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F ok

- ~ A ¥Ewe 5B A &% (Human Cell Therapy Products)

AR B ATHL A A e i A & (Human cell therapy products) » 45 i
* P~p 4 %7 p 48 (autologous) = I fa £ 48 (allogeneic) ehim®e » *5 * 3t
koo PLE TR e f TR DR e

282 % (xenogeneic) 2 fm¥e oy 7 fpt A RPN R4 o

= ~ %] #F 1T (Minimal Manipulation)

3 XA o A S Bl MR TR 7 G e £ e
Boo ¥ e TiEARA R B j oehd $ i A5 5] 4% 17 (Minimal

manipulation ) °

#4+7 (cutting ) ~ #  (grinding ) ~ % 4| (shaping )~ éﬁu (centrifugation )
fw % & 3 (cell separation ) ~ k& % M ( concentration ) & i it (purlﬁcatlon)

EHMEH ",%;tﬁl 2. B e ~ T w¥ ~ Jw® (malignant cells)

7k (red blood cells ) # x -] 4= (platelets )~ i= B+ 422 % & iR ( soakmg

in antibiotic or antimicrobial solutions) » = 7 (sterilization ) ~ {5 & B &
(irradiation ) ~ i® Jg ( filtering ) ~ 4 % ¥z % ( lyophilization ) ~ 4 %
(freezing ) ~ /4 i %73 (cryopreservation) 3 3% (F42 5 9 3¢ B | & 17 4
B o
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2. p - R EEEP 1Y ?}*};ﬁ}i&éﬁﬁ%l‘f% TmPe (s SiEH
Eé;tg% ) ?’Pw«@;]r_ib;l)%&%gpx i (T2 5 o

= ~kHRi#?* (Homologous Use)

I ¥ ﬁ himbe sk pe kg (repair ) ~ £ & (reconstruction ) ~ & &
( replacement) 2 7@“ "t (supplementation ) % R e A e o @
fmfe AR B R A A AT AR R AR

G| e
Lo A B P~ IR #5481 (iliac crest bone autograft) £ 4 » i £ 2 4
H (spine) > P ehi & ¥ 42 £ D EFTend B o

2. B4 d (allograft femur) * 3% i% 42 *&42 (lumbar spine) = 4f s ¢
poenh @ ek AT B o

= LA

3. 25 JR i@ * (Non-Homologous Use ) : &]4c- R 8 75 %% F £ #7 ‘w7 (adipose
derived stem cells, ADSC ) & » ¥ #¢ £ % (bone scaffold) * k3 *L &t 2
i FE A 4l B K (bony voids) e

AR AR 4
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# (Good Clinical Practice, GCP) » :#5 1 4% 4 ¥ & # * Hids%k ¥ 2
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() 7 ¢34 8 ks B8 (asystemic effect) & »%%'E’ & hn g
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PRI ERN2EREN L AR o
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1. p #m% (autologouscells) & () Ff L %8 wm*¢ (allogeneic
cells)

o ¥ kiR . QFL:E’ m Pz L);\F' °

e Mobilization protocol : fm? ¥_F # 45 p¥ ﬁ £ ) 555 (mobilized )

g 7= v (activated )

) ﬂ{g:—» DS mx‘l’E\H mwemﬁ_ﬁ. ’ UlJ-!ir’—i,dﬁ‘\ v _B.Ij:/w rﬁiﬁ-/z‘
(leukapheresis) » % fc e & fLer 3 BE o A& 5 F (036
WiEDH R T RIT o F R o

o IR FHR T AR i AR R B o 2L )
IR EENTRE L S SR S UL Y Y
WSk M s 45 (T 3123 T A P

(1) § Wmse :

%ﬁ%g%ﬁm%@%fq%&ﬁb%ﬁ%ﬂ%i%@ﬁé
(donor screening ) ¥2 # % (donor testing ) # H # 8 5 4& P
BEIRBEF R BT W A SRR Dl g &
2R AT EHA }]%-4- ) 1)]%1)'? (adventitious agents ) » @
A L ST R R RS VR
Ip Mmoo bldokm e Pig AT E -

(2) FHAEMwE

fmre KRG AR (allogeneic) 2 mte &M e
SR H O A LR RE R @ﬁﬁ%*ﬁ*
P2 ”’L)]% Jo eéF 3% (donor screemng) 23 ¥ 5 (donor testmg) °
GE P ¢ 354 A A4 L p4 (human immunodeficiency
virus, HIV) g % 255X F &% 5 ~ 1310 4175 Wk vy %
(CID) ™ 2 W47 s BT P ¢ A AR L3 ¥ -
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2.

A4 % = 4] ~ BA"Fi g4 (hepatitis B virus, HBV) # &
$uh (HBsAg) & 5 $uh thfuf (anti-HBc ) ~ CA3+ ¢
i % (hepatitis C virus, HCV )~ E ‘m?z i % (cytomegalovirus,
CMV)~ * T ¢ 5 55+ (human T cell leukemia
virus, HTLV) % - 422 % = 4] ~ % § (treponema pallidum )
R R R R TR ILD > F S RS
e DA S A AP M AR B 4}?3;}"4"_? G P R
SRR P 2 R R RN REREF SRR R D
% o

W AR e ok BARETZER &AM o
Zk#1/m (Human leukocyte antigen, HLA ) 2. & %] % 4|4 &
%_ (typing for polymorphisms ) 2_ 4% °

TR L NH s JRhop AR mﬂf‘wfﬁ G HAVRE 2
D54 B e B o

pa % .
K LED: S TN

fmre Bk kie 7 fahiwre B (Master Cell Bank, MCB) 14 2 1 i%
fmre & (Working Cell Bank, WCB) - % Z &1 = wm¥ B pF »
Rk B > e Bk 32w KR Z B e (origin and history of
cells) ~ 35 % iE4% (procedures) -~ 4+ #%_ (characterization )
B2 ob &= 4 p 2 ) EE (testing for contaminating organisms ) & % o
wmE R A BE R EL e §me it B4 8 (growth
kinetics ) ~ *# & ¥ p¥ ' (population doubling time) -~ lm*& 4| ik
(cell morphology ) ~ #\ 33 % ¥ 9% & (percent confluence at
passage) ~ im*e# P (cell counts) ~ 57& % (viability) ~ % R
%] (phenotypic expression) ~ & F]4] (genotype) H]drs + ip
( molecular fingerprinting ) % %4 ¢ %% % %_{+ ( chromosomal
stability ) ™ 2 # @ 300G & o e Bk Seng B R G EEPIROR
p ¥ %+ ICH Q5D(R1) " Derivation and Characterization of Cell
Substrates Used for Production of Biotechnological/Biological
Products ; §vQ5A(R1) " Viral Safety Evaluation of Biotechnology

Products Derived from Cell Lines of Human or Animal Origin ; -
(1) faikhimre &

Joiiat iR in e B gl > & 45 & G Rl KR e ch

ST L RE L IR LR EUE S R
78



g (invivo) 248+t (invitro) iRl e

° Pﬁﬁif?ifl}%},%l‘}:ﬁ 24 éﬁm”ﬁ'}f%%ﬁ%«ﬁfiﬁﬁ@ » fo A
LR Loma % - 318 % 2 A BIPF RS~ CRF
k@*~ﬁmw@4~4ﬁT@%éi%%%¥—yﬁ
% =4 - EB:)J%% ( Epstein-Barr virus, EBV) ~ B19ji-]:
FEE T Ryt e T A s 0 A &40 bR
BARBIE L o % wieREART § R RN
SA (R kA G R ) R A2 w
T R g RS R

o wiingEn| o f 3R fmie e LA (LB B kg
wrdn Fehimte (AR S AT 2 B @ i) ok
B o

o mFPRlmeen R I ETEA L hmr g EH 5
2R o

o mPe 2 B (Gldel KB gl T e s 5 T IRaA G

L EF s ) Fme A RAE (blde ! R w0 )
o HUYA K2 % 25 FEPER ¢4

a. BROEE S IEAREMR Y DA AR LG
/Aﬁﬁ@&’inW%%$$ﬁ%(ﬂM)

b. iR R L kG ERAR RE RS
e B~ 4k ch% 3% (ampules) #c > BEFIE A %
e B BEE G M AL

c. BRI K .iEléﬁﬁfﬂ“‘ﬁ%IﬁLi‘Jﬁﬂ%’i

Mo R Gme R A s RS o
(2) 1 frimve i :

1 Fme BV LR p fiRmre Ra— B 5 BEIX e dow
At 1 it BT RGN E BFEOTRE g0
Fime Bt o dre 22 d BN B R APF > 1 T
PR ER T 2] L IR RGE

/,

L e R A

Ay

R
o i jjf p{f]
o h%k )]% o R (adventitious viral agent )
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o if ¥ :#w|ipl:E (limited identity testing )

hoiiE s me BGAPE P E A A D RER L A2 e
A RpE TR bldey wmie P § @ R
ARPEOLL (RF nF s R EE) 0 BHAZ
2 kP e A AR g R A RIGE

(=) @33
%f'ﬂﬁéé_%ﬁ%*m"*ﬁFi“f?'?'hé’#«%q‘.?m’f?i%‘/?T“‘iwvé'ﬁ‘
PRERPUBHITE > R AFEIZEAM AR LA
/w\°1e1£—_i“’*i‘lml éifi”éilwﬁ“"’%}f’ﬁ;‘ £ Fl+ ~ ¥

M%»zﬁ#‘ﬁx@@% %g%ﬁﬁﬁé%*i
(potency ) £ % & (purity) -

1. g P * A ehd

&M A SHURERY DL ERH - ¢ He R AP R
A oo T EE ﬁ A T ,uj?gm :

(1) & A bk A
(2) % % /ERF
(3) %R

B ARp AR BRES A ST U
FHg e A B o HERRD B F DL g
TAEE D RRAY C ERFE/ D KRR T 2 W
B o Ak & fmiz R (feeder cell line) ¥ A #7 w2 5 R
A 52 fmie X 3 % % )@ﬁfﬁf&%émaéf r%%‘r}fgrﬁgé [
Yo * R RaEH o B ii’—%ﬁﬁé%%‘ FE o AR RREA
C AWK 2 KEFALSE )1%4 (porcine
parvovirus ) ~ F¥ 3K }?3—4- ( porcine c1rcov1rus) cH ok
BMpAE o g A RpE SR e sr L E kp g2
2 i 4k % g % (bovine spongiform  encephalopathy,
BSE) " &3 Apd b "% s 2% ‘E’;FL Yo fh R R e 7
BSE& H s $o 40 fim 2 o 2 g 4D 3 SRR 7 st i 4 Am 1190
B

Ta 2

St

(4) @A ST

ASEER T 22K REVAHETFLEBATRET E
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B GRS FAT AR L R BGEAR SRR
*ﬁaulwpéma@ B ek SR PTG
B FEFE Rl MR R EA ST o

(5) w&+5% (COA)

Eitem>53 k@Zgp 4’5”?']\\:?’? k% E 2
WP e g 2R (RFARE MR RERE R
'7?5"*) NE SN AR CINED SN S5 B S

B (bldosd 42703 AR

2. HIRE A JOH RS Hf

fodo R B A& LERRARE TR G OREELS o Ae
EEFEAC AT LG AR R LT R fﬁpiﬁ
Bly o REP GLEREHARLEFTRERSRD > ¢ (A ¥ AL

#% “,f °

3. His £8 ¢

¥R AfiEArY @ % H R F R (penicillin) & H s B-p fR
v25%8 (beta-lactam) Fo# % > llﬁ‘rﬁ,.ﬁfa AR A EATE s o Aoid R
BH PR AR BNIRAERTET Y g0 #“% i i
(‘exclusion criteria ) I+ Fg e Fé‘j F & 2% (informed consent) >

%&ﬁ%‘?ﬁﬁ%&&°z”%m?éﬁwmhi%%§%°

(=) B354 (Excipients)

B %A r%j—élf“}s\léu\ﬂm?bfé]“}a\/w\ff_ BRA5A o do A Lk\F'_u_,F i
(human serum albumin ) # ¥ DMSO ( dimethyl sulfoxide) % - & 7|
GRS IS Wy Sy NS Y e A <5 W ER T HRERE T o
do@ A KRR Y So o PR EREZ S QB g 42 ARk
P2 AR B LT E 2

() REXA

i fddme A SR Y 9T RER G > bldoiwie & 3R
e FF FAARTIINS S ELF F R FPUA L R ERAE 0 AT
L RBRAUF we A B AR D PRERA 0 A
Az ® # 7 fazrrin (Qualification) - 1 Fx o7 8l him e S o
FTRELBRBXAF DT AT

L¢3 /R -

2. &HAPM 2 o

o



S A ag A Bl S

Tedt A B e in A Sl B S PR R Y h E AR R (T ey i 03
FA 447 gl @A A2 R (flowchart) » & AR Y 4512 A &1
fLigfe o &2 QAR B kK A SRl

(- ) smwe 2 §%
PE A AR %Y Y R T AR
DR R E R LS

TP b AR 5 B P e el R & 2#%+’iaﬁ@£
#H 3 bldei * 48 E L (instruments ) #fF % i) 1t (enzymatic
digestion) » % & * % f& w7 iE E ’w\%ﬁsgﬁ CERR AR
(density gradients ) ~ 3k (magnetic beads) ~ & F &gz ‘mre
& iE % (fluorescence activated cell sorting ; FACS)

2. wmE A

BRERZEEZFA | s droe 2 E R B2 45
B AR TREP me B AR - REZEHPFT AR
R o § fmiE i ?Eﬁiﬂ]‘ 4v4 £ %13 (growth factors) F¥ » 7f
Fruld £ = e %#H (cell subpopulations) ¥ F Flm EF 4 £ ik
o

9

3. BB

ar%ﬁxﬂ‘m”eau]{p ;,_145‘_'»15@1"7 )f%wﬁ——\/)a e =N EIE ST e
o R imie A fets § R4 FAIE - ARl 2 T i 4
B oo drk B BRI G EEF O E o e i H GE G hiE i
TR e

4 WAEPER Y By

Bmyilmbeiid » TR EF BHIAFTHE L& PELR
%ﬁi@ﬁﬁﬁ%ﬁ%ﬁﬂﬁ’uwaa@%%wﬂﬁmﬁ i
fmre 1 »)Jgg&lgﬁp\ LI IR O N N LL*K;,,\:&HF. FLo 2 %
SR Yty 1,' o Ji ok tmﬂa.ﬁ:v]z,Lﬁx AT o G hpE
RFeiEid o RERP-i § R > MR * EHREFREGT % T -

5. fmvE 3 AF .
TS TR R VBB AT N A T AP it e e

oAz g Y BRI 2 VRS e e AR R -
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*@%fgﬂ?@%ﬂ@ﬁ’ﬁﬂ%ﬁﬁ‘@ﬁ%%ﬂwﬁw%
R 5 FAARTIIN L 2 ATk iRk Rmm AR X) -

6. 4 & MHiwme &

A

¥ e 4 £ X 2B (matrix/device/scaffold) P » B4 3% 4
EW et £ v 2 R FR2 BT P EEFEF LA
;]Lf'ﬁﬁii’f'—"féﬁ FF LY - T EER HHwmreERAes s B

¥ 2 HTRR RS PR ARG MR e 12 A A eh- R

7. B e
Meiiimpcit B ¥ A Fehfie S o Fp K ﬁja—% P4 EE 5 AL
:"E\;&Z)*‘F"ﬂ—/ﬁ Fo B *"J’Tifﬁ H Lk o Biflmbcit oy
ARG S 0 2 BB ER o4 RAETERYESITRY hiwe B
BEER « B¥EA SR FE I E 4 dy it > T AE T A F30 L83

EET g e
8. AT

TP e N R e A AT 0 T SRS RAIIE 0 R
23 'rﬁ'{%éﬁ gt w4 B ;y; %"J_ A ;)_g‘_—? T e A "‘Ikrj'
%ﬂ)& Ij‘*l%; > 07 f,iaﬁ ﬁ“ﬁP Eﬁfféf‘t}_ ° )f@IEJ_“m LES m"‘g:ﬁaj'sf{{xj;‘ B % ;F“ q:\ﬁ};

Rz -

7~ A &R

Ph R E AR AR TR R X R R R
REEA LR PR g - R

ARl o A S HARE PR EFRRE RS FR AU L - iR R A N
% >4 (safety) epic2 4Rl > - ~ FE ik A 545 ahgw| (identity ) B3 > = ~
HR (purity) > w ~2xi (potency) @ I ~ 35 (viability) 2 » ~ w2 @
/& (cell number/dose )

E 0 A K EE MY ch? B (intermediate ) ¥ B ¥ A Stk B AL R PR

FEORRIT AERASULF? BF A S TRl LR 7 PIEA

B~ A7 2 2 L ek ® (acceptance criteria) o oiTikiE PrApfTERIR R R

ﬁﬂ:fﬁ REL R R R AR ERO L A s X TP RERS
SR NIRRT B R IR R S 2R F o % kT

AFRERFES 0 AT AR
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(=) &EA

s fic# #R13® (Microbiological Testing)

Fi#s (Sterility Testing)

S

BrtmilP M A DR FRRD ZE FREFI TR F E D
BlEE &L (¥ #Z2L - European Pharmacopoeia, United States
Pharmacopoeia ) *7if iF& Fe#sk (sterility tests) = /& o dogk * 2&
B OPIES R P AP R RGP i BT R R T
Lo ¥ A S HERG &%t & o b4 i@ * Penicillins &
Cephalosporlns%»a‘mjl FoORAR AR TR FR& T 0 ¢ RS F
%% o doind F miEH “f P B R FRRSR T NE R
i# (direct transfer method ) i& {7 & F:d % » RIFEPF | ¥Aif ¢ &
BARZ AEAfddy Tt ERAANEFET N4
*if 8 2. B-p fiptefis (B-Lactamase) ™ 2 #-7% § 42 & s o B-
N f iR fiE i e ERE A Pl F 2 il A A ?}3‘»‘2?‘] Ea
(‘validation tests for bacteriostasis and fungistasis) » %% & @4
Friz et o BF ;AT IR RA S At F 0 A g
B FR S R

BITEPES

WHENRHBREFTHFRURY BERE - e EFR W
AN E i L R B M FREFREAAEY &
Flersk o it £ F ¢ Fow A pleE o 4 RiRIp S ks
PITE = SaIb A Bl

PlREE RS E iRl (acceptance criteria) > M iTE B ¥ A

F R - A o drEB M A AR w4 R AT B AR R
FRHA ST GRS T i AR D EIRIREE XA e
A His fd® (Bldoirie sz %) » A 2§ AR

V<l :i"!
F_L

~=y
SN
-‘é'z\

=i

i

o

u

T RF SRR VAT AT YRR
5

z
k E\'l’ftf‘;%ikﬁxfé"»kmé&%fb’%g"
BAF S RFER T TASDRRAB RS  WR AL B
* o pLRES BEFEFE14% 0 ¥ Al BB Pead Rk

P ek 2 RPIBRSE AR REE DN P E AL RE



S48 T2 PR A FESk S R 2 (2)H Pl A $o el o
FoArE AR RHEMF B kAL R ,m——g(release criteria ) °
AR S R AR Dk B R A SR 55
o ow R imbcit #&—;]apﬁ’»m;}itw D L LTS AT ﬁ'?’s?—“ﬁr‘é
V- s ) LT

FHERE AR ORER S Z I FAR I PRARRNA

VR BEE R FEREAL P4 T AR ] T O B
Poig R P2 KRl AE fFAZ AR (op P25 R R K
EBACTEC -~ BacT/ALERT ~ Rapid Milliflex % ) g 2% % 5% 5 &
YR Rk ZREREE o

‘€

% # “BACTEC ~ BacT/ALERT - Rapid Milliflex % = ;2 & % & &

2 RBIE RN BT AT E RS P RS
@ r s i A V%J:f’rzﬂpéfﬁ , ¥ 17BACTEC ~ BacT/ALERT

2 Rapid Milliflex ¥ = 2 Pl im?e & 520 @AM R HF R 202 A
o A R G R FRIRE R KRG R FIERE (release
criteria ) o

(=) %% (Mycoplasma)

MEFEzn >t BRIDS Rihb 45 € B =7 %@;i&;‘l}{: FlRIEE 0 bl
g%?é%&wé%%%ﬁm.owﬁﬁ%%mﬁajﬁﬁ?ﬁo
LE IR @:ﬁ whkih B i R RBIBAEFRY
IS TR S SRS T RE DL RTINS
e ifesr? o B EUmd m%ﬁf@ FIRIGE - % A e iof A
&JE*#%ﬁK“’%WLz ?éazﬁimﬂﬁw*%w”ﬁ#meW
¥ &% L (7R (release testing) % ¥ (FPF > ¥ R A AT
FrEB R L pRdaF i (PCR) % é@mz& E?]'Av\%‘? v AR
39::}7;7\ B iR R G fRdak P iyﬁ AT R B M FE
B o

(=) *t dop Rirlz# (Adventitious Agent Testing )
1. #8 *hbop & RI# (invitro virus testing) °

PR wREREF R R 2 K% 4 2 w% (end of
production cells) F *& — =t 44 ¢ ){%—‘r BEE o PLPIRR R R-PER A
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BAIVHRERFIEZ e RE R A R Y wiv uE AR
BliEtR A R R{ofasg (species of origin) @ F_o J* Rl 35
B g ERErRY Rk e A DE g s 2 2 X LA

RAqihz () 254 R FEMR I e R o gLrh s pLplRR
e 7RIE G &R E%p4 2 ik p 4 (cytopathic and
hemadsorbing viruses ) -

2. M gm A Rl# (invivo virus testing)

F v e RPE s BRI R SN g E A 4T o 2 AR
AT PR A B D & B2 5 & (adult and suckling mice ) >
% 3925 % (embryonated hen eggs) M e17 ;N5 %5 o § 4 % )
T RRAD % LR LS A AR R e A g
WARIE X RIEF 5 & NIRB G

B R R SR 2Rl

Bt B (blivm e B~ B8 2 &) > Fwsda stk
}ﬁi-‘r ENREE 0 R P FRATAE R GOPRE D E o FlRi ok A S-Hid

AR o T LA R R TRE . AREA T Y RS
frdas s (PCR) 5 A iplid 5 59 2 o BipliEen A Lx‘?}ﬁifr G
S e T AR i A AR M BRI ) 2 AR
EEELERE R

= ~ &4 (ldentity)

FEAFARF wFET AR R 1 (Fwe R YA S E s 47
o AT B KA A A5 bk - F R ARILOE ¢ i

Mo
%’ﬁ,“é_r“}c’ g,ﬁ —_$§E\' %ﬁlmpffﬁ }%FE-FIGJ —Eéml? p?}“j\rfv/w\ JH‘ m
oo PRI Fplmie LG e AT 0 B AT S AL AT o

Z ~% & (Purity)

ASOHRT L& SR WBERY BRFLOP TR 7 H R b
oW RaplzEe 28RN 3 % (pyrogenicity/endotoxin) ~ * %
Jee P Himre 2 K nged AR 2 BB AR TR Y L A
BE S Gl gk 2 TS Bl s 5 F 2 ATE el e R
(unintended cellular phenotypes ) 4 47 o

(- ) A& %5 %% (Residual Contaminants)

¥ A dmee s A SR E B RBIE o WU R Y
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s Red R A Glcimteed 2 E TS Ul Z L FEART
B dr o H3A L e AR EF L nmt ARt o T AR R
EFEE AL § (ICH) #iF cofy FHPIQ3 T3 84 o

Z ) #Ri/P 4% (Pyrogenicity/Endotoxin)

*2fB 47 Hp o ¥ * Limulus Amebocyte Lysate (LAL ) assay 4 #7;% &
RIERF FUFABRRERE o SR RFEF TR Y SLALP F
%QﬁmﬁﬁﬁﬁﬁmFk?ﬁa§0ﬁ£§g¢$xa
(parenteral ) Z 4 > 2% N & 20t L ES5EU/ > TRE/ | PF 5 @A 1Y
g P (intrathecal ) i &tenZd » p & F et Ui > L 0.2 EU/
NTHE P e RARR R A gl B R o REAN #
FRRRORR o TR RRR AR AR W L AT e B
HEE o

= ~ 3z (Potency)

Wog ol AP A AR R E OV RA S A P o gt A T AL

7 ~ ¥ (quantitative assays) ° >t % - H A WRZEAPEF > RF w5 - B
¢ ZRPN PRSP RIFE T A4 KRB F AP B SR AT
= ik ot ;%L-g_ Pﬂ.,,;%!“—r,{“ PR VT ’f‘%,g‘:g"hiﬁ’#:ﬁ_o

7~ %% (Viability)

B A ST RFE X M RBRKRY PR 355 3o F ARl
(acceptance criteria) (rd|37 R RRF 3T 4 A L8 % THEHE S -
i H TIRA T B e SRR L TR R BRI hE 2 2 G gk kTR

41"4"{ &‘F’ \:n”g?,r,}%‘g j\pfu’ Z’}t«]['-‘i-x mﬁ»"{« |?—/r--1 .1 70%°‘£1f'%\ﬂb EJ
*%1‘—?' ’ ;’L%.Li% A f@z#&lf&% ’ ""‘é_a_ B kmie B3 e R > T 2 fg‘}%g

5 A G Rt 1k RO R L .

» ~dmre g /#E (Cell Number/Dose)

AFRRE e FiEE Y o e HASY FiEeie ~ 2 G die e ik Mk
Boos e AT e G4 A @ PR b < RE o 2 pt R
e 37 ik Py o

%~ B ¥ A a7 plEd (Final Product Release Testing )

b & & (final product) s sk 8% 5t 4 g feehb ¥ A & (final
formulated product) ° 3% 4 #F A B & 23 A5 DR Tk B A AR
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2 .

oo ZORIGRIE R ~ R 2 2 iR # (acceptance criteria) o I & F R
Sk AR R (sensitivity) g 4F R (specificity ) % AP B 330 o BI3EAE P
L P edEX 2R o BN HE P BN A ST TR

TG EARD T AREFRT > ERAFEVARLE - P A T
B Ao EAPE RS A EREREFENEE o Floe o A& BT N A
wﬁé%ﬁ%% FRIRES (MrE FAREs%kEs) P FiH W
AT gz R R R DRRRE D O BRETFIRED 2o

)
[E%
uﬁﬁ’*ﬁé§“pﬁﬂzﬁ£’“ﬁ B R R RS EI

N

s = A 12 % (Batch Analysis)

ReBedd? o3t B A Sp e 5 A &2 AR - R #3005 ) 2 TRh %
FEPofi M2 (T2 > VR EIEEKRZ S RFEP UL R o

1~ & &eh% T (Product Stability)

A RERERIP R E W TR P AW A S h® T % A
ARG R A MR Y 0 B E TR AT T ) E

WP e A MBI TRIES X Ry o B X AT R
X FB YA EOFEREATR Y PERE AR o X TP REF T
oo MH A EL A S% Udgthanil § 12 o “TERB-hE TP % i 2
PARMERAT Y o LA T K%’;E?]‘“Pg—wz%i%él ¢ (ICH)
EERQC TAFPHAFZEF I ASFPHAEAL FPFEAERLE T
e
~ A2 P chd R

fre FRGR AN X TR A2 R E e I Sl U

|

A ST MOR 4 s YRV ‘-v"‘iié?"z e lﬁ‘li‘i'l‘?)r £ ST }ﬁr”? s {7
A ’}‘-’r Ll ﬁ;oé’,_g—’.‘}.’,}_‘m”? II{‘/.W_/" /i I—VI'— b-ﬁ;\# }‘@’&_ﬁ g E‘f’l]{ﬁ_ﬁ;? 5 K i‘ﬁ_’_

~ BK R Rahd TR

£

Tk - HAFEN A ST op A R YT RAFE L 0 2 ooy
R X r@***igm@&:ﬁmfé Lmi;ﬁr;ﬂw‘lmfﬁms«i (7RIGE o 4o
$ASF D AR BT E L TRA R B A R E R
(7 rgigene REPR) - LG EFHF LT FTIRIASLART
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R T R R AR S R A

M ~ H #3438 (Other Issues)
- ~ A % B~ &5 (Product Traceability and Labeling)
VEE L A X S A EE R S
= ~ R R% (Comparability)

Toh sk dod W2 WS BREFEAFF LT Ly oE o & -
LA SRS RER AW s B PR LT R S TR Bdy

kT o

s A BRI AR ITRE ( Good Tissue Practice, GTP)

Lz i A e Wi R KW A ;f;.u:h' oo & 3 A e _f@g_f,%\;;ll—;t ,Lsﬁz
iﬁﬁﬁﬁ%“w wiﬁ#i#%\@£\Wﬁ\%ﬁ\é%£ﬁg§
AR L T AR e © 2 g 3 (T4 (Good Tissue Practice, GTP) |

P EFBAPUBER 2 ¢ FELBLYUR R (PIC/ISGMP)

AR o A SRR & o '2:%%%3:;
%w\a{u%\.,ﬂfjawiﬂi‘ié_ R 'J
ﬁﬁiﬁ’@@Qrgﬁﬁﬁﬂmﬁﬂ £ g
GMP) | » ¥ B> A & ﬁ%ﬁ;b&’méﬁﬁﬁ
waY e

gl 24 (PIC/S
- H & & 7E2 %D GMP

17



Tk #% T 42N TRk F%

WEHRVHAFARKREAEREFR TR UTE A & DE M (activity ) ~ o

(efficacy ) &% >+ (safety) - iz TR LEA (invitro) #5% ~ &4
WP (invivo) 7 seldigsk s % if“ﬂé‘fﬁ“ﬁd SR SRR 5 L o FALEFNARY
B i’i"#ﬁfﬁ‘? R B N H AP A MR SR FE R E A
FAT 'Uh’t oo gF R AT R /»Tﬁ'«ﬁ* ER TR o X FF IR RS R (T DRk R
HELEE U BERELE o

% ~ 5 (Pharmacology)

!

~ A Eaax & 5% (Primary pharmacodynamics)

Y@IKWT&%Lﬁf—mif@;&&%ié ehibe 3 2 4R B e o 3¢ (disease
model ) k& {7 » 4ok 2 G i F b b EJ'J@*" ‘b (invitro) :#% % 1 >
{r“f} Wi H R A R E R TR AT FOE RPN o BFH KD

g mF 3TAE o
=~ X E» B B (Secondary pharmacodynamics )
LL?P,"\mFé}gV,"T\p gbﬂﬁ./’;\#_‘l_ﬁfﬂlj’l‘mﬁlbagﬁ A;\/,Aﬁ]b 4#76/‘7,}'}
PoErm s R IR et AT 5 PR T Y BT F R R kR e
o~ % 2@ (Safety Pharmacology )

RBPTEET R BEA oL B A BRI N BEEE
j_;EJ_Ij"Eb°

%~ tmfe e 4 B (Kinetics) - :38# (Migration) % #F5§4
( Persistence )

— A A BEREFE AT Al s A2 (ADME) P F R 3
A A S A& R DB e A P A
o FEEF  FH M trafficking EF MO o - LK A HFRE
LR D] e AR A T RR o

B~ % > 38% (Toxicology)

AR o AR PP RRNT R B I REREA T e A S % >
ER T/ A %E BiEEALY dmie T g 5&**”‘#’ B SRR A
H* i W 2 e ik (cytokine) & # 5% 0 X LR IS e A 5
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poRE A F’L St g 0 2t AR e A ESl ARl R R ETE € B
e - Hm T o A s A SrnE PR - T M (general
tox101ty) Ry B 3%at £ 1+ (local tolerance) % » R A+ » % >R
TR ETE A A kiem > FHG A S § AR g%
ASEEE: 3 'rc'il%)»a‘?f* > EERER o

-~ E@E2 £44E % > M5 (Single and repeated dose toxicity studies )

BEHERFF TR PF RN REFTE 2B ok EHRT 58 PES B =
TAREmE A S BT U E X TR B INE R M R B 2R
P PEEF - §iRht FRIMERT P FREHHE RS FRE
FERFHFITT o 2 Flaimie (v FFE > HRMERHZT 0 R -

irE e g B R E R E o

~ T

=~ B at iR% (Local tolerance studies)

REORRATRERES LUK T NI NE R EHHES 2R
P HiER e A Sk IRa R M o

4

14 38 (Tumorigenicity )

T

FRAFRET 77 s MR 0@ RA S BT RET R
(tumorigenicity ) =% J§ ° K% ]“a‘ Fé%} % mre o Hp A NERE A
%@.sﬂﬁ?éwmﬁﬁ , ,ng;o‘gm, H ]%L,fn ’Fﬁ’ng LLQ/’J\-#I’JW ,J_g:%«-—ﬁ ;}.3_
T IRPE o R RBMRER TR E?)@;ﬁ Ll .

r ~ BT >iE5% (Genotoxicity studies)
- A e (LR A S e F (T R K? it & 4 s i g %&E
DNA ® 4&18% o

I~ 2 7m% »>Hi5% (Reproductive studies)

W RETRERFH Lo

!
v

% & R (Immunogenicity )

FIRARRATR Y (hwie LR AR e PIEEFIRABE LR P
7R % 2 RER YR -

i~ B4 2LoR 5% B 24k 7724 (Good Laboratory Practice,GLP )

HFdP % 2B EE  (Safety pharmacology studies) % % > M :%5%

( Toxicology studies ) f& f+ & " # 4 2Lqppk ¥ 5% i 4% TR 4 ( Good
Laboratory Practice, GLP ) | 2. %L %_-
19



%7 TE'H‘ FEE % 4 f_&iﬁ b=t e g ‘:‘;'L

}
o}

AEE e i n T A TR AR T B g B ol SRR % T
Feho PR A RBFA R R A SOEE ek AR ERE S kD
BRGNS Ap e TI i S TR R
A0 TR A KIS o A S TRA FR TR T 7Y R At MR e g B e
2ok A F’%q‘rﬁ*‘”ug W EE S TSk R R R o

FoAE R ASUBERFLETHE - ARERRAL FTHROER
jed
LR oo A RAR B R § B RRRRG TR R SRR b R
PREFFR o bArE w2 55 RHR Y > PIRBBRRFCEL RRHETE CE
KLER S Y el il IS TR =S ) W o isza%#ﬁflﬂ* LR ARS S E
A AR A S AR A EIR S WARG &Y (limits) > B 5 ¥ g 38 5%k PF el
AAEEFTE AL HEIFR -

Lol e R ek AR R i g iR R R S A I e
B TP AP ERATE EG ST drid S HE R e p b P
AR DY RSN B R TR ATER AT A e RS T 2 L
TERETRE L 2P R A2 Mk A &d B b TRk o A ;;F—ﬁj,\;»
A FESSF LT s A SR~ A IS E BRI TR ©
PR 2P BAeRBH > B R TR H R E > ey B

<k
—=
\F‘ o

¥

FogmryyRem

- P

Wi A fFwre ok AR Y G5 R TF§ 98% P 0 mLRhH
WD e LEARFBRT AL c BIRAE R G A Pdoo
Pl RE S NS IRk dRE ) W& 2ETR LA RB%KP
Tidmy 2 Lk G FIEF -2 4k BicRE AT G AAME
E Y ",‘TT gLz ks TR ig A K16 S 4% 4e dosing regimen €_F ¥ i o
IR SR VRTSY B

frERFERA - ERI DT BHR G EPBERKITT RV
iR S A E X 2@ P EF T RASA R o HREP 2
i e ( blAe R ) 2 5 € F 45 B+ @t A £ (maximal tolerated dose,
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MTD) F 5 P H e 5 & e io il ¥ 24 (28 7 P M 2
-~ TEHIMID T U R EFX 2T RS DERG AT B
Pk

¥ A Sen A M 557 4 4 12 Proof-of-concept A sk P 0 B
FASI AR KRR BFRAVATRY O BIPE Y Ewe &
B i RRE %S RIEE L B R - Proof-of-concept FF > T ¥ g %
BEERF > AT UAEHBE (ZEBAMGE SR ) TR AL
;éﬁ BE o bldcE F & »rim‘.sg:% FEU G mre S RERE
Moo R mre s 3 R A BRGE hE R fe’ﬁﬁ’?ﬂﬁﬁ@fjﬁ? ¥ e

= HEREFER

Rifimee & Sk G R oid% D o KERGE FR%EH 0 2 A
fr# Rk RRERLFELNF  Foe AR GR K £ 327
BT BEANMAERE P ZHE - MERT R RBR T R ERE
NAAGE Y o B LR BT R E SRR 20§ A
L ARG R B A T EARRAE O MR A G ERE R
g e

VI A G REEEE 0 RIS T TR B R I b k0 &
REFORRIERER T RFRHELTFRERL T W F
%%$@4E%%?ﬂﬁﬁﬁ@(WWW)ﬁﬁﬁﬂfi’ﬁﬂiii
P Bt iR M LSRR E%R Y £
T AL REHRE S Gl B R
Rie Rk % o 7R LR TV

=¥ (vital organs) > — 4@ 3
B ERR R LE &Y
perdld R gE o ARG F
RPN TR -

PRIBIFE DR PREEF G PRORE 0 AFF G P A
IR A RBE R F G P AR R TR S R E R AN

FoTE %*wwim@& LR F G TR HA R R E R
) WS- b RS N ﬁ/'»f)]% 2 TRE A ‘LFL#F 7I§§€$§'ﬁﬁ_
Rk o )%F- LY A B S R R 8= F R Sl R

d1i% ¢ (withdrawal criteria) 7 %/ H 5 o

UY=pRE PR NI kLR S IE S S

HTRR €7 G5 S Bhoin A iR A5 B F R T
SR T ERESTEE SRR I EXERY
Sia AR RN L FFIALT 0 B A S K

S
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AN REEE - B 2 F - BEERE S R oon k5 R
SARMF 0 53 A B S R Ao T IR
R T VLT EE SR TR NI SUE AP ey U
THER Y we A RS EREERES (Hicit hBESF) PFo Y
By Fp E R N {oR| £EHITL o

F A A=t A R % E% (first-in-human trial ) » % ;é‘r’% P TR I L
B A ST G4 F (staggering) % - R FFHA B F F LA P H
W FGRR G 5 FRIDPR 18T - EXREREF LT

FHE iR AMENLEHR > w>— % (cohort) {604 FF -

EEFFRELE rREHMESHT - 2+ F 2 2420 (intra-cohort)

fre @ (inter-cohort) hgs B PFRF B I 4e MR » 7 57 B4 R BB
TenE PR ir L EEF LR E g 4 k.

T~ ERE BT E R

fo B IR R - P R E P RS R R P > B P e
AR 2R R o & 2B E R FUBR S E I ot
P e 2 ERT IS TR AT R Gk fekT i
e RS KT R AR R LR 2R #
HARETEEMAMP 5 5 A8 LY PRI RN A5
%*@iEﬂﬁﬁ&ﬁﬁovﬁ%ﬁﬁﬁ?u*%ﬂﬁ4%%ﬂ*%
B AL R & Lo e B 5 (0% 849 B 503 4 7 12 (bioactivity )
2

HA2HEF F AR S A5 b3 P IRARR BT
B¢ 1%+ (stopping rules) T &Y iE%k (LHE- @) g4 wi
F2) (blhe X TE8 e = B 0]) Pro $Es%E T § e ik (o
AR R AR E Y LRHEE ) AR SRR EALYG -
bl § G A ﬁﬁﬁﬁ@%if@#%izaﬁ@g7¢w ey
ks ¥ (dosing) FAFHRBAFELT G AMME G TS EL £47
Bon® & o - LR HRRERAE? < > P73 - TRXRE P EHZE
#]% A ¢ (Data and Safety Monitoring Board, DSMB ) » fe 2238 &7 2 4F
BARBR RS R (£ 2 L) i 4 R TR RRR T
A g Rl

S~ hmE oy 2 FAR TR B
- SRR EEE
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oo Tt P {e®Ar B4R
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g
L

T
P
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et
|
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‘g <
%
P
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o RBBE G ER TR P HT 2EER T TR foR R
BE -2 FeALUCAS  ASHURTRELESTE €
ii%$’é%%7%&£ﬁﬁ,é%ﬂ%%%fiﬂgifﬁﬁﬁ
TR TR A e o A SR Y G RG] Fp e A
%%.%%ﬁ%l—iﬁ&%%ﬁﬁﬁ wwamé$%*w&i4
o ‘ﬁ@?ﬁ*bwkﬂﬁﬁﬂuﬁ FE AL AR EY LR

% o L,,ﬁﬂlﬁﬂ Blekk 5 BALPF > 2 T ARk A gE 4 s ok B W
A& P PRT B

2

¥ {7 143% % 45 9 L dosing regimen £ F ¥ {7 o dosing regimen F fie
ERARATETRER AR fr A i ok A ST 0 TP ERET
PV R AR T A ST AT R RR AT TR B b
IR ETFE R RAFRRE > o J3 g 23553 HE ea
FHE OV H R OHE R FLEL prE (failure-to -treat) = F o
o & AR IRRTE o

t

FRERCESAURTRERA SERRAER §H R 7 AR
v FADE A il T PEIRFRE > FULFRE

PR ERARBAS BFRRERESST > FAEHRERE 52
ok Ey e ¥ - AT AP RE AU YRR E g AR
R (F R~ PIRGER ) BT T BRI LT & A MR L

EIR R sF SRR

vu

FARZ2PEER

FEASFwE R ASRE M 5 RS E % 2R
%lrﬁs,], IE RS AE R (1mmunogemclty) SRR SERE R A
FiBd AARTRES R R ERATE R P ARG FRARER
E PRA O AP ERHR X 2R YO IR B
ﬁ%ﬁﬁ?#”ﬂ%xﬁ*mimJﬁ% o frir & T A

R A S
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54 < e

1.

10.

1.

B anre iR ek XS A% (¥ %) > FDA ZF % 1001400546 ¥ > % & 100
=2

Wk inh2 AF ok RhdRT 2 8 F 4 7ERFE (X¥%) > FDA
Z3 % 1001400546 % > % F 100 &

SRR SR IR TR FF F 3 8 0910078677 B0 AR 9L £

BEATRAE RS 2R 51 % FDA #3 5 1031402844 5L A K 103

i

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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-] A RwRE IR A STRA RV EFIBRGTHR

N

b

LI s Fh-idud 2 20 AAFHE (FLFLBTRNISE,F FRFRT >4
Frel R GRAYEERETR )

L2, #as s ik d X2 REIHT P -

3. #pfpps (Y 5FF5 Fla 3 FIREn o ¥ 5% 5 227 1 4 (CRO)» 3
R WERERE L2E )

L4 " H@%if ¢ ATRARKZEN T > AFEP LT 2T FEF 50

L5 3 WA 3 P AR Fs L BHARPABERL A ¢ F L EFTRABRED -
L (ML Ao BERY ATE S REPAEFR T RMAARZE His R RIAEEF
Tk AR 2P ) o

6. A agimme o g STk #% 5N FHE 2 (Bldoiz= )o

[17. 32447 2 g2 (F4ogite )o

L8 #H &2 (Hldrgity)e

(9. @k 53 > FRBpESRULRABHREDNFHL > 4w AZpH > F Fd @i
FLAEFR (R dergiza )

110, g F A ey A R2FTHFiE2 08 TAMRBR YIS | 2 MY RPFEK
B O(Fd BEHRAFAERE o BN )

DIl g@24pdd o sesmr@p o Fd 2% § 3 (S a)e

(112, # %4r+4 % (Case Report Form » 4rj 4t #) o

(113, #$2 2F pidpd (B{4orqitd)

LI 14, ki ™ a2 G T RtH2 ApBE < i o

|
o
e

ER>ER>EHRT CH BOATE

[J15. 245 %4 £p (Investigator Brochure) » p % & 7 A #gm%e 55 A &4t ~ WAee §47
TR RHRE A FRTA  FHYRELE (FHEFAG T AARE =52 57
¥F)e

16, A dgmme s d S5 Fam < 2 (U3 Al b3 A SRBAESHE 2 4 5% T
o L ERPEL RgE g dREd o Mg EE)

(117, & Bt B FEBZFERE A e HERITGLT (validated) 2. ¢ <& % o

L8 foetir w32 32 wBG 54 (R ger FF FREW FRERH
SR i LA Dk

LI 19, 38~ dgimre o A 50 & ~ BREFIFRBETH (Uof 48

[120. ¢ 30 &R > FHhidBas SHEL -



(1) j\%‘laﬁﬁ-‘rﬁ,g Qﬁ%ﬁx?f{w;}rgjﬁ%?‘} R
(2) FH &R

A FAHATHRARE
v A4 & US Letter *Mé« ARG A 0V RFAHS
PR G RFH T RSB EA TR G
P re = fﬂi°

B. i
ERREE S AT DR
-ﬁ%#%ﬂﬁ%ﬁi“ﬁ*ﬂ°
CTRAREY Y Rk - B AR
TR LR - p 2
C %4 1@/1*%*#’?"5* AR el
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lf,

*7 Protocol Synopsis (Cell Therapy)

I . Protocol title:

IT. 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: phaseoI oIl oll oIV oOthers OFirst-in-human trial

V. Study design:
1. oControl:  oplacebo

oactive  (please specify name and dosage)
oother
gUncontrolled
2. Blinding: copen-label  bevaluator blind osingle blind  odouble blind

odouble dummy  oother

3. Randomized: oyes ono

4. oParallel oCross-over  oOther

5. Duration of treatment: days weeks months years
6. Titration: oforced Ooptional  Onone

7.

OMulti-national ~ oMulti-center(Taiwan) OSingle center

34




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:
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X . Statistics:

1. Primary hypothesis: osuperiority Onon-inferiority
gequivalence  oother

2. Sample size: enrolled
evaluable

3. Efficacy population: oITT oPP  oDother
Safety population: oITT ©PP  oother

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

5. Planned interim analysis: Oyes aono

Xl. Please attach flow chart and/or assessment schedule, if available.
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ki % (Testing) & i# (Screening) Zj;;f;
HIV
Folewlpa [T | R R B
B S _— m w E,fsmé:;};; ﬁi W |H R F #;ﬁ—,;ﬁf;f] % & Ak i
i 2 P P = 5 |+ Oomegb| ] (Teporema| Chmyda | (Neisseria 3 o # (T8
i ES virus) pallidum) tachomeis) | gonorthea) (CD
(HCV) |(HBV) & screen)
(HIV) (HTLV) n screen)
;1&:
- pHE R
(Autologous banked
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o iximfe (Stem
R R R R R
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o Hiv p s
(Other autologous R R R R
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SR ARM SR
(Allogeneic, O O O O O O O O O R
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AR LEE
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o FHHIRE F ir
w9 (Stem cells O O O O O O ol O O
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o Milimed 7 e
% (Reproductive
! R R R R R R R R R R R R
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intimate partners)
o Hiddplwi
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(Other reproductive | O O O O O O O O ol O O O
tissue including
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Hi BRlE iF&
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R : 2% (Recommended fortests) - F #P Tt & TE8RHFLI 2P 2T

59




A NE e IR B E TR iRk T

A TR

LT HFEAP

A3

;a,l;

=% ~ @428 ¥ & (Quality and Manufacturing Aspects)

~BEEEETH

- ~ #:$ Rkl (Starting and raw materials)

(=) X7 (Cells) O | 1. BHEP e 2 a5 0 bl4ctinre ~ iz mbe 22 Pdr mbe o
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e R ASAPMEABL BT -
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ﬂ\%ﬁﬁiﬁﬂﬁuiﬁi%$¢%°
(=) 34| (Reagents) O | RREHSA SFR g BAL T TR
° &Amﬁﬂki
® Lih:i{> R
® EE[ &
M€ * sk * (clinical grade) & # & % % » & & f@5 * (clinical grade)s* & % B> 53
Ped ¥4t s > 5 3 (COA)» & & v o & REEoh 2 &5 R
® %42 COA
® lpBdb KRS A BF R
(=) Ba5# (Excipients) O |1 2[5 s A Sp 2LE S (R EE B YRR -
2.
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3. RBBEERFBRLE AT ENEREHSET o
4. dom AHR Y E%H o RFRETKEZ R QUGB F 4 RETES LMY
M o A IFAEEY 2% bt_g; ; s o
(z) &FX & (Equipment) O | 7Nl me g BRERY 93 RBRE > bldcko? AP BH - TRELBRER

BT A FE
® §/EREF
® S fdnh < i

=~ A gpre s A & Blid & W AR ¥ 4 (Manufacturing process and in process control)

(- ) w2z %% (Cell preparation O BHh A Sl s o ¢ 3
procedures) . e B 3 BRI 42 5
2. e A
3. BREEK
4, HARFEF(oHEEI AR TR 2ZEMEY PR GER 2 fE(Fe% i 5
’% * TR A TR A AR
5, WP AR(F e ZV A s VP EANATBAEALSR)
6. 4F & wee g (% % & & device/scaffold.. %)
7. BBp
8. bt EIT
3~ A& &iBl3& (Testing for Product)
- ~j& 24 $ pliE(Microbiological Testing) | O 1. & Fdok(Sterility)
2. i jfi 7 (Mycoplasma)
3. R % B iR]3# (Adventitious agent testing) » kw2 R|3E I P Y AN AR
Tk rivE 2 F 4% -
= ~ #%) (Identity) O | #FEHE wre ;_l.._\r? 7| (genotype) 4 % % LA (phenotype) o ¥t 45 & (Hiwe & K. > imie 2
AR RS BRI RAL R E ES R
= ~ ¥R (Cell purity) O 1. B2raiplaime 53 s His we m 4 d ~ Bmfe/7 mie v GIRP| » e & 53T

WA D > F TR RS 2 I o
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2. * 3 (Impurities)
® 2 54+ ihwmie B B (aggregates) ~ w2 7 = (dead cells) & ¥ *% fZ chp ¥
(degradation)
@ HizY A A A Bb o bl AR 2L AR ATE o
® 7 i juqcik i (acceptable criteria) B E L F R IFLRREL > FEL EAPH
R ) Y HH AR R R R E B R
= ~ »zif (Potency) O | B 5 — BN RI3E(In vivo assay) 2 48  ip]3E(in vitro assay) s A 410 kPl R i § 2
FoiEdE o Pt o472 E RGBT o
I~ 35 (Viability) O | B#37 35 F ik M 7 ﬂ:—i%(minimum release criteria) °
=~ Pz i g /& E  (Cell Number/Dose) O A 5B ?'fé‘fr’%i; FEERY S RE AR AW R st i Klkp o
= ~ & (Tumorigenicity) JAN . w3 guARd gt dee J LA AMRY SRFEP L AREE T
%ﬁa'ﬁ‘q/ 5u ik @L'E °
2. FwRASAMYEARARF VR ERATSI EUES A2 RBER G B
B TR R EREN H a REMER S o
3. FwAREFTwERHALs It o lantF a2 A LT Y HiLiERE
e »:%%",‘TT%A\ L2 fmPe > iHE AL VR 2w ~ BIP T o R DR o
Bt 5 9 TRk R R E ROBIR o
. FEAOFARHEEFETRE GRS A SR 2L =W VIS RIS =
%+ Bt A @i iTRls (Final O | PRLE AL A SRF whMAZUTHH P h LR E 1 220
Product Release Testing) Tk ¥ A R 0 5 OBIERIE P~ RIS 2 2 Ju L2 (acceptance criteria) o B3I P
NN ST T
O | m%k#EH B FAdme kA &2 Q- R #3005 82 TR0 F5% o HPRGE
B . Jx 4455 % (Batch Analysis
A ( ysis) M2 1E2 > ¥ T ’fé‘%?\,‘é% kP @A L M o
L~ A &% T E% (Product Stability)
Bl 4 ¢ hE R (In-process A | e A RS GR A R R il PR R T R
stability testing)
~ B A Fend 7 ipliE (Final product Bt R PP A FAGYPe I p A R YR RIFL T E 2 G oo
stability testing)
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B -~ 2 @ %3 (Other Issues)
- ~ A &3 B %7 (Product Traceability O RiE = AP X K& B B JF’f B ez AR Bk S o
and Labeling)
= i@ (Comparability) A | Tk Rk S Ae 2 AR BEEAR B LI LN PEF 0 A - LA SR
S REP AT SR R LR R A TR Bl R 2

o Afme HOR AR ITRE (GTP) O | A #m it A &2 W g 2 W Horflid TERP & A Wins o B Uk (TR -
H-FFRAURRER L EFELSRBAN | A | AR AST AT R WSS TERARPEEF B LW ER -

& 44 (PIC/S GMP)

% r ®x ~ 2Eiehk 325% (Nonclinical Studies)

% -~ ¥ R% (Pharmacology) O | bt imvs chdd i« 54 2 HLen e (7 P2 o

4 B3R5 (Primary B R TR E R Y b & AP M e B Y (disease model ) ki {7 R v

pharmacodynamics) #% (proof of concept) -

=% #»¥ 3E % (Secondary FAREFT A MR A RARM OTRE R G5% o S H g A A% ik T

pharmacodynamics) PIFHE A 4% 4 7 3 "L‘ A /I%E" e Fik%‘; e

X 2 EE (Safety VANNIN B LR RS g e f}%‘ﬁ”"‘”—'ib EHFER NI B > REFHEFPAMBER 7 4

pharmacology) AR TRE R NS N EAp A MER KEFE a2 §REE & S EE’_#

i Bl R A AT #‘tf;{_a A E }Fﬁggxpa Lok % g;“;@gﬁgg;ﬁﬁﬁ:i °

ol d §F BB 2 EHE A —%'J‘ln\—"f%ﬁ%ﬁ*iﬁﬂADMEp"‘T'Z RPN iof A& L RFEH we

(Kinetics, Migration, Persistence ) BrHPABOAR S BRASF RIS FFE A B e RET 24T T B
thensg it o

& > 3% (Toxicology)
H#ZE 2 £4FHE L 238 O |®hATE2MEFTE - RRFHAMCE > DNERFFAEI SRR FES EHHE

(Single and repeated dose toxicity studies)

;I")\l?ts7 org \r’:l' L'p o
FARE T A MRk 3
Pltd 144 F

LA AR TR & Gk o N H AR ek BB © SR (T
Hﬁwé@%mvﬂﬁﬁ~ﬁ&«iﬁ$$?ﬂo
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o SR R SRR AN | FEHRNFTEETRERFED L o
(Local tolerance studies)
R R AN | FARGEERRY 7 iR @R A & Y g E 7 A KRB (tumorigenicity ) i g ©
(Tumorigenicity)
A FE >R A | - A e oy A S ST RS h b A 2 A BT DNA B &R o
(Genotoxicity studies)
EART N Y eA ) AN | FEHRNFTEETRERFED L o
(Reproductive studies)
B R iR JAN A pRZ e icl 0 FAMBERTREY hwie s FAE e 0 FREFRRE
(Immunogenicity studies) g FE PP E DM IERETL o
%7 % -~ =& (Clinical)
1 %2 ¥R ~2HRA#AZFHHE O | RHEAMBER > BREFE TLRARBRRAT T 5 70 A MBEKSR* T%
ST 4k o
2. RERT O [wmrgagpskhe Fl2 s nFEALHF2 BE 8
3. R EHE O | B EARmie pf2 R 7 -
S R il O
5. @ % fmre cnfE g e o B e i AR O | BfPweicd>i22 L7 2HITFRIWATER EH RS -
6. MELE KB N A LR ER O @imw%*€%ﬁ%%@§&%°
T AR 2R Al O SR LET S KLY T
8. B B s O ﬁr:m@ﬁﬁ@’* LABFrHIA o B BN n B E 2 BT E
9. ¥ 4pt2 E# (Endpoints) O | P N2 FAFFEEI AT @ 21%‘ SR I X
10. 2 &3 A Ao A R A e AR e R e M N F R gy .
*H L
O ZHwIFH A LT ZTHRFFTHARBEH T
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