A B RSN A i -

= ~ e dg /R E (Cell Number/Dose)

ARl e miE e > B A ST FE W% 2 G e i Kk
Pood e AT e SFTIRA R Y PR chhc A AR > R AR
SEinaE X

%~ B8 & marci7 i) (Final Product Release Testing)

B A & (final product) sha s E8-* 3t 4 enig A feend ¥ A2 5 (final
formulated product) -« 3+ & 3 #F X B & £ XA IR B R A SR
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oo ZORIEEIE P S Rl E R LR ® (acceptance criteria) o I & F Rl

Sk AR B (sen3|t|V|ty) g 4F R (specificity ) = Ap B 730 o PI3FIE B
DD e 2 AR R EES cHE B YR ERT E TR

RRE B T ARFEERT  EHRA SV E - P B ,:;’,_g—;@r 3
:}IiaKTiT'J P BEAPE BB A TR ENEE o F e s A St “«‘)ﬁi A
ﬁ@é%ﬁ%ﬁkﬁﬂ%%*(J%ﬁﬁ%%$%>’?%i%‘ﬁﬁ%
BPRFEANEAASKEDRZEILSPREFAD » BEREFIRS %
Bldod]d H s FRPRED ZHRPIERE AT T B ER YA {8 4o
FOAOR AR L R B SR AR

2~ P2 A48 5% (Batch Analysis)

RSz H Bt A ok A &2 /AT - R 305 8 2 12k 3%
PP S EM 2 0T VR EIR AR ES REP UL R

T~ & &% 2% (Product Stability)

WA RRBRIFERR X CLERRROD D AT A SR T s
ARIRH T R o A REHKREY o REEEFLA TR E 0 N g
WP WA MBRFE > FRES S Ty G X TP AR
X FBEER A TR FTREATRF PRIZ T R o X AT 2 ),@*Ef??i
B R R A S g et o SR R A
FAMBRAY W0 Fwmn P VEARAEFEZ R E ¢ (ICH)
REERIQEC 2 FPHA S ST AP PHAL AP A ST T
(ERS E
~ WA R TR
WP S MR A R R BT PR R p R s I8 Sk AR
FA SN HMEL R FSPR VT EFL T - ZHAS LA D2 R SEF
ATt R A N mE MR A R FRFERES RAGE OFERF T L
M -
=~ B¥ A Sk R
B ILQ'I%FE.FIQ A e G e X ’E BHHFY FIFL o E 3 2l
U AR LS SR T U AL e

AFG Y e BEE L TR RRE B SAREHFEER xR
(mwiFEhe FBEER) T RFE T IMNIERETAS AT RT
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SUEIE T N R RN R A

B~ H @ 3% A& (Other Issues)
- ~ &2 5B~ &5 (Product Traceability and Labeling)
EE L A e X S R EER T S
= ~ R EE (Comparability)

Tk st 2o W3 QAR BEHI AR LT 2 | 7 -
L ASRE ST RED LT O R T AR R S TR e

PR AL

$o v A Mm% B SR Ak fER 4 (Good Tissue Practice, GTP)

Laplmieinf A Wi S 2 R R Rl 2 45 4 e e gk
ZEE R AW R L R L B R ¢ RERES
AR & T A Aoz g Uk 1R 204 (Good Tissue Practice, GTP) | -

ﬂ‘%%%%ﬂﬁﬁmiﬁﬁﬁé%%ﬂﬁaﬁ(PmBGMm
B A SRR & B EFR T ST AT R LR TR
35~ PQ,%‘E«L(&:/\g‘ﬂlg W;‘r?g REFEH R R H R
BEEA R e TEFREAUREN L EFSELUERE (PICS
GMP) | » * A Sh%kEelib » 2HFF U FH w7420 GMP

waY e
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Fri TRAERG AAR AL ER

WA E A RS ATRR BR TR A &g 2 (activity) ok

(efficacy) # % > 1 (safety) - 3688 T4t £ 5487 (in vitro) 325 « 6 4
BN (invivo) F 2clhidBk 2 % 2R R% I P Shlchy 5 L o AR T
e AVARM TR # F S5 AP AP A MRk ST Pl A
BeAT RS e e 8 TR R T £ B TR SRR AR
HEhEB RUBELYE o

% ~ ¥z (Pharmacology)
- ~ 3 B & FEE (Primary pharmacodynamics)

Jis 17 R TRk AR e E B ARy hde 4 2 Ap B ehg s 05 (disease
model ) k& {7 > 4ok i3 3§ § FF H o Bl (invitro) @& 5 4 o
ﬁi?ﬁ"r W g s P 2 R R TR BT TOERIP) 0 BFD M

ji!i; mF ST E o

Iy

~ = B3 & 3% (Secondary pharmacodynamics)

Pt imie A R G FlA AT DR W B A s W4 s
P S AR e AT S R T Y BT b B S kR

o~ & 24 EEE% (Safety Pharmacology)

BHENIELETZRREn T oF e nFHABEIINET ﬁ‘,:g%’;fgﬁjijﬁﬁﬂ
4 IR o

%~ dwe ends 4 & (Kinetics) - :#@# (Migration) 2 #F§ 1
( Persistence )

- ERR R e A G L B R (ADME) B E R 2
A AGwE AL LA PDREFH RPN LR B
s G E S s FEE > trafficking S8 o - sk s ) A B SRR
LR ) amie AR A R o

% 2% (Toxicology)

ARRImRE Lk A R DM RN R R R R EBEA T e A Fen% >
:f’}ﬁ]‘é? Eb j{ EI @iw}@ﬁiﬁ ‘\E?FE' /‘—_—-'r} mFI"}%‘ N 5&%;}7’#‘J‘£ ___r'r".g_z'\' :’\"4’\ N
B * i W e ik (cytokine) & EE 0 R LRI e B 5
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PRLEM SRR 2 AR e A RSl R RIEET ¢ B EE
Fpdte — A Z 0 AR e L A % DRk e B - KX 2 (general
toxicity ) @E=% £ b ¥nat < |+ (local tolerance) #Z% - R A} » & > HRE5%
Bt A MRy ke FHU A LSS FAMRY 5%
RO xﬁégkiﬁﬁ; T HaRER

-~ ERE2 £4RE X >1:3% (Single and repeated dose toxicity studies )

BERFF RIS REFL 2HERER Aok BHRPFHP LG 2T
FTAR e A S BT U E X 2 EE S HINAE R B
K FFFET - § Rkt ””Jﬁ PHRIER TP TR EAHEERK FPE

ERHBTT o 2 Flimie vk oL > EAER%T aw F & -

ﬂ;%wmﬁﬁmﬂpﬁ%m =k o

rrﬁ«\.

“G

4

=~ Bats g% (Local tolerance studies)

Fikﬁé;m §:id lv"’?t,}f%]}( lﬁ;%m F_o il # 'li?ﬁfﬁdg_‘_ g‘_ E’?JE’_:&. i)f'ri;é‘:g@
V- HER e A gk 38wt e

4

2 2% (Tumorigenicity )

In

FiRhwEke* 73 oMo izoe @R A S Y REV B
(tumongemuty) rﬂ;’t/ﬁ o IR 3 ]v} Ff:n%;.% FoHmre o H o R N EOR E 0 s
it A S & Al i SRR TS P LR E T #
gmﬁmﬁamﬂﬁﬁﬁﬁirﬁﬁﬁiwmﬁm%ﬁo

r ~ A7 2% (Genotoxicity studies)
- A R e A R S RUIT R P B A i i T 8
DNA & & it%* o

I ~ 27 % >H3% (Reproductive studies)
S ST S N E LS

+ v R& REE% (Immunogenicity )

FIRRRA TR Y in 5 AR W PR IR AR it
TR X DR YRR o

i~ 4 2Lipa 335 B L3 17445 (Good Laboratory Practice,GLP)

HiFd % > ERIREE  (Safety pharmacology studies) % % > |4285%
( Toxicology studies ) s # & " Z f 2L qpk 2 5% ik 2 3% (B ( Good
Laboratory Practice, GLP ) | 2 % %_-
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FIF WARERTLAR -—RAFREAVITE

w3
A A A S TRE R A A G Rk o B STk Rk -
B B R b R F A S sk A S g o kiR AR AR 0 KD
&ﬁ%ﬁ”’ﬂﬁﬁifwﬁﬁmwk’* B B AT TR TRk PR
RS S RS P UL EEREES S e N R £
wm%ﬁf%%@ S G WFE S YRR BRI LY R

F oA ok AR URE LT AR RHRAL THGER
e
Lapime jnf A e AR B ¢ R AR R BRI K
PeE TR b E e A R BRI Y 0 PRBRE T RS T
w A R ERER G U G R P RE R TR BA A F e
oA S A A xRS AR S WA 1B (limits) 0 B F ¥ g sk P nH £
AAEATTEBAHEFR -

R N R N g R = R ECE P I
B B W L B AT S G ST s S HE PRI e ab )
A E R SiEr A5 B R TR IGER T A e o 2 &
TERETRA X 2o R e R A S B TR R R A g
B3 EERL 3 LFRAF e SR ASE A B EHRIEFIE 2 G &
FARE 2P EwRBE > BHFFTHRPFEYE - FEI R F -

AR TN S 3.9 2

- @& E

FRyp A ffhmre oy A &t % S8 > K TR § TREKR P o T IRA
WP S LEFREBRRTAR c FIRA R Y EBRIC A P
Rl RE S PRk Fsk K NX 2P 518 HE%KD a1
TR 3 LR e FIOHEEF -7 A8 oM E LT G APME
£ ",ﬁt gLz vk s oA dEin A B¢ F SR 4o dosing regimen £_F ¥ {7 o
VLR G a g RO e

TrEEFFREL - K SRS DA ER AR L TRRKTT BT
iR A E % 2 At P EF TR ASA N o HREP 2
i er( bler ) 2 5 ¢ F 45 5~ @ A £ (maximal tolerated dose,
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MTD) i % B %> 4 B ool ¥ e 4 11 F 7 P A ekt - 2
- LEHIIMID» T UL EUHF L 2PT EL DR FHE 2
Bk

Flhwie g Fen A R 55w L 45 2 Proof-of-concept i :EZk B R
FHEINAME Y SRR FRAFLIEF  HIPFR Y R &
oS RE >~ BS i E oL B4R - Proof-of-concept B T 3 g %
BMEERF T REFRE (FFBERGF IR ) LFALRER
Fq‘é‘« #E o BldcE T & Mol %%”@ll& fre s A RITHE
Moo N mre s & 'riﬂ?ug ek FiA @‘iffdﬁﬁﬁfjﬁ% T e

S RER G B

ﬁ%@ﬁﬁ&ﬁm%&%éﬁﬁﬁ’%ﬁﬁﬁéﬁﬁﬁﬁﬁ’ﬂﬁw
TrEERRFRERLZENR P A SR GRM I 327
ﬁ%?*k%wﬁﬁ’,éﬁ“ a&aﬂ’&wéﬁvfﬁu@%
FAGRRG X REE B RBR TR A CRESROLeE 2§ A
W R ASL GRS E T RTARGR  MIEE X S RERE A
Ay e

YU A S AR RIF AR A eniTt B SRR DIFH R G &
B FORRfRER - T RFRHELTFREREL T AR
ML A PRBE ALY (reserve) ERMQ TR X HEER
® (vital organs) e — 4@ 7 0 AR CE M A E HRE KR Y £
E B RS LA RYE A R EERE e R b
ek S R [RE AR F LRG0 § R T
GBEREA TR .

VEIHIRFFDR AR REEFG P m%ﬁc V2R A R
SRR A REBE AR T P AR R A B R
&I w»ﬂm@a@&ﬂ*%ﬁﬁ%ﬁ’éxé*rWéﬁﬁ
Gk e & BRGS0 T F AT R vﬁé;)»pf‘
oYL ﬁr,—ri PRt Tt 2l LRk ki

4 5% % (withdrawal criteria) 14 R H # £ o

1v

)

\\2 ‘T—"\*\‘ Wi *’r"\m\{

13:_
19
IR EER

P R B g SR e e s BT ol o

Wik * S5 & Pioh e o A S BB EFERT
LR AR MR P e o RRIME ST LEE S
A LFRY 0 FRED L FF AL HFw A S0

S
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FAMP FEEE - KRBT DA G- BT Tk N
AR R T e R TR SEN "li'ﬁq?’ IR A CSIPE S g ol 2=
fodh s B P 0 F G E ST B o B b BB R A
FOERT me AR v ARER R EL (Sl EY ) B
BB FEP A R feR B ERTA o

F A A =0 A g * @k (first-in-human trial ) » % gﬁ*:};’t% A BE e 5
K A S-PERZ 45 B (staggering ) > @ — 2% ;‘ﬁﬁﬁm 673 59 B
W FERA "G s FRISDPR 18T - ERXFFEE T LH
FH®E o Fia ARENR % = - & (cohort) 1> 2 FF -
EEFEFFRLE rREHESHT - 2+ F 2 242 pn (intra-cohort)
fele @ (inter-cohort) ehés B pF & IR 4e 1145 0 ¥ 43 B b2 B
FlenE P ie EH7F LR 2 A PR R LR o

T HE R

TTELRhFE&R- R F%RLF P RDEHRFECZRA > H P o
AR E 2B A RS o X DU ERIFRREE i F Y ot
R PE 2R ERT RS TR A AR Sk foRg i
e A ISR RFTHR Y o AR LR 2RI VRS &
HARTHER AN §FF AL LEr PR mI e 2 5
et o L £ i BOFRE o Av R ok k BT 0 A ik kg
OB R R ARG A e A 5T g Ap B cn2 4 0% 1 (bioactivity )
i e

HEX2PEF AR wme i & 5 PIRERRT BT73
B @ bk (stopping rules) s & g A& (LHE- 2R E) FARA
2 (bldek = FB0)) PFo {HE%EF T P fel (5
ek R Ed L RRIE D UAEL ILBFFRAL S
wwtﬁiéﬁﬁiﬁﬁﬁi£%$&i%%F@%¢*wﬁ B
Bk * # (dosing) FATEARFLTF ML G TS L LAT
Wﬁ%go—&iﬂﬁﬁﬁﬁ%ﬁﬁ*’jl—iiﬁﬁ%imﬁﬁ
14 R ¢ (Dataand Safety Monitoring Board, DSMB ) » &3k &3 <
WALFEM RS (FH A% 2 ) g 4 & %Bii#iﬁ%ﬁv i
Mg ek e

$~ e n R 2 Bk TR R
SR AERE
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4

Afpmre e R ASFF G EA RS TR ey XM

' PHFER T AR L R
o AR AT REL ST §
e PR AR EF AT G
: Flig ® 5 W] o Fldna A
SR REEL T - LE B %%ﬁﬁm blc & FE% ) TR
Hr gk BR- &R % @#w’v@ii*wxéiw@&
oo Dldr B FEA& R I 2 W RS A A o R
RELZPEHPF T o

a\m
@“

2

¥ {74237 L4 3¢ 2 dosing regimen £ E ¥ 7 - dosing regimen 3 fie
ST AN oA S o A AR TRk T
v Tﬁ%i@f;‘]%fméf;é_r%? FHTLRALTRRITET IR T b
YRR E TR R ARKREY  Hwe R 2 A3 A E 2
BE T YRGB HE R FLEL prF (failure-to -treat) < B o
TREAYBERE

FREEEME ST PFRA BRI R AET
o ¥ LA A TR T PIELEERE ?ﬁiﬁgmg\,
PR ERUARRRSBFREELASST P AERERZ 3 4
i‘rﬁgﬁ"%{"y—fé?ﬂb'r}{i?é [ERES ﬁ};}?&%fi- Et 2 ER<ip
%(Wﬁﬁﬁﬁﬁwﬁ)“ﬁﬁiﬁﬂﬁﬁﬁﬁ”’méﬁﬁlﬁi

) FE' m%‘éf ||/£‘ ], o

AT 2HER

TR R A AR 0 € G B R B E E 2R
&rﬁ%];‘iﬁ B~ wF R (immunogenicity)~ p AL E B F B~ B
FOR A AREA R R eMITERE S P AN FEATE
PERHRL AP BFLHBLL 2L LT HLLS BT
ARSHNE R 0 Do B S BB TR e b e R A
TR A SRR e
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9.

10.

11.

W L hinhkidmAR (¥ %) FDA 23 % 1001400546 % - % & 100
=3

Wimre o 2 AFLSRTRARR TR FHFACERP (F3) - FDA
#Z =z % 1001400546 %= - % K 100 &

AR Ee R AR TR FE %5 F % 0910078677 5 > X ® 91 &

o

AL TRA R RS 2R ¥ T %% FDA #3 % 1031402844 50 % B 103

-h_‘\

Draft Guidance for Industry: Considerations for the Design of Early-Phase
Clinical Trials of Cellular and Gene Therapy Products, US FDA, 2013
Guidance for Industry: Preclinical Assessment of Investigational Cellular and
Gene Therapy Products, US FDA, 2013

Guidance for Industry: Eligibility Determination for Donors of Human Cells,
Tissues, and Cellular and Tissue-Based Products (HCT/Ps), US FDA, 2009
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), US FDA, 2008

Guideline on human cell-based medicinal products, EU EMEA, 2006
Guidance for human somatic cell and gene therapy, US FDA, 1998

< 1046> Cellular and tissue-based products, US Pharmacopeia 37, 2014
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D1 cav gpk-diegud 2 20 A2 T84 GRIF2 a1 R 8 2y i >50
ERSEE>AHRY L ROMBLAKR T Y R FREAERT )
L2, #asz e hd% 2 RA AT #P -
D3 #pfimes (Y Fss Fla s FRam o ¥ 4 % 5 X327 1 #14 (CRO)» 3
R WEREE L2E )
O 4. wﬁé%iﬁgk&w&é% M E o AHRP AT LT FEEE
L5, #7 M3 P ARG s L F M SR A HRRLE R LEFTRABRRED
Mtz (L Ao hEER Y ATE S RRP E R TR RARE B8 MRS
T&%Fé%%fﬂ* ) e
(6. A fgimmeiop A STk Rk apr 484 (Bl ez).
07 %3¢ 2 & (l4emite )o
I8 &3 &~ 2 (42T )o
9. fehids%: 32 > 2 HhESBPLWRARREDNPHL > 43R Ep Y > 2 Fd B% A
FAEFE (B )o
[110. i HFA e my A B2 TR F02 06 T AMBREEAE | 2 MY RpFK
#HP (A BHAIFAFE S RSz )o
D11 @5 p 3 sesm @ p o Fd 2% §F (RS )e
[112. %48+ % (CaseReport Form » 4r} 4% &) -
(013, 4% 72 25 i dF 4 (fl4omidd)
(14, fehsv iz G TRE 2 4pb 2 & o
[115. 3 4%+ £ p (Investigator Brochure) » p % & 5 A $F b 5 A S8 - BAzd E i
AR RS R ERTH G MR (FRERAG LT AARS=F2 57
F)e
(116, A dpmeeiopdmmfam v & (g hf b4 ASRBARIGE 2 4 5% TR
B e EPFEE R EUREAIREL - PR ES)-
(117, @ BARFEBLTEE A R HiamaLE (validated) 2 ¢ 2 iR E 4 o
18 fegdirPRFV 3 2 BB 2 (FYHLr BV - FREH -FRREF S -
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fﬂiqmﬁﬁo
B. ik
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12 7 Protocol Synopsis (Cell Therapy)

I

. Protocol title:

II. Objectives:
II. Test Product:
1.Name:
2.Cell type:
3.Sources: [ Jautologous [ Jallogeneic [ Jhomologous use [ Jminimal manipulation
4.Dose(s):
5.Dosing schedule: administrative route:
frequency:
IV. Developmental phase: phasecI oIl oll oIV oOthers oFirst-in-human trial
V. Study design:
1. oControl:  oplacebo
oactive  (please specify name and dosage)
oother
oUncontrolled
2. Blinding: oopen-label ~ oevaluator blind osingle blind  odouble blind
odouble dummy  oother
3. Randomized: oyes Ono
4. oParallel oCross-over  0OOther
5. Duration of treatment: days weeks months years
6. Titration: oforced goptional  Onone
7. oMulti-national  oMulti-center(Taiwan) ©Single center
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VI. Endpoints
1. Primary endpoint(s):

2. Secondary endpoints:

VII. Selection criteria:
1. Main inclusion criteria:

2. Main exclusion criteria:

VII. Study procedures:

IX. Concomitant treatment:

1. Permitted:

2. Prohibited:

35




X . Statistics:

1. Primary hypothesis: osuperiority onon-inferiority
oequivalence  dother

2. Sample size: enrolled
evaluable

3. Efficacy population: oITT oPP  oother
Safety population: oITT oPP  oother

4. Statistical method(s) for efficacy/safety evaluations:

5. Planned interim analysis: Oyes ono

Xl. Please attach flow chart and/or assessment schedule, if available.
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% = (Testing) # % (Soreening) | | TEH
(Quarantine)
HIV
Tew e | I R e
FLA S P fmie | E s fj}ri,,\*{ H 2 F #}I’;‘alﬁ[ﬂ % PRI i
ik 2 P P = o | Ofmegb | 7] (Teponema | (Chlamyda | (Neisseria 3 Ha T % T8
P Hov) |(HBY) # virus) pallidum) fachomeis) | gononhea) p (X)) screen)
(HIV) ( (HTLV) " screen)
j':
-~ PHE e
(Autologous banked
tissue)
e izm? (Stem
R R R R R
cells)
B p e
(Other autologous R R R R
tissue)
=~ Fa;f;eii’ L I
(Allogeneic, O] O | O O O O O| O O R
non-viable)
Z AR LB
(Allogeneic, viable
tissue)
o FIHINRE F cnid
m?e (Stem cells O O O O O O O O O
from family donors)
o MUk EY e
% (Reproductive
! R R R R R R R R R R R R
tissue from sexually
intimate partners)
o Hid g
(¢ F#47R )
(Other reproductive O O O O O O O O O O O O
tissue including
directed donors)
o~ Hs ‘g%g/é"gfl‘
(Other allogeneic O O O O O O O O O R
viable tissue)
O & & (Required)
R : 3% (Recommended fortests)  Z #P %l | & Tak%miitFeT




U Kt

A e o A R TRA R Y RFETR 3 AL

SR T £ w | -
$=#% -~ @48 ¥4 (Quality and Manufacturing Aspects)
CRWBAFRETE
- ~ ®ig R (Starting and raw materials)
(- ) wmre (Cells) O |1 BHmPwe 5 Gldctlime S IR me N2 P5ER m i o

2. FEwte RRWP 4o Mer X F AR M s it A Glwie ST,

3. BHREFMAFFILE MmELKEEZML-

4. @ﬁwﬁ%ﬁ@iﬁ B DPeR BTN F L Y LS
BB oG5t A e ARTRRERY T E2 FAARE e T A fmre
%%é%w&%%@%@ﬁgJo

(- ) 2 Mmre R &% (Cell banking | A |2 B k4ie 7 fkmrz & (Master Cell Bank)z 2 1 % tm®e & (Working Cell Bank) -

system for established cell lines) PEEBEE 2w R PIRKEERT LA SHEF L mBE AN KR - RBAFL
2B %”-’3;—95’ RF LS PRREE
=) @& (Reagents) O | HREHEAESFRT G973 FHLT AT

() :,u}_'m&f%‘k)%:

® Lih:i{C kR

® |
Je it * fe5 * (clinical grade) s # & % & > 3 & f25 * (clinical grade) &% # & ¥ & » 5
PIZd T ik > 3 (COA) » & PFF o0 & R4F °h 2 5B RIR

® %% 2 COA

® ‘it %;‘/ﬁmv&ié}%‘f%‘

(=) B25# (Excipients) O |1 s b ¥ A Sp2LEla s (BRAB)EEESRER -
2. i m E i?ﬁ,f‘ﬁ»iﬁ‘fﬂ/'?'ﬂl o
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AT G AAP C ge= A Nz
3. BHREkHRRE L2 EIRERIEF -
4 drm AR SR PFREZEZCF W B EHINERADEIZPH P F
,]«)L@fi LA IF AR Y 2% r};z i B o
(=) &Fw i (Equipment O @%”ﬂ@hemwgw%%“f”*rﬁﬁ*%’vwrwwﬂﬁﬁﬁ H A AR ER

® ‘?i_”/i,.),%r@
® SR 2

=~ Asglere o A Senflig & Az £ (Manufacturing process and in process control)

RAL b TR UL 2R

(- ) mr ez & (Cell preparation O |BREASPEUEEE > & 3
procedures) 1. wred B 2 AUz 5
2. lwE R
3. BEEK
4, HBREF(eeHEE D RS R L)Y FHRRESER (P ee i 5
&% ﬁ‘?:}l“;; A LA N R ARR)
5. b AR(EE 5T M eIl s LB A A TS AR
6. i &twmie A 5(F e & & device/scaffold.. %)
7. EEpe
8. st EgL
F - & &Bl32 (Testing for Product)
- ~#c# = plzE(Microbiological Testing) | O | 1. & % (Sterility)
2. &% F(Mycoplasma)
3. *b %5 R 3% (Adventitious agent testing) » #-im2 BIFEIE B i A Hmre LR A &
TRhdsY TR 2 F AR -
= ~ #%) (Identity) O | B#E=4E m”?ﬁ&ﬂ”'} (genotype) 2 % 4 31.%| (phenotype) o 3t 4F & (imee & 5. > 2him e 2
feded RS ORISR HE R T EN R .
= ~ ¥R (Cell purity) O |1 gonwphf hlmre %3 ~ H s lmie 2 L4 ~ FBlnie 7 iz b GRS > loie A Bk
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BTGRP = B
2. 7 % (Impurities)
® A& ¥ ehimie B (aggregates) ~ dm#w 5= (dead cells) st hw#e FF i chph
(degradation) -
® Glizd TAZ A B BlAcEARY TR L e @R A2 AT E -
® 7 A4 jvqzih i (acceptable criteria) ¢ F # L G R T *uir\ 15%’» *—%i C FEL m AP
R od ¥ rEp FRRIE BT :uﬂm‘ﬂﬁm NI
z ~ »zif (Potency) O | BF > — AP PIE(IN vivo assay) 2 48 “F Bl (in vitro assay) e fu% Ao KPR hd
Prim it o ¥ oagd o472 2 R IEEREIT o
I ~ F&%F (Viability) O | B#137 75 B & and M 7 45 (minimum release criteria) -
* ~ Jwz #cg /&€ (Cell Number/Dose) | O é'r_r%;;él ?‘ﬁr%;:ﬁ EEY S e AR w2 G i i Mk p o
= ~ & (Tumorigenicity) A L we fMAERARTSMAEEIE R AZAMRRY S REPMEARKE T
%‘ﬁ-"]\ﬂiq/ é’u ,% \aLIE °
2. Flwe A ROl EE VA ERAFOTET M AL REMEL S 0 BT
5 RRIFEEN 2 RBHEL R o
3. iFwme A ST, m”a;}j%ig A ivpEs HoitameF @ E DAL f B iEiRE
ERORBE AL L o R AL R 2 N RN T R R S o
B 5 PRk d%kFEwP g RBHEL 'R o
O |#FHALIFABFFFASRT SEM AT TEREE R A B AR A7)0 R
> k3 T {7
> B4 A g il (Final Lmﬁx % rf)’r AL 0 ZORGRIE R ~ BIE T E R Uik ﬂ@(acceptance criteria) o Bl:F7E P
Product Release Testing) -y,
EY RN SR A W -l
. : O /@Eé; %Pﬁ#bﬁ'&w; Wi sy A 2 AR R o HIT R B2 TRA RSk 0 B R G E
#4458 % (Batch Analysis
"]"'Lk ’Hp ( y ) T’BL_LIFIZ ,—‘I:}%Ii—'_.’PFégg\‘é’-%j\ Pgﬁlfi-ﬁ-ﬁf’}"
T~ & &% ¥ % (Product Stability)
-~ flAed e TR (In-process A e A i MGR A R PR il E PR R T AR

stability testing)

=~ BB A Faw 2 4 pliE (Final product

stability testing)

R EEED 2SRRI /B R PET RPFL T 122 g a2 e
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AT G AAP = o
K~ H 3 3E% (Other Issues)
- ~ A& H %57 (Product Traceability O | Bz 47 p & 2 ik ¥ T eh g gl s o
and Labeling)
= M RiE% (Comparability) N | TR Ao 2 AR RFHPARAI AT R o A - AR R
e A A R Ry R o e R L = L Sk A
NS ELFE T L R (GTP) O | A apimmzioh &2 Wil g2 g ST HR TR RR & AR B RE AR TR
H-FFPAURFR L FRFERR AN | AR AR AR IR WS TERAERR EESF RO ER -

3 4.4 (PIC/S GMP)

$r i

~ ek 225 (Nonclinical Studies)

%~ ¥ (Pharmacology) O | s imie crdd i ~ 3450 & e 2 7R o

A Ea g % (Primary B BN G R E R R Y d b S A M s o 5 (disease model ) kg 7R oSk

pharmacodynamics) % (proof of concept) -

= ¥ g #% (Secondary FARFT A MRR AR DTRE R T S5 #El e A REGES IR (TiE

pharmacodynamics) Rl 247 U t—*— S A e pRB (LT Fé%; 1

X2 EEEs (Safety A | B e e R A R ?ﬁ‘bgﬁ B R G 0 REE AL MBS L

pharmacology) w AR BE CPTRA 1 S5k 0 B AP DDA RRBR S SAE (TR 0 Bor A § R E & 2

o B F AT ,uﬁl;—‘_b ® A oh ;gkgx ek E > EIT R TR

e § BB 2 N AN |- B s G ERFE O ADMEF L IR R 2R A S ook A &0 T 1 R AR e

(Kinetics, Migration, Persistence ) RPN AR BEA T  FEF EFFE I SR BT 24P Y B
Mg it o

£ -~ % 2 35% (Toxicology)

HAHE 2 LAFRE & 2238 O | Ths% 2MEEmG o BEFH AR NEBFEF RPN AR FEI A LA E

(Single and repeated dose toxicity studies)

M2 & MPIEE o
F BT enA 'Egpé‘ﬁé;b
Rl idFA v ume

LA BT P G5 S H AR 0 4 MR S L 7
%amﬂ%%ﬁ%ﬁ&«iﬁﬁﬁﬁﬁo
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BTGRP = B
o g R A | FROFEAETREBFA L
(Local tolerance studies)
R R FAMBEKRRY 75 irwredd@ A & Y g T i R (tumorigenicity ) shst g o
(Tumorigenicity)
A FE >Rk AN | SRR LR A S SRR bt 2 4 Rt [T DNAE R TET
(Genotoxicity studies)
2R 2 AR A | RN RS REBEA Lo
(Reproductive studies)
o B R R VAN T p Rz Rwe o 0 FANMBERTEY e L FAR MDY F REHIRARNE
(Immunogemuty studies) ﬁ FE DM FIERR X DR BTG o
%7 % ~ 2% (Clinical)
1l #F%2%F 3 -2HhAAZFIRE O | HEFAMBERD > RRIEFF T2HRARRAL T - AR A MEEBRE R 5k
DAL L e
2. WEK O [ B Fh% k™ T2 P " FEARRFFLEL AL -
3. R EH O | EAFmieiof2R2 g% R -
4. for 2 pokiEid O
5. i * imie e AT 8 B dm e B AT O | Bipmwe g 2 WATE F HATRFTE R B ehR ¥ o
6. MBI ® LB NI R PR O @Fmﬂq*«‘z*ﬁmﬂ’”é&*’i b
7. XRpEx 2322wk O FREIPFREMEIFEL 2NRETE
8. H B L O [4: A FFEEY LRI B FH AR ATEZ X 2P E o
9. #o%4pt:2 ¥ # (Endpoints) O |MBHPPEFFRELEI AT ¢ FRITBEX 2EHE-
10. 2 &3 A Ao E R Bl AN e T me B YRRy o
*H L
O 'FH'GFF AT EZTFRGFTFERBE T
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