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MmER X, HARRIIES AL TWD, b b TII/NEEICHEREN R Z 5 2 L. RADK
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RENAT O D,

B rth74 7 A V2 ZEHRFEETH Y . B FORKDIRK & 72 o722 & 1E70,
3CHK 1 : Knipe D.M. and Howley P.M., Fields VIROLOGY, 6th edition, Vol 2, pp. 1768-1791 (2013).

SCHk 2 : Tijssen, P., Handbook of Parvoviruses, Volume I, pp. 11-30 (1990).

SCHEK 3 @ Naso MLF, et al., Adeno-Associated Virus (AAV) as a Vector for Gene Therapy. Bio-Drugs, 31 (4), 317-334
(2017).

3CHik 4 ¢ Pillay S., et al., An essential receptor for adeno-associated virus infection. Nature, 530 (7588), 108-112 (2016)

3CHk 5 : Gao, G., et al., Clades of adeno-associated viruses are widely disseminated in human tissues. J. Virol., 78 (12),
6381-6388 (2004).

SCHEK 6 @ Mori. S., et al., Two novel adeno-associated viruses from cynomolgus monkey: pseudo-typing characterization

of capsid protein. Virology, 330 (2) 375-383 (2004).
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10) .
SCHk 7 : Daya S. and Berns K. 1., Gene Therapy Using Adeno-Associated Virus Vectors, Clin. Microbiol. Rev., 21 (4),

583-593 (2008).

3CHk 8 : Chen, C., et al., Molecular characterization of adeno-associated viruses infecting children. J. Virol., 79 (23),

14781-14792 (2005).
3CHK 9 : Howard D. B. and Harvey B. K., Assaying the Stability and Inactivation of AAV Serotype 1 Vectors. Hum. Gene

Ther. Methods, 28 (1), 39-48 (2017).
SCHK 10 : Tenenbaum L., et al., Evaluation of Risks Related to the Use of Adeno-Associated Virus-Based Vectors. Curr.

Gene Ther., 3 (6), 545-565 (2003).
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STHK 11 @ Xu R., et al., Stability of infectious recombinant adeno-associated viral vector in gene delivery. Med. Sci.
Monit., 11 (9), 305-308 (2005).
SCHEK 12 @ Yan Z., et al., Inverted terminal repeat sequences are important for intermolecular recombination and
circularization of adeno-associated virus genomes. J. Virol., 79 (1), 364-379 (2005).
3k 13 : Schnepp B. C., et al., Genetic fate of recombinant adeno-associated virus vector genomes in muscle. J. Virol.
77 (6), 3495-3504 (2003).
SCHK 14 : Grimm, D, et al., Liver transduction with recombinant adeno-associated virus is primarily restricted by

capsid serotype not vector genotype. J Virol. 80 (1), 426-439 (2006).
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5) .

6 mEEXIEEDERT DT EOR L OHE N

AN EBE % (5 ICX2HE

THEED th1d VA NVAG ) AiE, BREDX ¥ 7y RE RV BifeEr i Eha— K15
20o0A =TV —=F 177 —n RO #H5 4680 X7 LAFF (o) T,
Iﬁﬁ#ﬂi- DITR ZHT 5, —FH., RBRE AR AEMITENEMER T (hMicro-Dys # = —
R 2#IET) AT S0, s ] RO EETFaxELTO S,

HIBR S s T D%
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(12) AR DBEFEIL, BEFEW) O PR K OVERHZ BT 2158 (BEF0 45 FIE/RE 137 #5) IS T
FEF% S ST RSB CRE D DN ERBEEY OF IR DB (LT TEREEDE M
Bl EWno, ) IZiE->TIT o,

RGN BRI & D JLER

(13) ABfn A 2B O RUR O BEFEIT. 1BF M N TR 21T - 72 £ T [EIRBESE
WA BRI > TIT 5,

(14) AT AR - HH 2 A% O J5UHE OO A BRI M OB THAH 2 A5 578 LT w et D & 5
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FHOFEAEZE L TRE LT,

® FDA (UK 15) OHEIHIT A & 2 ZITHEev, BiRITHER %, Fiio# A4 I 7 TRIT 5,
Day 1. 3, 7. 10, 14, 21, £ D#%X 3 ELEHEO—E LIRS BN D £ T, XIEHi%
PO T EOR R (LOD) AR & 7225 £ Tk, 2B 1 BHRIT 5, Hikodk
P BRBERICBET 255, Bk 2o &,

® U ANLAPMHOMENTIL, qPCR EZ FWVTIT 9, ARBRGIEZ, BRIRRIED U A L ZHEH
FEATRITIZ . ICH HHNZHE » 7o R AN & e 2 T O MEREIC K L Chai{b 2179, 04T
AR O IUR T, BE OBRAKZEFIRICE, EMARET 5, qPCRIEIL, £
BARSHTRC, FEREELI TR,

® qPCR ARBRIEIX, MEDERBRKOMHRAZEH T, ICH HA K7 A > (K 16) 12
eV, MR IC AN F— S Tnb, N TF—Ta VORERNL, REOMEEL D
— B AR L TS, B HATRRBRH gPCRIEDOANY F— a3 U LR— &, BIfK 5 12
R,

® LR KOG IX, TEBREMEIEFIINES 2L T D,

o EARANHEHRBIL, AE AW TIE, EEFER L TORY, T A L AR RO
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° @G{%MNU?~béMT%D\i%%ﬁﬁ%f%ﬂﬁT ECHDLI LEHERFTH
o BLHIRICEBWT, NUF— &7z qPCR D LOD 1%, 500 = B —/uL & iRE S
Tmé AR G54t B OB HIERER O AW PR Tk & Bl b9~ 2 728D [6] a7 ik /3
T A—=HXTLODS0 2 —/uL e H & LTHEAT 5,
cAAV 7 v B A1E, cap BIn 2% —7 v h& LTz qPCR 23 5, #HWAEE/RI -2 T2
BT 121X, rep O cap OMBIEFIEL, RICKIAIZRy 7 —V ENLMERDH D, LIno
T, HEREAEE7: AAV AT D56, EHLL0BEMETFHIEIEIN, MHEFREE 2D, rep LY
cap BIG T OWT N S5 E. rcAAV W FET D Z = EWT 5, rep X cap D
WTFAILB R SR WIGE . cAAV IZFE L RN E W) BAHFIZR 5, BLEXD, awﬁﬁ%
HE—0y T DT vEAOFRRPIEIEDGAIZIT rcAAV BFE LW & BHEE L,
T ORBRE FEii L CHLERET HHBRICRD,

SCHK 15 : Guidance for Industry: Design and Analysis of Shedding Studies for Virus or Bacteria-Based Gene Therapy
and Oncolytic Products. FDA. Aug 2015
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