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A s AT A SaUbE MR SR BB 2 PR E G - T
oo RBREVET R EATIZ B SRR mE PO R E P2
AP FF E WA RALAP 0TE P13 0 § R R TRFFR
FoerE et DEA F ORI o

R F iz wpn e ¢ (ICH) dp$BRIS6 "2 4+ WA FHF 2 Tosk o % 21457
7 ¢ % B P % 3 3 7R (Good Laboratory Practices ; GLP)2 i ff 58
Mo BARTFIAFAS T e ® 2% (MirRBE~2H23H) > 7
g GLP o2 (7 » R L FE& > A WiRAk Rk DRk o 2% v 5 ¥ EE5
ForENEGER FRFORA O FF R CLP HRE 2 R HRR #
PR Y RAEIZRE adEL Y G TS o

FAFEC G RATRAR Y SRDA SO SF F LR kS (expression
cassette) L EH ¥ 3 ¢ e H & 1247 e PMWNBY > oA P RHET [

TRALEF o

SN LT T

FAE e N LTk S A0 A SR R B WL TR R FIE 2 % 2
ERIEY AR RN 3. E WL e s R PEY s SR R PEY
AAS R e A WE AT blheiR]iE - M4 R cytokine S ApE -
FHhd$ 240 2 cytokine ¥ cytokine % 4855 & i fr 4 BodF 8 X #Ap i o
AL ERE o4 2 AME AT -

=~ Wamre B A TRk B e e 5

1.4 (in vivo)ensd 4 ~ #1iads
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1. i‘%ﬁ'ﬁiﬁ # % (route of admlmstratlon)

EAL R oy e EREBH AP 23 Ft s AT HEHES 2 A WMOE
DAEPE S 0T TR M BT R  ERf- R oo R FazEd (s FALAE
SR g R L)) 4 R B & AT el 2 AT Ble$HP T R (cotton
rat) e ] B v 2~ (intranasal) &% iz /E%J(lntrapulmonary
instillation)%t/p §48 - ¥ * m P~ L 5 ¢ & (bronchoscope) B # 7 b
»2S

2. X#F&f S8 iEH (Selection of animal species)

R T A iR X B b o iR T LS A B2 27 4 3] (wild-type)
AR A G FRLERZ BT R T LT R PR P e
FREERS AR SR FERIFIR AL §IFHEFATES b
Bt om e 2% A G LGE S o Vo AR RAEREZ TP D
FHFEEE AT - J R 2R E BT R R F&?i
P :[}igﬂl_v’%‘f“ g7

3. W& 2. ¥ # (Selection of dose to be employed)

Tefk AT ATIE * fﬁg“%g'ﬁﬂ D EBAT R 2 A Y TR % ) T E ok
HE o TPREIEHE ) ZEBY THE LD SRR D HRE . F

B
AFAE G U8 £ ]“MU“&EE BB 7 a8 A E (maximum feasible dose)
BT R A BRBHE - RIBEEATFATZZ DM ITCRE R HEINE T OB
BEANTRAFERT BB FLRR RAME SO '»ﬁxmﬁw R & i
PR plif a2 B 3n Lo ME2 P R Y R B H 2L REES
PR LA HF AV RT FXFESBRL Tt ot B 57 ¥ LT IRk F %

FiMht 2R TR RERBE -

4. # 72 P& (Toxicologic testing)

BE S R - R R A R R B

5. §L 18 t.ﬁ% =% 2 ¢ ens # (Distribution of vector out of the site of
admlnlstratlon)
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BB ELHIhF o AFIETES T '?‘ﬁﬁ”%ﬁ*‘*ﬂﬁﬂﬁﬁ’%@“
BACE D R 2 ke cHEATFIIFAMEZ TG BMEERRE S L%
ReFpFRF DA DR ZIFH PR A F T BT 7 7R A FE T A
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AELE R RE N A
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el 2 AFIAP AN EANIFHEA LR DLIR > T ST R
Mo M B AR T ERY BB B AAF B ARSI RR
fﬁfﬁ?ﬁ*ﬂﬂa% A RREEF BERNK A FAMN RS AEAAT RS
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(DF W2 A RF o G

;\gge PSR P E,F\,nw P ,[@;{i;\@ﬁ@ﬁ},_"_ 4 mie enh Y o T 0 E R
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AT it B4 R PR e T' PR FRCR BB ehs 2 kKR RIEE ?‘W
AT A e ek 4 A e ?“' z ?Wf»_'\rdk B 7| BeteiplE 24 i (LA
) WiR T 2 Bl R t:(m S1tu)PCR,z NN EERAE: SR SEER AR I B
ef pr o Ao BN BT T ?WE”?F%FE/\ 4 78 fm e I G o
6. % A d Bk i 2 $ A Flis g 1 @ S (Host immune status and effects on
gene therapy vectors)
S STEY & IR R Iﬁi%?%ﬁjmﬁfﬂ*sw b EACE B b e IR
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SERLH & M o

T~ AT 2 R R T
- ~ FH % (Plasmid vector)
EHE R DNA 448 > Pt Iﬁ%iﬁ’iﬁﬁﬁ o RNA ~ 3-v F 2 WmFa DNA iz
BMEE SR P RERAF P AT @A R - &g 0 F
WA 7 - :'K,Thmr,\ TR o FREATA nDNA > Bl4c® s3] (linear ) DNA
Lz A FAR Y PTG I8 FIRTARRIEFTAY TN T P g R
R U HAY P AR DNA B K B R P AR E
4 ethidium bromide # cesium chloride % # & A F 4t chigfed & * » 7
Ale 7 T2 2 RBHFFIPFOFTE T TNIFENFFE o
A2 A4 A 7| (regulatory sequences) B4 £ U it e & 2w o
Nt b R o
FRTHT FEE T~ hIVHEAME L6 7 it DNV E5 4w
* °“E~€ﬁhi”?ﬂgu_%ﬂleﬁf§_" J"‘i“r” Pl emRBSASPHZEZ @R
* 2 0% & * 4r chloroform #feha (25 W3 B KW g T BIBL 41 2 “f )
ASBin RkadAeE o
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AHAEF T EAFE Y 2 & #em4 (Replication Competent Retrovirus, RCR)
AP (in vivo) & 3 8 * (ex vivo) 48 f A R B Az Y 2 RIGE e 350 OPFAE
PeBfr- BRREE TR N EHRE R A LR R F oA o d AR
Brpd B AR G rard U TR F GBRIE R BRG aea 3T R Bk
FF LTSS BEPREZRFERE BT o

A RIERPER

RCR ¥ ji4~ s f@ih ¥ B (initial master cell bank)z 7 » rig 3 F # &
{2 wmie PR Rt A4 o 32 0 AT LA RIZHE RCRF A
o w2 R et e B8 E o T AT WAL 2 AT
Bi%ie (7 5 HBRE (34— ) gﬁ i Rk auE o URRE A 2w
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04 b e L2 MR e BB (R > B kS R T - B wens it dp

- HATFIURRIREER

¥ IR 2

b2 MLV 2

RCR irl 32 RCR p]3#
Wit 42 kR v YFn | w1 FnR
faihmie R(MCB) & € 8¢ & 54 (MLV) + + + +
N

d 5 EEm 4 T + + - -

WEAR 2@ 7
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4 A& wme ki) + 3 _
3 AL - B i 7 i * + _
o e 4xp5E AT ETH - -
A4 XA + + - -
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a2 2w (VPO 2 2 ik e flig Ak w e B pFli%iRl 2 RCRRCR 2 132
Y- AR e Bk (7 o blde 0 3% R ik 4 (MLV) @ B2 VPC st Mus
dunni fo% $k % RIzE MLV %7 2 2 RCR s 4 o ¥ #h > 5 3 K AP Jk 9 5 5 4 (Gibbon Ape
Leukemia Virus, GALV)# %2 VPC st — &4 #plm e th R RIZE RCR & - 2 i
LR P2 F g A ¢ R AR dm e Bk (LRI A IR ePRCR I R4 -
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Tl e s IR G A K FARRFERFE -T2 E
;%%SJ’W OB & o (TP R AP 0 AR X 2% T AW EF (bl 0 K
25 gfﬁwf’ﬁ Re 28k RE) 0 LR B Iiéwﬁﬁt*ﬁ%gi:j}%& %%@fﬁ«fr
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LV ii/]ﬁﬂiiw TR > TaE 2 RATR e F R PR 0 KPR B AR Are TReD
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a. B R E AT RRE Y 2 i g
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(=) 4 Er ik
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Poanig® 2 fARFERCRE %2407 1 1) RCR & - #f2 B3¢ - 2) ™ PCR &
RIps 4 iE Rk R 8 e 2 RCR & B en DNA - & 4772 2 45 % AR R ~ 4 s 2
Tl AR m Lo blde o EdRd 2 A wie (VPO » 4 1 > *‘a‘%e’ AL AL ]
AN AR VERPEE - Ml A4 o T 7 B ROR 3 g E R G
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atm \H
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Bk 4 A= ¢ RCR ]]%—a- HUER L Cco TP ¥4 AT BOPTH - F 4k
Fd PEFRR R DRBT 5 p”ﬂ RCR}I%* .Vt % 4 ¢ g £ Poisson
&% (Poisson distribution) » F#t #2428 & p = l-exp(-cVt) » 4 2@
(RN {}Fﬁ——r HIEE

Vt = -(1/c) In (1-p)

In & p 2R¥H#K

- RN p R ER S 0,950 B 1-3 ¢ o AT W E 4 2 i
£ pRIAA LS Acc? (Rl H - RR A i o
C

F_k

clEZkAal FLB R 745> 0.01 B RCR Jp# 0k & (0. 0IRCR/m1) - 2
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S M g skl @ Pt a2 2 LS 0 BRIEAF A PRCR F EEop S
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ié. Keip- BIRERHEERT 0¥ KW RIRCR & 2 47 2 2 chfp $Ha
B o @?ﬂ?ﬁ%?*L*Fﬁh@4,qﬁwﬂm& *w’@ﬁﬁwﬂﬁ
- F RS RF T E AN B Vo ot T (B e 1-3) - Bm A AR
d — MoMLV (Moloney murine leukemia virus)z 4 =+ if tk (molecular clone)
- A K LES S 82 Am komiz— B MoMLV » &+ 3331%:1’:};%7 R Bk Rl

I 113‘54 (amphotropic murine leukemia virus, A-MLV) 2z 4070A &f&2 & %z
F1 R 7 7B~ 8 (&2 Ref. T) o Fpt o 33— f@:'}?ﬁiﬁéi}fé‘l{~ BE A A T E KR

oS mEET I - B )a MLV ¢ IR FIR 2 F Eiop A el & e Tl o
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P HREVE TR AEERABRZE LS ot RS20 ¥ - RS
ﬁ%@i&xi*@%69MW/ml%%ﬂﬁﬁéG+QM(3fﬁ%%@%
Wagx 5 2.0 x107 / ml ) o fR & 454 HER SR HESE M %4 ¥ 5
3.7 x107 / ml (£ 5 4.7 x106 / ml) o & ATCC 152 5 4 ks TH A€ 2
P RER LS HET RAP o
T- BIRERSARE AR RS B pas v FHREOFTRERE > LT
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TRFERRNp L FHREARTE S E LT T B U FITORCR KA
R e
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BERLTHA S EBEFH RS RRFRR > 557 18 1-2)
HAEADHEE S o Fd TAS NS
r =Vt / Vs
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g QL R A
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g AR T AP T A e A B R s R Sl 2 il
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i@ﬁﬁmm%&%@(IW%OiﬂluwM%+)’?”%Em%@%ﬁ
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L EAEY RFLF R o ¥ by TR R R m A T ol o
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e



SRR S S N
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