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Provided herein are methods for enhancing gene therapy in an individual by administering an IRAK
modulator (e.g., an IRAK-4 degrader) with the gene therapy to suppress innate immunity to the gene therapy.
In some embodiments, the gene therapy uses an adeno-associated virus (AAV) vector, an adenovirus vector,
a lentivirus vector, a Herpes simplex virus (HSV) vector or a lipid nanoparticle. Also provided herein are
methods for selecting an individual for treatment with an IRAK modulator in combination with a gene
therapy agent.
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(53]
Provided herein are methods for enhancing gene therapy in an individual by
administering an IRAK modulator (e.g., an IRAK-4 degrader) with the gene therapy to
suppress innate immunity to the gene therapy. In some embodiments, the gene therapy
uses an adeno-associated virus (AAV) vector, an adenovirus vector, a lentivirus vector,
a Herpes simplex virus (HSV) vector or a lipid nanoparticle. Also provided herein are
methods for selecting an individual for treatment with an IRAK modulator in

combination with a gene therapy agent.
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TR B AR R SRR 1535 » BTy i) 1T R T
IRAKZHETH » 1l FLb) (6IFTAL B T DR R - (E—LoREht - AR T
FE T R R RN 6.0 2 JEER 7325 » T )55 ) 61T AL (PR T
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IRAKEHEIH > Il Hb) [EI AT Ae i RIS o fE—uRete » AR AL 1
FITS SR RN G R RIR I 2 VR 7% » Bty 75 EliSa) (R AT L fS 12 T IRAK
AR > Al ELb) R AT ERS R T B AR -

[0037] fr—EERREs - ASEIHTRAL 1 AN RHX IR IR 15 22 (M AR AR Y /7%
Pl )7 75 L) i 2k B (RSHY So R M e P AR AL R A (B4 - AAVETHL »
RO RN ~ 199N - HSVERIERAE B 7oKL ) —ilE5EE > b) Pk
e R M e SRRy — TR B S AR AR R AV RN - H BT AICEL (R G R — e B
BRATSREGEHRAEZEE L HERNSFER EA R& (H40 > e ReE - #
JEMERZ) BIERS © o) [EfE2PERb) T EEEHYFTAL(E S T IRAKEFFEE] (F4l -
IRAK-AREAER] ) - i Hd) [E4E20ERD) B e R AT AS &% T Pl B RS e -
FE—EEEHEGT - SR R AR S e 2RI - B - EMAIAEEE Ak
F (NK) 4 - fE—SEEHMT - Fral A E—S iDL 208 © (eEAe T o7
BEFTAIC e R R AR - LR SR R IR IR B R — I B » i —
EEH T > Bl AL PR ¢ (e (MR o BE RN - 10 BAE
fafZe AR B A TP B B P B A DACT AR 2K B Pt SEAZ AT s 22 4liAE - 2
&Rat e AL B R NG R — LS & - A0ASCRTH - iosE 014 il 22 dliAl a
HE (Bl - EERZAlAE) s {ELUE A RZE4inT -

[0038) fE—ubfefs - AR 7 ANEEA T EZNEARHY 7% - il
A EfRa) K E AR R e RN e P AR ER AL R B e (140 > AAVETRL ~ A7
AT ~ MR - HSVRTRIEAEE 7R ) —iE8E s » b) sffPnilit
RV HAEHy —fE s S AR MR R AR IR - H B AT AR R e R — il &
RAMTE R BRI EE M EERSFER EA & (H40 > e Rek - HiE
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Mgy ) BYEES - o) [E{EPERD) d BB AP AL (ES % T IRAKEFHEE] (fI4l -
IRAK-A[EAER] ) 1l Hd) [FI4E25 BRb) T2 8 tH RIBT AL (WS R T Fr AR N B e -
FE—EEEHEGT - SR R AR S e 2RI - B - EMAIAEEE Ak
F (NK) 4 - fE—SEEHMT - Fral A E—S iDL 208 © (eEAe T o7
BRI R R il - LR SR R A B IR E R — il B - i —
EEH T > Bl AL PR ¢ (e (MR o BE RN - 10 BAE
fafZe AR B A TP B B P B A DACT AR 2K B Pt SEAZ AT s 22 4liAE - 2
&R 22 AR LR N S R —ilE

[0039] fr—EERafs - ASFIHIEML 7 AN BHERARIGREE (F141 > AAV
FORL ~ B 2 RN ~ 12 B2 F0HL ~ HS VRRI IR E 2RI ) FOIRAKFEETA ({1
40 - IRAK-A[EEER]) JeRHIERSHY T » ATt A B fEa) i Je R M e e difE e
P EL R E R —EE & - b) oAl e R M e e iRy —fR B S A =
Ry > H BT R R e R — e B R AR R T ERV R E E AR
JEFRIFIIRAKFHETRSHHIEAS - o) B ERb) | 2 RIS F 2 A
JEFRIFIIRAKHEIREE o AL —EEHET - SR M diiTE s 22 - &
240 - Evdiigsc 8 Ai T (NK) 4t - fe—SEafo > fral A8 —F
BFELUT P ER © (eEAe T o BERT UL R ML R AlIAE - 2R e R M e e A e
NGB —EEE - AL —SHEHEHIT - Pl 7R — P B a2 R © 1L
A TP B EAZ AR o 0 H A SRR R B A I B A B A AR AT AR A E AT
A EERZ AR ZE4AE - & RHe 2R AR R NG R — eI B - A — S E
Blep - BTl 7R BRI TR ¢ d) (R0 ERD) R HAY(E RS TIRAK
aR e > A He) RIS ERb) BB E AV ARG 1 T B R G A -
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8 H Bl

[0040] ASCRilte 22 By ROl AIAR F0E % B A HEER ir A B 1R 472 g
FOE R & AR 775 B (ERHY - B GA LA SRR A BT iy B0 158 Y 5 7%
Molecular Cloning: A Laboratory Manual (SambrookZF A, ZE4kk, Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, N.Y., 2012) ; Current Protocols in
Molecular Biology (FM. Ausubel, Z£ A 4g#&, 2003) ; 55 EMethods in Enzymology
(Academic Press, Inc.) ; PCR 2: A Practical Approach (M.J. MacPherson, B.D. Hames
FIG.R. Taylor&gi&, 1995) ; Antibodies, A Laboratory Manual (HarlowF1Lane, 4FEH,
1988) ; Culture of Animal Cells: A Manual of Basic lechnique and Specialized
Applications (R1. Freshney, Z56fK, J. Wiley and Sons, 2010) ; Oligonucleotide
Synthesis (M.J. Gait, 4g#8, 1984) ; Methods in Molecular Biology, Humana Press; Cell
Biology: A Laboratory Notebook (JE. Cellis, 4 %8, Academic Press, 1998) ;
Introduction to Cell and Tissue Culture (J.P. MatherFIP.E. Roberts, Plenum Press,
1998) ; Cell and Tissue Culture: Laboratory Procedures (A. Doyle, J.B. Griffiths, £
D.G. Newell, 47 &8, J. Wiley and Sons, 1993-8) ; Handbook of Experimental
Immunology (D.M. Weirf1C.C. Blackwell, 4g#gE, 1996) ; Gene Transfer Vectors for
Mammalian Cells (JM. MillerfIM.P. Calos, 4g#8, 1987) ; PCR: The Polymerase
Chain Reaction, MullisZE A\, 45#E, 1994) ; Current Protocols in Immunology (1 E.
ColiganZf A, 4gi#E, 1991) ; Short Protocols in Molecular Biology (AusubelZ£ A, 45
#H, J. Wiley and Sons, 2002) ; Immunobiology (C.A. Janeway=5 A , 2004) ; Antibodies
(P. Finch, 1997) ; Antibodies: A Practical Approach (D. Catty., 47#g, IRL Press,

1988-1989) ; Monoclonal Antibodies: A Practical Approach (P. Shepherdf1C. Dean,

15 H » 3£ 120 HEEPHHRAD
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458, Oxford University Press, 2000) ; Using Antibodies: A Laboratory Manual (E.
Harlow#ID. Lane, Cold Spring Harbor Laboratory Press, 1999) : The Antibodies (M.
Zanettifl]. D. Capra, 458, Harwood Academic Publishers, 1995) : FlCancer:
Principles and Practice of Oncology (VT. DeVitaZ A, 4748, I.B. Lippincott
Company, 2011) °
EH

[0041]) WTASCATH - figeE TRAK[EAEEERE e (bat)  HIAHE
HYFRAN )& & F0/EIG] (582t EiEi it ) IRAKGHEEAIEI E R RGN 7 - HE]
IRAKEIGHYZ ZACFOIRE (& HYTEAE - A FEEE B R - [EAREEIHYDCso/ NFYEI50 uM >
/NREIT UM~ ZNFREY500 nM > ZNFREY100 nM .~ ZNFREY10 nMENYEYT nM e 4
AT - flosg B B 2 AT IIAVES ERESS Sl AR L&Y -

[0042]) WASCRTH > BESIRAKHYflass HIHIE & LA nDHE VR )6 &
/B (SEetEER i) IRAKEEEHVLEY) AL F A - HlIHIEHEY
ICso M/ B & F B NREIS0 uM ~ /NFRETT uM ~ /NFAEY500 nM -~ /NAZ100 nM
/NFREY10 nME NFRETT nM e

[0043]) WIASCATA » BN IRAKHYMTEE T EAR & RE ~ L8 ~ HIHIR/
sCHAN (FeaHthEiE o) IRAKEE SN EEY) -

[0044]) WIACATH @ flosE BREE S5 L P (ERaVAi R avEe (6]
W ER - mRNASE ) BYZRIRHE Ef LA Pt AR AR VR MR RO « (5 —12E
BlFH - BEREEEIERASNEZEE DL (SBT3 - A—5%fl+4
ERBOADCE (a0 - FEag - 16 - 58 ) ([EESrVAp R iNREERTIRIR - 12
— el ERFELERNEE - f£—Sfl+r » BEREEEREREE (F]
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a0 - dEsA) e

[0045]) SOASCRTA - flasE ZERVERR Efaizl (B0 > RIFEER
miRNA ~ 75 ~ shRNA ~ siRNA ) BBz 8L A iR R A% B AR 2K 2 (W R Bl A LA B
B R ([ AR EAAE TR Ay —FEE AR L (140 > B[N~ mRNA) BYFRIR LI
JESREHI YR R SE R R = JEFERRIBIT B EA TR R E e (B
- BRHEIR S - BRE - 18R - BdlElRE - BilRsE) - dEEEA
JHREEEE (B4 BEEE BB IEXER AN B e L 2 IR B R M L =
BEREDNA (a0 - EEHERDNA ) HIBEEZOREARL) -

[0046] ATATSCRTA > “Eife Efatl e A LRI NEUERR N IR 275 £ 4
B HIZEE R R A HE RS 2 5 -

[0047]) AUASCRTAL > B 2AZHEL BB e fa (T R EEAVIZH RE (7%
IR A Sz e L) Baal - NIE > IEirsE e s EA PR B -
FEEV L EEDNASRNA 5 E[RFEDNA ; ¢cDNA ; DNA-RNAZE&S 1S & BCEESIER
FOVENE i 2L B R AR H B e A ~ S BER B Emy B A (LB Efry R BL iR
B FERAHIZH R E ST AR TR ENE Y - ZERAVERAUE S
PRI L B E] (40748 % AT LAfERNABKDNA R E23RHY ) Bl SIS By B L CHY
PR B AL o WU > ZERRY SR A LB S G akai i (AR wILTs ) Y
Fav > W HREATLUREA Sz AN (P-NH,) BUREHIR AR
Wil PR o AN EEERZ R o] DIe (L2 SR S R YRR S
PR A ARG A L A E B R OE T R K ECE A E FIDNAR Gl B E 0I5 1L
BE G O e

[0048]) flasE" 2K A0 EE & AT A A (E A LIS (AR BB R AR &Y -

£ 17 H - £ 120 HEHGRHE)
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A HAPRIN MR - BB BRI &P i 2 A RIRBGER ARG EL L 7
B HEFEREA PRI BRI EAVIL ~ K - 8RS - ZFRAZERE - A
MEFWEEREABUNER BRWE - FritirsEe 6152 TRaEsF R 26
PRt ~ HERER (L - LBR(E - B (L - IAh > WINASEIHRYHAY » “ZIK”
ETEHEN KA EIEEET (kL ~ R BVEBE CGEFLEANE
ERERSTRY) 2% BB A B IR AT Y SRR A © B2 AT e B HUEHY
(AiEEERAE ) - BE MR BAANy (FEEBEAEHERIE LAY

S RPCRIEIE 5 [EAY#ER ) -

[0049] “E:yREEER EiaEa—FEEMERFS] (R IBHRERR
WIZE Y] ) BV S EHREEAS o AEEHAAVEISHYIE L T - BB IRE
/D (Fran > W) K [ EEAFY] (ITR) -

[0050] “E:HAAVEES (rAAVEES) "Efs a2/ —@ (Flan - W
() AAVAISZ [RIEERFY] (ITR) By —(F= S (F IR (Bl JEAAVICIRAY
B By ZAZHBLEGRS © & IWrAAVES 717 E RG-S RS R 2 (3¢
ATt B2 e @B TH ) 10 HIEAERIIAAV repilcap AN EY) (HI
AAV RepHlICapZEEH ) HITH LA - Fraitr AAVEES AT LU 8 B AL A AL IR
MR T - ERTAAVERRIE AR ZZHEET (Pl - fE g e A
FRBEE B Sy — AR A B RS ) 1 > AIrAAVERS AT A By maae” - Hoa]

BAEAAVEESIREA S ) TREVFAL MERRIARRR (L HC TR - tAAV
skAs 1 LA 2 A P —fE - B EATRNVER - MA@ - A
REEE G - BEMEARE RN (S M E RO T )RR AEPRERR (Rl EAAV

R ) o - rtAAVERS A U EL B EAAVIFR EE R T > DUE A S AR AR 2
518 B - £ 120 F(BIHRRHE)
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fr (rAAVEEFL) -

[0051] “rAAVEE B TAAVIR BRI 2 e 2 /0 —BAAVK A E G Al
KA EEIrAAVEL RS B R RS AR AR R AL -

[0052] “E4RARFHER EEEa MR 2D —(ERRE AN A EEF
7 (ITR) By—{EEEE RIS (Bl JEBRREARIZEL ) B H
HAS o AL —LLEHEA T - BRI E ARG R EE RS (1TR) » EF(E
MNERBEER R EERR AL ERREAR (F140 - EIER - B2ER -~ E4
ERE) 6978 LA - AR R EEAS 0T DI B A A R M 5
FARL T o B EHAEEIIE AR AL ERE (B0 5 AR BRI sl L 4%
BREES—EEREE R T ) I - AR EEES I B RIEES” IR AR
e BT RERVFAE N BB LM # el - BB ERE T DL 2 E =
FEERA—E - ERERRINER - SMEATRER  PEEEES - GE{EE
BN ~ MRREFYRER (BIOBRESR) & - TREEFRESREE
TR B A A o DAE A “ B H AR B R -

[0053] “HiREEHE ZREEARED—ERKERREEFT]
(LTR) Hy—{E=CEAERIRFA (B » RSN EAIRAVIZBL 1) Y A% EriE L
e o AE—EE YT - BEREEAREREEREARGERFY] (LTR) © SFE
A E KR SR8 T EAYTE T 4R - P ARR S RE oT Ll s Sl B
BEERGMRER T - TR EA R EESR B T eRE G T UEAE
AHIS R EERARL -

[0054] “ERFAfESER (FHASVER) ~EiEafHSVALGE
YR —(E =8 IR (B JEHS VACRRUIZEEFPY ) BY 2% H LSS -
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BN AR SR T EMTE T4 RES - SRR EERES ] LAHE
BN B BB AR RN - B BN RIS AR SR (B0
FE R B BRI A B R B S — R E RS E RS T ) I - AR EER TS
“HiERS”  HAEIB T HS VEL SR RERAAE NI R (L o 45 - B4R
FEEE T DU LR AR TR —fE - GREENRNVER - QA TLERS
PIEEE S - BEMERRERN - IRFE(LIRERR (GIHSVETRL) & - 1]
B AP R B RS B AE(EHS VAR A DAZE 4 “ SR 4R B 4l i s Ak

[0055) AT » “BEIRSAEE ZRE” (SLN ~ sLNP) B HEEZK
Fotr” (LNP) ZEMAEEERHIFREN - fe—&flrr » A —fEhifsEll
HETR A BB ARER o RS Y B R - SRR BRRY A ST o] LLER AN ED ©
g4 RER RN ERERE > LasihEYE -

[0056]) WOASCATR - 5 BB AR AUAMTEE 0] DG HE#E ~ Inos
FIE - B DA HAtY 5 = AR PR A R A I M B PR R T YRRV Ty » (E—
LE G - A AR ER R H P AR IR AK GRS — R T AR RROA
MHEL > BURAKEEEIE] % T R R AR R0 AR M A R A R iy R B
RFLEI10% ~ 25% ~ 50% ~ 75%E100% P E—(ERVERNFE - E—EFE s
DS BRI A A H R AN IR AK SRS — LR PRI E R B A EL » BLIRAK
S ST — LA P B R PR G A0 S B 1 B PR R fef Y TR B B R T & T K&
10% ~ 25% ~ 50% ~ 75%E¢100%F (E—{EAVERBEE o fi—Efl+H » AR D
HERGRBIN R E (Pl > e RERERIE) SEEEREE - A—8H
FERIH - SRR R A R H A AR SR AK SRS R — 1% T HY A RROEAELL -

HIPLRAK FAEE]— L1 T HY AR BRI Y S SR D A7 4910% ~ 25% ~ 50%
20 H 120 HHHRHS)
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75%E100% FE—(ERYERFE « E—LERAIH - REEERAREIN £ R
FEHY IR DA & Ry BN A AE IR AK R SR T Y 1780 T R PR AR 22 B3 17 o o 4
ML - AEFAEIRAKEREIRIRY 5 T AR B B R AR e AR R R i3
YRR D o

[0057) SOASCFRA - $2 AR AR AIiTsR SHET o] DAIfa e - 2a8) -
(L - BB HA T S B E R AR RIRFAL BOS MERYTT By  BI40 - F980H
EREERIRY R S E T DI s P R - &8 - 8L - tiB s T =g
BB E R RIRY R IE (fIa - BD - IR/ EOE PR B RGN F R
[ZHE (Bn - e RM R E) ) BIERTTR

[0058]) WIASCRTA @ M REERGREIRERIE (Fla - SRR
[ ORI RE AR R R B R f e A e R M e e e R BRI B R B e 1 — 1
BN R BRI (I - ghn ~ ED ) - A Bl - RN E
FHEEVAERDSER R TLRIRRE (f40 » TLR2 » TLR3 » TLR4BGTLROARE ) FFAHY -

[0059]) SRR T Ee R R EMmER - i H A A A
A ~ RfZS AR ~ DEEE IR AR - RERR ARG ~ AERARAE - BERZ4HREAN ENEARAT -
mE P MR AR AINK ARG - N EIRYAAVAR ] ALACRERTRCR (R 7 R E sy
) A R R AR - —EMIER] (WAAV]) REA g g bt iy
AR (GEERZARE) - A AVORYHA AAVREA ROt B s st 22 AHRE A AHAE
( Grimm, D% A, J. Virol., 2008, 82(12):5887-5911) - AAVE A4HFE/£TTLLE |38
IR IE - % e RIENIZEBUAT AAVIIUE RN R] - — HAAVIEEE
FREAIRT - TR AT LU SEETLR (fI40 - TLRY) AYGRIEZEE - &IE(HE

/NERERIIITFERE R > TLROEZHAAV R R MERIRHEDNARCHIZS (Zhu, &
21 £ 120 HEHRHD)
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A, J Clin Invest. 2009;119(8):2388-2398 : Ashley SN A, Cell. Immunol. 2019,
346:103997) - —HEBSETLRYHIRERE - E & bR E - 1552 BEHY
HHAE NI UR SR AR H B RAL AT AR < (Carty, MFIBowie, AG, Clin Exp
Immunol, 2010, 161(3):397-406 : Lester, SNFILi, K, J Mol Biol. 2014 ;
426(6):1246-1264 ; Fitzgerald, KAFIKagan, JC, Cell, 2020 180(6):1044-1066) -

[0060] i=ib4HRH RS & E RE) B S BARRE AN TAHREHY B eI R s £ %7 -
P CB AHAE AT TAHRM 2 A= fuAs il HL 2 AE SR Loy RIRS S 25 ALY AR - 20
ASCFTH - AR A e e nn By F A N R R R AT - EREE =
T Bl B 2 Al SRR 2R BV AR R 3] AR R IR A A R S Y TRCRTEEEC )
B I T FLA Zuniga, JE A, Int. J. Infect. Diseases, 2020, 94:4-11 »
Bergamaschi, C% A, Cell Reports, 2021, 36:109504 ; Del Valle, DM A, Nat. Med.
2020, 26:1636-1643 -

[0061]) “HIJFHY E 5B EREA FE S HATEEEE A5 | A B ARy
ERAVHEGRE TEVERS - H10 - EEERN TAERTS | A [F 4R R Ay R
e (N BAERIER v ARE RIFEZME) - F 0t - 2 A REEEE ey
AR (a0 - ERECGHER Y ) Sz EEe = R TR EHRF -

[0062]) flosE AR EE 5| AL H 5559 ¢ 8 8k i RNANL H (58
AT & (R TR/ ECRIAAVZEL - TE(EREEE - BT HATS | AR4RRERT
TR - BCAEAM T FUEA TR ER G EER - S —ERREE - B
W R E T ERNATHEHY 77 F » WsiRNA o

[0063] WMRAFHHREE AV imEE AR (gp) 7 “BEREEE”
BV BN H R e 2 E4HAAV DNAERBBA RS TV E - BLEE e
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REVERA o R SRS R b A R B TR A B R v] DU B S A B B sl
Clark A (1999) Hum. Gene Ther., 10:1031-1039 ; Veldwijk A (2002) Mol. Ther.,
6:272-278 41 Pt VAR AR &

[0064] ANRAT 73R (50 FHEYATRE“RUAA B AL (lu )7~ “ R MR "B 18
BB (248 R MR B A AR AAVEL R AV S - AR R oLl E
(H 58 R 18 B LR ) BIE AT > W0 FlW0McLaughlin® A (1988) J. Virol,
62:1963-1973 FFF I -

[0065] MEAFFREBEMEREIE HERT (u) "Z2IEEEEA YR
RN EYN R EAHAAVE RSB IV E - WEIREAIE RHEN - Ak
YEHIHEE A DL T B FT I | XiaoZE A (1997) Exp. Neurobiol., 144:113-124 ;
=FisherZ A (1996) J. Virol., 70:520-532 (LFUHIE) o

[0066] KUz 7 BB B TTR 12 AR SRR ilosE i HL2HE1E
A B R RIS R Ui S ER AV R I FE S 7 [ AR S R R P31 -

[0067] “AAVAIiZEEE (ITR) "FFFIZ A AKMMEE - &F
TERS R AR B SEA AV E R BS A RN ER A R Y 145(BIZ H LRI o ITRAYERSMAEY
125 (% HBLAE DARIE w1 (REY J7 12 R EIE— (BT - EECREAAVARRS [
DUR: BE(E A AV EE RIS WA it~ FEIHY SRE 1 « S MEIRY 125(@Z Bl th &7 24 (i
B S G M (F5E/A A ~B-B'~C-CHID&) - EE{LITRAYE(H
B4y N B A SN B ES BT -

(0068 A i fife i Fr- 51 "B trs ™ /ZAAV ITREYDE YR - HALH
DNAEEURTHAAV repE FUIH] - 8B BORINAEHEFF Y EE LI AAV repZE (U]

El - “AAVIZEN T E 726 NaTAAVHEIE LA E B EAHITIEE - AAVIZEI L

23 H 0 4120 HEHHRHE)
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Bz 2ty E—fE 2 Ot > BfEEARIREBEIAAVIERNE LS
R EE B EAN - HATAAVE B T EAA S T2 ERIEY - AR N -

[0069] “AAVIZZEI T E 215 TFFAAVHETE ZAIAE B B AR TIRE -
AAVIFEI T E Al Dz a2\ e E— e ft - aiEE AR HEIAAVE 2T
BENE R EEE R EER - HAAAVE B T AR EEREY > 4
BN A -

[0070] AAVEVEHEIREE &8 MaTAAV (HUESERA NESE ) #HEE
AR R AARRE - CEEE 7 2EILERIRSE - BERES - EEIR
= EiRE (W) MEIEE - BRREmE SN E T8 > (BTEECHYSE
AR (AdS) EiEE Y © A~ JEATFLEIYIN SEUIRRTRT 2 AR s A
Y - 3 H AT EAIAT CCE ARISIRIERS - i ICMATCCEIREIRIEIE RIS
FiFREaIENELESRE (HSV) ~ ZRHE-T/@ (Epstein-Barr) /5

(EBV) -~ BEdifigimesE (CMV) MREIERRE (PRV) - AL RiEEEIESHY
PR BIE ETEIRSURIL (Autographa californica) #A1Z% FRSIR S -

[0071] FRBHF 25 BB IR AR — M ot (%) "ER R
FEEEE YL IAZE L (AIRFTFE) LLEIR R A A E M 7y Eeal A RHE
A frF U AR B A [E— Ry — B o7 2 1% (RBEFP Y B 225 2 IR B B 5
B R I T B B T AR R R R B BR R A B BRI 11 0 EE » R B A
Wz BlAZ B P 515 — 1 1 o7 EE Ry H BRI EE 3 0] DL AR flo & [E A Y 2 A
AEH PIanE A AT A FERRYEGEHEER R f140Current Protocols in Molecular
Biology (AusubelZ£ A, 4F#g, 1987), IE1130, 557.7.18%%, 327.7. 1 7L AYHRLE - i

HAEFEBLAST ~ BLAST-2 ~ ALIGN=(Megalign ( DNASTAR ) #xga - JE{EAYELES

524 H 4t 120 HEHIESHE)
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2 /EALIGN Plus ( Scientific and Educational Software » &4 7EBaa)l) - AHE
i A BT LU B EH RV E E 28 St e & EE
BB KLERATRR R ERE - A EEY - SERGEBR Y IAN - BLEGHE
TR4E TE R R B Y I BERE B BE 5 [E]— 1% (LA Ut 2l R da e e BB 5|
AR ~ BRI SA E R B Y B A A L & — B R P A I [E — %) 5TE40
T T00RLATEX/Y - Hop X E il Ay EE A 2 A ABBHYRZ AR UL T EFE
FotHIEUCACHY R BB AR - il H H Y E Bl BB S A8 - o] LIREAE »
ERERR VAR RIEA F AR5 BRY R TR > ABIBHIRZ L BE P51 [F] —M:
Yot 1~ F I BEAARTRE HLBL PP A [F]— 1% o A HAY » $5 BRI PP ICHD »
BRSNS A EHVIZBL Y IDEVEZBR - F 1] [E)—11:% (A AR Ry&a e B R
FPAICAT ~ Bt e iz PP IDE A B & — e Y IE—1%%) 5153
0N 2 1003k LA EW/Z - HApWig il il p LE R S - CEADRVRR UL ¥ FRPE
FtHEIICACHVIZ H BRIV EE > W HE T ZE DI H AR R - n] DIHEE - B
Be Y CHYRE A F B 75 DRV R FERY - CELIDEYIZER F 51| [F]— M %o F F e
DELCHIIZ B I —1E%

[0072] ZERIEY A& Era 0 TR E I R BN AW E R AT R A K
SERHVE © B4 - EREERIEA SR S e BB E AR AN A S E AT
FTHERERERIE - 5[5 - IRAKFRETEEYA & 1 A BT
B[ & AR B N A S B IR S R BN AR TR SRV E -

[0073) AZFHARVIE/ 531 (4D > ZLRLEREEIA/EURAKFRETR ) #YE
AR IR SRR BRIRIARS ~ Rl ~ MERIRIRGE - DARYIE 7+
BRI EGE R E RS T 5 [ ATR e aE D ER R - JaRANE T
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AR EAmIRE BV E TR A EEERE -

[0074] 1€ KRB R R R VTR & B H Y I e K B AR AT
FEB LR B Y e R M e A SR Y SRR R P AR R R R B B B B AT
HUEL R BRI —E RS B 2 ATy e R 1M R e AR AR = e B Al R AT &
I o

[0075] B RERERRIF SR M 2 R EFH R (140 - IRAKERETE)
Ry “8H &7 1 T B R AR R A RN Je R M S RO RREN R (BI40 > IRAKFEE
Bl DMERIERFR (A7)~ BRI T -

[0076] ol AT A S F 15 2k PRUG R B AT 5 R 1M o e B e B S

(BIan > IRAKEFEEIR) BT » 2/ bE e TAohkeE R EE o NI - 10T

T R EERIERRIEO RN RS SRR (B140 - IRAKERER) BT
FEAZ IR T S — e AR R R g TR Y R G 28 -

[0077) SOASCRTA > flasE B &G 2k 7 — ek R ZIMER
T e EA - RIE > “B. L EETE R E R T E R AT
W sl (1 T o — T B R IE R (R FRI s e R M s S SR AR ( B4
IRAKFHETR]) ) -

[0078) “srEfey o+ (B0 > EEECERE ) SAIREETE Rl T2
REEAE T H R AAERIRHYAH 73 T 15 DAZE RE Il o BERT/ B[R -

[0079) ASCE KV F—ENSBH R KM (W) # Kz ERSE
AREWEREH] o a0 - 52 5 SIX RIS AU ELFE X HITHIL ©

[0080] FRIESSIMET & AIAIASFT A esa iy BB 20 —(/—FE(a)” ~
“—fd/—fd (an) "HIFTAL (the) “HFEEEFETY) -
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[0081] FEHRAE - ASCATIHASEIHRYRER AN E FE () B E & Z(EReER
FOEHE BT ~ 1 2 (f RE A A0 E i (1 4H Bl R/ B A B i 25 ([ R A AN B e 151 4H

TBREITA

[0082] fr—EERERR - ASEIATRAL 1 AN mHX I IR 15 22 (M AR UAMARAY /7 7% -
FiTiic 72 Bl ) [m] AT (FAG £ T-IRAKERETR - i Hb) [ FratERSie T 2R 5
Bl o AF—LEREES > ASFIAREAL Y SRE AT ERIERRHY 7L - Bl s A B fSa)
[FI AT (G &% T IRAKER SR > 1l FLb) [RIBTAL (WS T E RG] - A —LEREA: -
ORI T RS (RS ERE AN 704 - BTl 7 A B Ea) [ml A E fe
TIRAKFHETA - 3l HLb) [ Al (E s T 2R e B » f5—hRet - AR
TR R E R R R R A - ATl A B R) [RIFTAUE RS I T
IRAKEHEIH > Il Hb) [EI AT Ae i RIS o fE—uRete » AR AL 1
PRI BB R B BRI 0 e SERY 574 » Aalt Jy A BlfEa) (B AT l(Efe 1 T
IRAKEHEIH > Il Hb) [EI AT Ae i RIS o fE—uRete » AR AL 1
FITS SR RN G R RIR I 2 VR 7% » Bty 75 EliSa) (R AT L fS 12 T IRAK
RS > Al Hb) FIFTELEAG I T RG] - A —SE AT - IRAKFEETEERE
RIIRAKZE HBHRHYENE « AE—SEHEAT - IRAKGHETHIFHEIRAK-4E S S
HYENE  fE—ELEHMT - BRISFEREREEREER (HI - HEEie)
BORREERNGRE (P14 BadbREERaFRINAEE OREL) - f£—
EEHAI - EREFERERHEERE (AAV) 38 - RS0 - 18/ EH
SCEEAESHE (HSV) &G -

[0083) fEAZEIHRI—LLEHER|T - ERISHR] (B4 > AAVEIRL - BRiR
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B ~ 18RRI - HSVRER SR E 7R ) AT LI T 255 HHYSHAS -
HETCHUEE/RT - AL —EHIEHT - aJARAZEAE R T A ER AR B
il o AL~ EHEHIT - ARG R IME T A ERVENISER - R IMETRE
I CVERETTABRISAFARA ~ FEREAN ~ B ~ BIARAY ~ RESIA ~ BILAIA ~ 34
T~ BN~ FFNEE o AE—EFHEGIT - aJLUEE R TR TANE
HYERVERER o £ —SLEHEPI - LIRSS (Fla - Wid - =% ) &7

RV R THUERERIGHER - A —EFHEAIT - HANENERIGHE
BT 2 —EEAL - AFHMEFEFIT - o] DURFA BRIV BRI T £ 25
—{EERAL -

[0084] REZSH HIRRTHMENERNGHER (FId - AAVEIRL - BRiE
B ~ 18RRI - HSVRERsiE BRI ) - B4 > E(RE Ry E
sE A ] LI TR S RS URES - RGEHY BARE R S s i — i
SEEIOKAE - AL T > BT e KR ] DUS RS B A2 4 1%
5% FT IS AH AR AL RVEEANAE - A — S E R BT 2/ D&20%H T FTHSE AH SR
RIEAIRE » A — S EHERI T 2 /0450% » AE—EEFHER T 2/ 0&80% - fi—LEH
it 2D E95% » AE— B 2/ DE99 %R T T S AH AR AV AT AHRR R B ER
EREHR AT LB A E R — e A B B TR ek ~ 808 ~ BA SE8F Y —X

>5F

«Lﬁﬁ%

El

>5F

B RIETAHRIET o A LAE A SR ey (Rl iR ey — TR B A - fE—
EEHHI - AR REFREIA LIRS Pl - AAVEESRITS IR SEieE -

[0085] B 7E #eA R R E s A SHREHY R A SR EAIRY
B0 - e EER B FIRRCY) (A SRkt e ) AT DA Bt
LN BRI s A IR -
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EE

[0086] fr—itbE i+ - RrAERNERERR (FI40 - AAVEEHL - if
RERINL ~ 1RIRERNL - HS VR ERAE B RN ) R SR T £ 20—
{EEAL o fE HANEHE G > 3 AR R AR T 22 B — 3 A S i — 2k (3]
W BE) o T —EET > BROEHERGERAYEIR- N EE LN ~ 2/
BF ~ 3/NHF ~ 4/NBF ~ 5/NBF ~ 6/)NBF ~ 9/NBF ~ 12/)NBF 247 )NBF -

[0087]) fE—LEEHIF - Al A B T A EN G SR AR

BEEGYILUAREE ZERB R GRIEE - A—SEH AT - wERR (F
40> eAAVEERT IR SR 2/ DA R LU T A E—{f 5 < 106 < 107 x 10" »
8x10%+9x10”+10x10"~11x10"”+15x10"+20 x 10"~ 25 x 10"~ 30 x 10"
250 * 10 {EERAEHE H/mL o f£— TR - mEiEhn (FIa - rAAVEFL)
AR 4 B LT A —(® 5 x 1026 x 10"~ 6 x 1077 x 10" ~ 7 x 10"
2810~ 8x10%%9 %10~ 9 x 107410 x 10"+ 10 x 10”411 x 10" ~ 11 x 10"
251510~ 15x 10420 x 10" ~ 20 x 1074325 x 10" ~ 25 < 10430 x 10" ~ 30
< 10450 < 10" ~ 550 x 104100 x 10 *{EE SRS H/mL  fE—LLEHEHIF -
SRR (B tAAVEER AR S B B DU A —(# -5 < 107210 < 10" ~
10 x 1074225 < 10"~ 8425 < 10450 x 10> {EELRIEE#E H/mL - {f— S Hif 4 -
WL (B > tAAVERRD) BIREEE 2 D4R PRI E—# : 52107+ 6
x10°+7x10"~8x10”~9x10”~ 10 x 10” ~ 11 x 10° ~ 15 x 10” ~ 20 x 10° ~ 25 x 10”
30 % 107 ~ 3¢50 x 10°(FERELEL fir/mL o {T—EEHERIF - HERIHL (B0 > rtAAV
TR ) AR TR LY B LU T I E—(@ : 5 < 1026 < 107~ 6 x 10747 x 10” ~ 7
107458 x 10° ~ 8 x 10°49 x 10” ~ 9 x 10’410 x 10” ~ 10 x 10°% 11 x 10 ~ 11 x 10’

215 %107~ 15 x10°%20 x 10° ~ 20 x 10°%25 x 10” ~ 25 x 10°%30 x 10° ~ 30 x 10°
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%50 < 10’550 x 10742100 x 10 {EH#EE fir/mL o £ —LEEHEEIH - sk (1
40 > rAAVEERL) BYRSEERELYB LT FRIT—E : 5 x 10°£10 x 10”7~ 10 x 10’
2215 x 107 ~ 15 x 1075825 x 10° ~ 525 x 10° %50 = 10°(Fi#HEE 7 /mL - ff—IbEF
FEFIH > R (B0 > tAAVERRL ) BVFREEE 2/ D& BT R E—(# - 5
x 10"+~ 6x10"+~7x10""-~8%x10"~9x10"~10x10"~ 11 x 10"~ 15x 10" ~ 20
< 10"+ 25 x 10"~ 30 x 10" ~ 40 x 10850 x 10"(F LB Ar/mL - FF—LEH
B - R (FIA0 - TAAVERRL ) YRS 2/ DA R LT FEVE—(E © 5 *
1026 x 10"~ 6 x 10927 x 10" ~ 7 x 10"°%£8 < 10" ~ 8 x 10"°%9 x 10" ~ 9 x 10"
210x 10"~ 1010211 x 10" ~ 11 x 10"°% 15 % 10" ~ 15 x 10"°%20 x 10" ~ 20
x 102225 % 10"+ 25 x 10"°%30 x 10" ~ 30 x 10"°%40 < 10" ~ 40 x 1050 < 10"
550 < 1022100 x 10" #RLZL S Ar/mL - £ — S B hE 4 - e Rk (440 > rAAV
FARL) ARSI S DLIBLLT RAYE—{E © 5 < 10210 x 10"+ 10 x 10'°F]15
x 10"~ 15 x 10225 x 10525 x 10'°%50 x 10" (@ E L E AT /mL -

[0088] fE—LLBE I » [r{ERSF: THIERIAEE] (FIx0 - AAVERRL -
RRIRERANL ~ 12IRE RN ~ HSVEIRIEUIE B ZoRMEN ) BVRIE 2/ D& BRI
FUE—( 1 10°E4J6 = 10 (EENEEFE H/kefSE - (L —SHHEHIT - H{HE
T RIER A RE I E LB LT PEE—(F 1 x 10°2£496 < 10 (FEK S
H/kghGE -

[0089] fE—ELBEHafIF » [r{ERSF: THIERIAEE] (Flx0 - AAVERRTL -
RIRERANL ~ 129N - HSVEIRIEUIE B ZoRMEN ) RIRE 2/ PRI T
FUE—( 1 x 10728491 = 10" FREFNEEEA - £ —EEHEHT - FEEE T
BB RHEEL B T AT © 1 x 1072491 < 10 FEREEH -
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[0090] G &ERBEEL (FIa0 - AAVERFL - BR s R - 18R SRt - HSV
R ECHEE ZoRRRRL ) B ASEIRAYAH &) o] DUR IR AT BB fRIR AK GRS~ S
Hy— TGS B RIH & (5 < IRFP i T Z Vs R o] DUE e 2 /0 (3
AP DY) By~ BUNSEECRETE o

[0091]) TEAZFHARY—LLEFfufI+ - BAESTRAKGRENE] (Fl40 - IRAK-4[Z
fEr) BVSHEYI I PAOR ~ BBEAN - IR AEER - SN - BIE - & 8 -
fiE B A AR ST T - AASCFT A - lrsB BB E /N BT ~ AR - AL
AN ~ BAERIN ~ JBBEA ~ BYE A ~ B~ BRI ~ St U RIBRA R S e Rl -
FE—EFHEEIF - RSO - BN EEFIRNTE T - AIREVHE &0
& LRSI EA] DU K M s MR AR o o] DURIE A B IAY S o 6 F &
o BB SRR BN B A A AR AL Y75 SR REA] o SRR A B2 v LUZ L I
FHIIG E AP o2 YRR BOA T R B9 B TR AR EOR R B R A
1,3-T ZEZHRAATR « TLABR FIRY A R 2 AL RIS B ELFEK ~ MBS
BRAIEIR - 591 BRI RS M R AR R E -

[0092] =] CABEHEIA A & LA EAD: 2 B—RITAVAHEY) (Fild0 - B850
&) BVIRAKFEETA] (FI40  IRAK-4FEEER] ) B EFIREERAR eI T H
FMEL - fE—LFHAIT - IBEESTRAKEETREVAE S F{ER R T1E
€J0.01 mg/kg 247100 mg/kgho B FEIHYRIEHYIRAKFFETH o £ — L EhafI
AR AKERH 2 DL T RV — BB E /K O RERE F/ME T © £90.01 mg/ke
2549100 mg/kg ~ £90.01 mg/kgZE475 mg/kg ~ £90.01 mg/kgZE 49500 mg/kg ~ £0.01
mg/kgE&J25 mg/kg ~ £90.01 mg/kg 4710 mg/kg ~ £€0.01 mg/kg £ 45 mg/kg ~ 49

0.01 mg/kgZ%91.0 mg/kg~21.0 mg/kg £ %7100 mg/kg~%91.0 mg/kgE 275 mg/kg
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#91.0 mg/kg ZE 4950 mg/kg ~ £91.0 mg/kg 425 me/kg  £91.0 me/kg B 4910 mg/kg ~
491.0 mg/kg B 495 mg/kg ~ 4910 mg/kgZE 49100 me/kg ~ 4910 mg/kg E4J75 me/ke ~
£J10 mg/kg £ 4y50 mg/kg ~ 4710 mg/kg 2 425 mg/kg ~ €925 mg/kg £ 47100 mg/kg
4925 mg/kg E475 me/ke « 4925 mg/kgZE 4750 mg/kg ~ 4950 mg/kg 49100 mg/kg ~
£950 mg/kg 22475 mg/kg ~ B&Y75 mg/kg 24100 me/ke(EHARAEE o fE—LLE ]
F IR AKFREIFI AR LI LA T YR —(EAY A 8 /K2 O iREHE 4 ME T 1 0.01
mg/kg ~ 1.0 mg/kg ~ 5 mg/kg ~ 25 mg/kg ~ 50 mg/kg ~ 75 mg/kg ~ 100 my/kgfl e
200 mg/kgfEEE ~ 300 mg/kgHSE ~ 400 me/kgHSHE ~ E(500 me/ke(EASASE -
[0093] IRAKFHEIE (Ha0 - IRAK-4FFERER]) BYAT DR TRV RESH
RIEFE AN RINESEE o] RS20V LA~ LA - B - REE - REAERIORERE] -
SroEMA L&D - BRI ol &7 A E IRV AR - SE a1k
SRR ~ MOABIRIFLLE > 5500 - 2N - IO - ZFRORE - K
HHES ~ SRHEEREE ~ N BF ~ 13- T 2~ CHEHERRE - Ol CReBEAR S -
FEAH ~ FoRE ~ BREFE - B - EWROE - A ROR) Tl - TOEREE
LB~ MIRKILZAEERERT BE S R EOR &) - BriEMARRERISL - Bk
eYrEn e ErE]  SENUEER] - FCEFIEGR] - HURE]  SREIRI 5T &R o
[0094] =] DASE A & 78 0y o> BB SR T8 B A0 Bh Ja B AR 182 B s i Y
IRAKEHEE] (FI40 - IRAK-AFERRR ) BY PR SSEUM] B0 ol 7K e
MR - SR AR B 0] DUSAE I ARG 5 A P o] B2 i M R R A
FHYE A ESIEIR  JREEEGEE] » PI(E FBAE1,3-T _EE VAR o A LIER
FREY TR Z AV RIRTA R SHE K - AR - U.S PAIF2 EAEEEIR - 5550
AR R YR S R R R B RS E - N EEEY - s DIBRATE
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(LRATEYFEE SRV - BfS G R H RS ECH s - IE5h - (EFRIAEAGEE (40
HEE ) LT -

[0095] IRAKFAEIE (Hla0 - IRAK-4FEERR]) By el AR S a] PAGIA0
HELLUN ARACRE - SHEEEEIEGEE - B AR REERHEHEYIP R
AR > BTl B [ AG AH ) B DU (o F R a AR B oo B Je B 7K B At i o
AESRYE T

[0096] AR CIRiE TIRAKEHEIE] (HI40 - IRAK-4FEEER]) HYERG AR
EFEREEE ~ R~ VR - SRR - LR ERE R T RS (b e
/D —HEREE | a] PR A B TR B B R (AR sh e R 2 85 ) A/
TYIERE o) HAKIEGEER - Ry - FUNE - BN - mEhE - H A
WBz 5 b) Al > BIADRR HEARAE R ~ PRI - TR - B ORMIRER ~
PRALPRIL(ERE © o) PROBE] - WHH - d) FREER - W3EAE - RARES - BieEEON
EEd ~ R - R BREAREL N ¢ o) AR - 04l D) e
Bl - anvuske b aY) ¢ g) B - Planfm i EE A0 BEAE AR AL HOMES 0 h) AR
S s EAIRE L - DUR) R > g - BERERESS - fEfERLs: © Bl
% ~ AEEEmBREN e HOR G - AERB%E ~ R BROAUEIRYIE S T B g a] DLE
AR -

[0097] FR{CRAIEYERGAH &)t o] (F Ry e B A s (55 FH 5 40 FLRE 2y
LR ST 'R L BEERPEREONEE E e R T - /A~ SO0
B~ NKIRIFR R Y E RS AY o] U ELRATS M (AR B EARFISE Yl Sl<H
SR AR EAML R ) B - B UEERESH R - i HE T LLEA
THEEY) - (ERTMERR ARy > BB ER R —T
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o REEDUEEAY T ERER o ] DAGE IRV A & nI B SRS YYE R
B - ARECRA R EIRSAH &Pt aT (E R I Se B A B (5 A A0 LB B LUK = o0 1
B L EEARIE R EEE AR i -

[0098] IRAKFHEIE (HIa0 - IRAK-4FEEER]) Ea] L2 BH — s il
0. EFTE RV IRV B R - R B~ RO ~ B3 - BRI R Y
AR ] DU BRI M (ARE7EEAK ~ FERREAR DL 28 A B S A R
finEuAR ) B o ALEERERREIR O - JEME bay A LU 2/ b — @t AR (20
EOME ~ FUEEGER ) R o IBERAEEE (ERIEEEER) RIEURER

(BUmBE R BRI ) AIHCALER 5 B (GEAIBERERE SEAT I S aliafE R ) ZHMYEL
g - (28 - R BERALERIERL T - RS E S & EE o T DUESE
AR > A g UEA W THVsEEY) - R EMMERR—fEE S S
MRy BUB ARG BRI —ER oo - (BB RY T U - ] LAE RV EL
HEH =PRI BT B R SV E AN -

[0099]) fE—SELEHFIT - I TIRAKHETE] (FIa0 - IRAK-AFEAER]) -
ARG T ARG (HId0 - AAVERRL ~ BRRERRL - 18R - HS VL
SHEEZORENL) - AL —EEEHIT - T ERRNIGERIRTE LT FAE
FI{E RS T IRAKFEEIR] © VINEF ~ 2/NKF ~ 3/NRF ~ 4/NF ~ S/NRF ~ 6/)NRF ~ 12/
RF ~ 18/NF ~ 24/NBF ~ 36/NEF ~ 48/NEF ~ 3K ~ 4K~ 5K~ 6K~ —EHEE I —
B - AL —EEHEHIT - R TERIGERIRT DR QLUT Py E R E R E R T
IRAKFHEIR] * 1/NEF ~ 2/7NKF ~ 3/NBF ~ 4/NRF ~ S/NEF ~ 6/1NRF ~ 127N~ 18/]NEf »
24/NEF ~ 36/NRF ~ 48/ ~ 3K~ 4R~ SR~ 6REG—E o fE—EBE RS - A

CORBRIRRER (B4 » 49—/ NN ) & PIRAKSHRTBIRIET 0 « 17— 8

B34 H o 3120 HEHSAD)

112113694 FEHESE A0202 1123207010-0



202400250

Fafle - T ERIGHREIR > T IRAKFREH - fE—SLEHT - /TERE
FERIR I LA T P HE— B R (E RS T IRAKFEEE] © 1/INKF ~ 27N ~ 37N ~ 4
JINEE S S/NEE S 6/NBF ~ 127)N8F ~ 18/)NHF ~ 24/N\BF ~ 36/)NHF ~ 48/NBF 2 3K~ 4K
5K~ 6K —FNREIN—F o AE—EERHT > & TERIERER DHELIT
T HIE— R [ (E RS T IRAKEFETR © 1/NEF ~ 2/NF ~ 3/NF ~ 4/NBF ~ S/NEF
6/N\BF ~ 12/N\BF ~ 18/NBF ~ 24/N\BF ~ 36/\BF ~ 48/N\BF ~ 3K~ 4K ~ 5K~ 6 KB —
=

[0100) fE—LL5hafIF - ReERDERE (20 - AAVRRFL ~ BRI EERaks
Yo AR ~ HS VR sl B 2o KAt ) BRIR AKEH A (5150 > IRAK-4[ZEAEH] )
i LUBRME & N B RN R BRIV RIFEURTE « £ —SEHAIT - &

[0101] F—Eb&hEf) S - AR (Fla0 - AAVERKL ~ B Rk
Yo AR ~ HS VR sl B 2o KAt ) BRIR AKEH A (5150 > IRAK-4[ZEAEH] )
SEE{E HLUGERCNSHYIFAE - CNSHYZEMR SR iE L& e ~ = 2R - 86
MHEAA - BIME KR (BRI ZG EAEREE) ~ Fz0880R - KEEKH
S EVCBD ~ B A AR AT Ml CBGD ~ 3R R BCFTD ~ Tt B
O EPSP ~ 2 2R ZUFEBMSA ~ FEEERTARSRSITIRR (LSD) o m] DUB AL
R A S IRAKEE G E G e HY A2 DR R REHY HAT I E IR S E B B gl 1%
IEHEE ~ BEUIREIRIESE ~ FERE (EISRIGRIEBUEREE) ~ M Rt
PRIRAISSRIRAE (BfERER - ERFEAIEEAE ) - i HBSTHAE IR iE BLAE A IR
RiEEEZEN R (BfERGEE (Canavan’s disease) ) e

[0102] fE—SEHaHIF - RIS (BIa > AAVEIRL ~ B 00
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Te TR - HS VI BCHE B AR ) BIIR AKFR S ( f140 » IRAK-4 [ )
G E I DLUEERAIBRS RN « WA A E CA - AEErERESE
FHVEEMEAHRIE - SR ER S IERETIREATRAN o IR AR hEERY
REZH it ~ WEEE O F/ECRE B A PR BB HRIA S [ - EEUARE RS R RV ARk
HYRERMERE R o o] DUE A IRE AR 2 B0 AR i G R ARSI TE
SRANFRRR AP ELHE PR 2 2 B3 2 - GM IS BT EF RS ATRRIE = FHA( Hunter
disease) ~ LB - HEEMEITRIER - PHEMTTEER - BAMKEEEE
BRI KRB IR/ - ARES- 50K ~ CRE 27w ~ RERR

(Pompe disease) ~ FEEERIH (Sandhoff disease ) ~ ARIEEFEF[ - BAYEE
FEMRR ~ CARIBEIERR R ~ DAYEEIFERR R ~ HITERENR ~ BAdds (Sly disease ) -
Z=-e e A (Tay-Sachs disease ) FHIUKFE 295 ( Wolman disease ) ©

[0103]) {E—SEhafI+ - REERUEHRI (a0 - AAVEERL - RSt -

Te BRI - HS VI BCHE B AR ) BIIR AKFR S ( fI40 » IRAK-4[ERER )
e LUARIIAIRA ~ MAIRB ~ e tHBRME BN « ERR MR AR
% FR - lEE A B - XEEHE MR (X-Linked Myotubular Myopathy ) ~
RElEAZESE ~ B /e R (Leber’s congenital amaurosis )~ fHEAREEAFIE

(choroideremia ) ~ A& & E M AR - B iLidfiz HERNE (OTC) #A=IE
TR e 14~ ZRINERFPRIE (PKU) ~ B ERRISEEZE AN B - iR -
HlEE-F BB E&n -

[0104] FE—EbRefs - AR A T RN RSN R A 2 H R E

Y RS A AR EE R S (E FEVAE &) Hrp Frilid &Y & ZRDaRE| (H0 -
AAVETHT ~ BRREEThL ~ 18R TN - HSVERRsls B 2o kdkr ) » I
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ATl sH SV AC B IR AKFR TR (0 > IRAK-AFEEER]) (HE{EMH © f£—
EERERE - ASEIHIRAE 7 R RUE AN R ER IR S 22 7 R R (R A HY TR HY 22
rh (5 eV H =) > Hop i 59 B S IRAKEEETE] (20 > IRAK-4FEEER])
A H I A atcdH SV BC SR B ERE RS R (140 - AAVERRL ~ BmER0RL -
MRS - HSVERT EARE ORI ) sHEEA -

[0105] fr—EERats - AR 7 AN BUE R aR R R A AR
(ERSHVEERI P ARV &) - ol e E e 2RI ER (H140 > AAVEA
L~ BRI SRR ~ 1WA ~ HSVETRI SR EZORENL ) » I0 H L ATalisl
B A PR AK SRS (5140 > IRAK-AFERER ) 40 {HFH o A —EbREgs
AEIATE AL T A ERGE R B GHRTR B AR RO AR ([ A H Y 22 o (E RV E &)
H AT &Y S TRAKERETR] (HI30 - IRAK-AREAR]) - I B A AT &
VBB R R ERER RS (B0 > AAVERHL ~ B 500 ~ 18R SR ~ HSV
R B E 7R ) (I EEM -

[0106] fr—EERgfs - ASEIHTEAL 7 ARSI R SRR A AR
(RS AR RO AR R S MR SR TP (E RV E &Y - Hoppritdl &YIa & 2R
AR (B - AAVERRL ~ BRREER0RL ~ 199R 280K - HSVRIRI AR E 7R
fir) o G HE AT S AR A B ERIRAKER TR (40 > IRAK-AFERER)
HEEER - AL —LERRE - ASEIHIRHE 7 A BlE i R E (F RS A R ARY
IR BRI SR E VA EY) - ol eV S IRAKEEER (Fla
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6,596,535 ; 7,125,717 ; 7,465,583 ; 7,785,888 ; 7,790,154 ; 7.846.729 ; 8,093,054 ;

o

18,361,457 ; FIWang Z., S A, (2003) Gene Ther 10:2105-211158 » & (5338
SIFHIHER AR - & H B O A EREEHAAVIERL RS B HER 7 41
HIFRAI (0 - SR G AR HEEA D EAREaE ) HURTE L EE#EDNA © ff—
S F G+ - S A 2 RS R 0 S — B Y I MRS 2 X BE 8y A R
AV BRI - B — B FR 5 ] DAL g P v & HoRED 0 B R A
RIEPHHE N TR AL -

[0139]) fE—LLFhafld - 55— RIFZEE YIS _RIFZEE M2
ZEAYITR (flan - AITR) HPE - fF—ELFFEHI F - ITRE & ZZEFHEFY

5’-CACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGGCC
5552 B - 3t 120 H(EHRAD)
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GGGCGACCAAAGGTCGCCCACGCCCGGGCTTTGCCCGGGCG - 3° (SEQ ID
NO: 1) - ZEBHITRE & & H ARG FIHYDIERTERE - R - E R AAVE:
RIBGHS - repfE H RN &L 2SS AVITRER DI E R AL RES - i AL - DAS" £ 3'IH
i E A T ERREERR R IR ERRT  AAVITR - G FEHREEF7
N — RS ETE TS - ZREATAAVITR - B — RS R R E 2
AL EATERE =AAV ITR -

[0140] AR EIAYAAV IE BB (b 2 SE4H A AY FE A B0 4E 505 i #E4H
4% (B0 - fREARAR ) NEYRE SRR - AAVETHL o] LA S E A R E0R
EMUERAVREE SRR EZEL - P14 - AAVEIR AT L& R EHEEIAAVILE
TR — BB EI TR, - BB AAVERRL ] DLE A 5 E BLAAV BRI KRR [FRY
AAV BRI —({EE 2 (HEITR

[0141] fE—ELFHHIF » AAVIGGRESZEE - PR E &5 B AR
EH - fE—SEH DT - BRI RE &2 E - fE— S H T -
ZEB IR E H IR TP EAAVARIVEE ] - fE— S F AT - AAVREHI B &
AAV2ECAAV SR RE e R s (2 R0 - Zhong L.ZE A, (2008) Proc Natl Acad
Sci US A105(22):7827-7832 ) » 4NY4448( Y7300 HY2E%: (FRIBAAV24RSR) - £
SYMYETGEEF - AAVET &K E (LR A-FRIAAVIUERIFYR R ES (Gao
55N, J. Virol. 2004, 78(12):6381) -

[0142]) fEASHEF CEIFFZ AN EE AN ERBENAAVETTL - &
FEHE - IREARER A E RN SR B A E RS - Z AT EERIRE-AAV
Mo e~ BB W B-AAVEE & B8 (Conway, JEZE A, (1997) J. Virology

71(11):8780-8789 ) MR INIFHE-AAVEESHE (Urabe, M.ZE A, (2002) Human Gene
5553 H > 120 H(EHRAE)

112113694 FEHESE A0202 1123207010-0
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Therapy 13(16):1935-1943 : Kotin, R. (2011) Hum Mol Genet. 20(R1): R2-R6) -
REAEAAVFIFIBVAAVAE ERBEYHEIFEE © 1) a@ElE L4 © 2) S0
REEDIEE 5 3) AAV repflcapERFAREY) © 4) flHEE/D—{EAAV ITRFFHIHY
B% (AUAFEMZEE ) DUKS) XFFEAAAVI GRS EMNE A
GG A B RIAEYIE LA - £ —EE A

YT T AAE A RAAERR - dHeLa ~ AS49 ~ 2938 (Perc. 64AE - fE—LLE i
Bidr > SRV B S Re i B AR A s Ze B g it i (AR RS )
fgRE (HSV) -~ BiNmEadR it TEVEEEERRE - £ —28
B - AAV reptlcapEREY) ] LK B ERIAAVIIUE R 8% (BN 0ZHY
AAV repZ R EYIBIrAAVERFGHVITR A EIMUE R » S rep BRI EY ] LL%%
PRI B AT AAV ARG HYPE BT A] « ASEIE P ERIRY & mEay i E A ] IR
FEAAAVRRRL - fE—EFH AT - AAVIZE TE AR REHS VIRHE - f£—5b
Bl - AAVIGZEI TR IR ERA - I 075 4 R aadipt (Fa
S g Rk (Spodoptera frugiperda) (S9) HfE) -

[0143] ARELAAVEINH—E AR =EHEL A - @imE L 7L
i Erep AR AN R A R HY B AS R B Am s E e ((PIOF HEEES % )
SRR (Fian - HEK-2934HR6 ) o » 3l 8] AEE IR BEth & (bR 25 - IRIIE - A&
—EEEH T o BB REARISAAVERESHYIXIE - 4RSAAV replcapH %L DL K 4R
HEAAVERBTR S DI REAVAZ BE = SR AL 175 E AR AR E A AAVERRL - Hoo i
=175 - AR AV LS B R S AR AAV REF TS 4R -

[0144]) FE—LFhwf+ - AAVRIF o] LUR B A itk T2 ESE (257

MartinZs A, (2013) Human Gene Therapy Methods 24:253-269 ; EFEF[FZTHIA

554 H o 3120 HEFHSAD)

N

At
s
F W
=T
=
_E_.
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FEFEUS2004/0224411 ; FlLiu, X L. ZE A (1999) Gene Ther. 6:293-299 ) - fHIM= 2 °
AL EATepER ~ RN A & BE) T BRIV R ERe AN R E S
feE L AIAEtr (BI40 > Hela ~ 293 ~ AS495Perc 640K ) © HILIEREEAHAT
tr o DUBERERICAAVEAERTRTEIERR (lead clone) - ZA1& FTLURFHAESE 2 4
A eds - I H AR (G140 BRREEekHS V) B - LIBEIAAVAE -
P& a] DAE R Es - nILUERRSEIE (Bl - e ) F/eilR - dr 3 AT
LISHEAAVETRL - (NI - AE—EFHES T - B E S wISTAAVEINAGHIIZEL -
GRIBAAV repHlcaptViZ LA dRHEAAVEREIR 25 D) e HZ EE T By —FE e AEAY 42
FEANAEIRE £ AAVERHL -

[0145] fE—ELETHEHIT > GRIEAAV repllcap LA HI/EAAVIH AN AEHY
T2 BETE E R e R EE IR IR T © A — S EHEBIT - KRB AAV repAlcap£LA
/BT AAVEERBGHIIZ G AL — TR S A B BS. 15 | AGIAEbR DLEE A A EEAIAERE -
S EHEHIT - KFAAV rep ~ AAV capMTAAVELRRG AR [EE AS B 5 AMIRE -
FEHAE HE BT EAAV rep AAV capMIrAAVERBS A [F B RS 5 | ALHRE -
HE—EEHAIT > FERSTE EE e SO PR AR 2 R E A (B0 > S
10 ~ 20 ~ 30 ~ 40 ~ 50EGEEAASORAMALEL) THERTER - B4 > Fral—fEs%
FHE RS 1] DA E B B B Al — T B AR A A o] DA S EIHAE A A
fe - BEEE CEERAEMARE (B AFRAE) B EREE iR
] (2B8040 » Krysan, PJZE A (1989) Mol. Cell Biol. 9:1026-1033 ) - {f—I8
FEFIF > Fral—fEE TR S 5G BT LLE A ST E R B e R AT A T B B
MARRCY) (B0 > SUERDUERRRCY)) - BH AR AL SR S AR R
PIVEFETT A PRISRAE R ~ G418 ~ HIEERB ~ MAREER - BSR4 -

B 55 H » 3 120 HEFHSAD)
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PSR EE 5 | ASHRE R HY A AR H I R EAIRY - A H AR m AR A EE
& - [GEErEL (P ERGET2 &Y WDEAE-%) s 55+ 5 E 10
lipofectamine ) ~ BEEL5HEY - BAGUTST - Fr % - EFFANZRTAREEL: (FF
A SRR - S RPI40 > Kim, TK flEberwine, J.H. (2010) Anal. Bioanal. Chem.
397:3173-3178 ) -

[0146] fE—LEhmfl+ - A EMIMREEERAF MR (Fla0 - Ik
N EEE Y4B > 40 VeroB{FRhL-24HBIME ) o fE—LLEpl & - 4HpaE
TR B NFRAHRE IR - A — S F ) - A E AR H HeLa ~ 293 ~ AS49E(PERC.6®

(Crucell ) 4 - 140 - FERFERIEAAV replcap: RIFN/ EirAAV AR RS HVIZ LS |
AR/ BREE 4/ R o BIARATAR - DUZE 4= 4E EEARAEAR 7 > 4Rk &HeLa~ 293 ~
AS5498(PERC.6® ( Crucell ) HHMIIREVHCTED) -

[0147] fE—LEhafIF » AEMERERE R AR « A
FEXRIRY - s (CEMEMREE AR A AR (WREEIER) aVER MR
PRPAER o (BHRERE I R P A & ] LB FE GO (8 R Gk D5 A0 $E
AR A DAR IR &S8R (FEEERAR]) - ERA2W EEY)EmevEEas -
ERRBFEESCAER I REEET AR - L HAESRERSEEEEYF (N
PR T2 MAYHIE - ) BY4HHE -

[0148] ASFEHHVAAVEIAL 0] DLUR 83 e 4 B B Y89 18 £ 4R E0E
(eE EEEY R UE RS EAMIEAAVAE EEEY) FUE » (RE4-Z ML
ARSHE T EAIY S [REAAVERR (e S B AR i S B A PRI R (G T | » W=
[ B FI[5176,566,11 8 Hh B 2 [T HNAR A HY - SLARAHAEHY & )7 AL A T2 2
RIEY - A HEFERI0Z 202 R/ RTEIR - R - oA E2Emn 0k

556 H - £ 120 HEEWHRAE)
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202400250

WEIN/EEN) R

[0149]) {ESSMYEREHIF - SHEAAVEIRL o WOASCRTH > flosE 4l {baY”
BFEAAVERIHYZ0 N8R - Hish= /b — i o] DHFHE R AAVEIRL R A F R
SR T R R S B Y HA A 7y - PRIEE > B0 - S BEEYAAVETTRL AT DU A4
{ERTERERARRRESY) (A EREY A EEE FER) SRMmEA - 5
Ll taE 5aUIEZRIFEN - PINEIRES R T FEHYDNARS UM (DRP)
CENREFE H (go) RYEEH] ~ BAREREAM: - B vl DURIRTR &Y P FALRY
FTBETEYE (QV5RY) > BEEERESRYEUERENTSAY) > B
B ~ RS E) AHE -

[0150] fE—S&HEHF - BFAAVAEESBEWEY) LI L E L4 s -
SEHEAIT - AR — RIFE R SS BIE AR A AR EY) > B

R FE i R 23 B FE M 20DOHC Millipore Millistak+ HC Pod4k #8825 ~ ATHC

E_

IF"

Millipore Millistak+ HC Pod4k i 522 #10.2 um Filter Opticap XL10 Millipore
Express SHC Hydrophilic Membrane’#8 55 o J&& o] DU ASE, F ARV %
T H MR R A A B 2R - A0 (0 B M AN SEIE P L RIAY0.2 pom B EE AL AR AY A
PP At 2R AR B R o

[0151] {E—SEEHERIF - FiBenzonase™#—5 iR FAAV A FERE B FEY)
DUMACEA B Y P T = 5y T EDNA o {f—E &+ > Benzonase®
AR ARSI ERIAVARZE (R T 1T - BT B R B FE fl0 1-2. 5 B A /m 1KY
Benzonase VAR » {E & LRI E 2 37°CHYRE T R305 #8240/ NI Y
I EIES: ©

[0152] BIDAER LA —{E = AR LA BR o B et (EAAVRRRL T

557 H - 4120 HEEHHRHAE)

112113694 FEHESE A0202 1123207010-0
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O3 BT REEE T 2GR TE - A RAEAAVEIRIE IR NS (TFF) © iEiEh
ROJERTHEAAV | EBHERVENEDS © BT A (E HETRIEAAV © il
B RSTHEEEMT (SEC) BEATRENR AR » U8 DU BB IS EETSGRSET - 15

BT ST EGR A E TR AAV - iEE2 P BT LIS - ISt oA

S LA ENARAEA - AL —EFHEFI - Fral 7R LLA T T ate B B R

BB o S{EAAVREIRIHY 77 RRR BIA0 LT SRR © XiaoZE A, (1998) Journal of

Virology 72:2224-2232 ; SEEEHF[5%6,989,264F18,137,948 ; FIWO 2010/148143 -

AR
[0153) f—SEFHEHI - AZZIAFR AL 1 {5 H IR AK S SR ER R 22 FHL

FIRBCERIERARY TR - AN ERBEARREERR SR 2B A EER

7 (rAd) ZAREGHIBREIEN - Fri AR EERNEE S E RTINS

A7 TP (B B2 L TR Z A — (=R TR PP CRI > FERRIR S AR AR ER ) -

AT - RIS RESaR RN o AE—E AT - tAdENREHE

D (S AFEI A B R & —(FE S HE LN RIS H - EEERREER

B - BT A (49950A) fmElRE —FEAS TR N BG4I B DNA

ENRS - Bmss B RAENG - ali2 30 kb B A1 (fla0 - BRETAL/

B3 ) o (EFEMFiE KRR RERN—EER - 285 By

HAIE AN - HAGE A B L EIEEERNET (HRcEBREAER

FEST) o AE—EEHEAIT - BREEaE T LU EA DRI REIRYE —K

ROAEERE o AL —SEEAIT - BRSNS A LUZE2A ~ E2BRIV/EE4T A EN

HhoeEE el R S8 R S - (£ —SE AT > BREEe i LUE R =

BN ERBIERY (gutted) BRREEEGE - HEAATHIREMmIBEN - A IRHITR

B 58 H 0 3 120 HEFHRAD)
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FRAEERSE - BRI RE R TERA A - CE&WHF T RiIIREE
M R (E R Re i AL B AT RE = RS DL B R B AERS © BN PR - &
FLI40 > Danthinne, X Fllmperiale, M.J. (2000) Gene Ther. 7:1707-1414 F; Tatsis, N.
FIErtl, H.C. (2004) Mol. Ther. 10:616-29

[0154]) FE—Fhw@l+ - BRERN S E AR EEARTrAdER
S o EREATRY R 3 0B A AR R A ARV E 2 N - AE— S F i -
BRI B BRI 2 fdE A R AdHu2 ~ AdHu 3 ~ AdHud ~ AdHus5 -
AdHu7 ~ AdHull ~ AdHu24 + AdHu26 ~ AdHu34 ~ AdHu35 + AdHu36 ~ AdHu37 -
AdHu41 + AdHu48 ~ AdHu49 ~ AdHu50 + AdC6 ~ AdC7 ~ AdC69 ~ 2FAd 3% + KAd
280~ FREAdIIBEAd 34 - BURERINIEE KR ED - —EEHf+ BN
FRn B FE TR S MR AR AR < JEERAE & ] DU Ry B B SR BT -
FE—E g+ A REIEFERN A MO ER R E L R B IR E S
—MERREIUE R « fE—EFHEIH - SMORERFREDORE (BEREmNARR)
IERGIR A - RN ERAA IR R AV E RS AN 7 T AH S aYBIF mT DA BA
T2 SrEkd (Tatsis, N5 A (2004) Mol. Ther: 10(4):616-629F1Ahi, Y. % A (2011)
Curr. Gene Ther. 11(4):307-320 ) - H]{5 F-R [FIHYRRIR B M0F 2B LR 2 #UAHREHY
PR B I RF E AR AR (IR AR SR ) NAVRT E iR - ihs ERRRE M
VA B (R A AH AR B A B R T A PR A (A0 HuAd3 ) ~ BRAORT ( F40HuAd37 ) ~
SEIEHL ~ U HEARR - 2R - LI E AR - BERAHAEEE ((FIIHuAdLL) FOfE
SEdiife (IS IEB Al #Z 23 ~ HuAd30 BiHuAd3 5 2{ERYHuAdS ) - BRI
—2E0H > 2 FEADL, Y5 A (2011) Curr Gene Ther 11(4):307-320 > Kay, M55 A

(2001) Nat. Med. 7(1):33-4014 F: Tatsis, N.Z¢ A_(2004) Mol. Ther: 10(4):616-629 -

559 H » 3 120 HEFHRSAD)
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[0155] ASHEAC AR EERRERIIAY L « B0 SN BT
AR TR EAS - TR TSRS B R RS RO B i 2 B DR S 2 B SE 4R PR
(Bisn - 2934t ) H o AE—LEFHHIT - iR EERB T EarHas
SRS ISR A EE AE (7B » B R R (RS PR RS L S 7 2R S A IEAY B A4 Ak o (31
40 S Cre/loxP 4 ) » (515 B BYIHH BEASA AR S B INHE (2
H > fl40Alba, R.ZE A (2005) Gene Ther: 1238F11:518-27) - 0] DI{# FIFEAE J5EU0%
FERNA LAY SRS - A FTIaT IR -

1giZ

[0156] E—iLEFhaflH » ASEIRHRME 1 TR AK S B 187 35 550
AR BB ERBEAN L - IRNERBFEEANISRESR A Y S A EH SR
HA RIS R R - Pt sE 40 1895 55 BN 8 B & 1E W I8 & K EEE 5
(LTR) Z Fi—{@Es S E R (B JHSRBACRNZEETY) - fi—1k
Hhafld - RIFEFVIGESERIEEAN - 19REEE A R0 kbARBHI AR
IR FARR TR RRE - v T A LS
TRERUL  f0 - R ERR CRF R8RE AR AR A S SE TR
AVEER 3 BALAR IR S ) s E AR ARark T - P G ARk RHE Y
1R EARE LTS HERNE « Y+ - 18R ER o DE6D
BB EAE— R - A —SFEF - BRER ] DEHR /D Freag/pol I
tat/revl& DAY MYFTA B RAYEE ERE - L — L F ]+ - 8RBk 1] LSS
=& - KA &N Hrev ~ gaghlpol &K H BA ML) 2 AtatERAVE N T i

i3
{THEE-SLTR (£ HDull, TS A (1998) J. Virol. 72:8463-71) o« BENE—F

sSRNAZHEsHIR 19 IR B R GE

—

£i8H » 22’ Durand, S.fICimarelli, A. (2011) Viruses 3:132-59

560 H - 3£ 120 HEFHAD)
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[0157]) fERIEAEREEREE i AR E N - £ — L8
P - 1R EERR IR B8RS - EET-AIRI ARG SR E-1 (HIV-1)
NBRGRERERE-2 (HIV-2) ~ @R EekiaRE (SIV) ~ S Etkians
(FIV) ~ BEMEmFE (BEIAV) ~ FREekliams (BIV) ~ BRI
J7 (Jembrana disease ) iz (JDV) ~ &Epglismes (VV) MIWLFRIGEIR
Rii#E (CAEV) - [@REREEESRRED - £ —SLFHHAIT - BREH
R ERE — S MR ERRED - IR & AR RERR - f£—
EE G T - AP RS R BRI MR B R E B IR E /MRS - (£ —5&
Fhefd - AR AR R EY SN R B R AR E B S /KR O IR E R E B
(VSV-GP) - VSV-GPHII R ZAEH G MR - HEEISRERRIRM &
T2 AHERIEE © BESL > BERVSV-GP RN SRR It 1 E S iREN: - £ HA
FhaplH - SR ERRESRE (EREMARR) SEEhrEs - RS
SRR © MRS SIS R 5 (LCMV) ~ ZBH#Ta%3E (RRV)
fa=sdrns - EEANEHRMFEE (SFV) ~ ZAEILE R RS - EHTHIK
e ~ ECTUNRADR S © BERERE - IS - SHIARE (ALV)
deEATR R Y st (JSRV) -~ BOEERAMRRE (MLV) ~ REREEM
EE( GALV )~ 3R ML 235 3 RD114 )~ AT-REME 4R EE1(HTLV-1) »
NIMAKRIRSE - SFEEHSRE (MVV) ~ SARS-CoV ~ &% ~ W5E
ElRE (RSV) -~ 3B ARDREGASE ~ WA e (HCV) -~ fREURE - 2
s (FPV) BETEsRER Bz Z g (ACMNPV) - FIRENME K
REURL BB AS PO R & B 4 &Y B 1] LR B0 Cronin, 1.5 A(2005). Curr. Gene
Ther. 5(4):387-398 - u] {5 FI A [ BB ZL P25 B A ML 18 L a2 B ARG Y i s [

61 H - 4 120 HEWHHRHE)

WilE
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=

EE
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FrE FEAHAR (PIAREELS) NAVR EAITE - Gla - R EREIERER
R [ B AR SR EFE TR R (B4 VSV-G ~ LCMV ~ RRVE(SeV FZ& [ A
{B) ~ ffi (BIANEEGHIL - BEEEREE - SeV FAIHNEWISRVEEEAIL) ~ BEE4T
A (PIHANZELCMVEEREME) - FREMHEE L% (FI02EVSV-G ~ LCMV ~ JE R
HEGEMAIEAREIE) - MR (PN VSV-GEEMEREE) - B
AR (PSR s ORI E A BREUE) ~ B A4 (FI4&RD114
GALVE A RANE) Szl (FIa48GALVEILCMVE S EAUE) - B #
—35ERBH > 22 FCronin, J5 A (2005). Curr: Gene Ther. 5(4):387-398 0 KzKay, M.
5 K (2001) Nat. Med. 7(1):33-40 -

[0158) ASHEACAIRFZEASRERA L - fla - HNE=AR1g
HEERE - 2 gagMpol B RHY B #YE4H 1897 35 B R RS AV # AS 1T Bl Srev AL R
Ak B 1L [E R T A AR (A - 29340REME) & - BAVEAE ISR EAREE
BE SN AL Tathy B N THES AR SLTR( 2 R Dull, T2 A (1998)J.
Virol. 72:8463-71) » W] LA FIASCATHAY J57% (140 > Segura MM, 2 A, (2013)

Expert Opin Biol Ther. 13(7):987-1011 ) Uyt H 4L 18w HEHES -

WEm

HSV
[0159] [0158] fE—EEEHERF > AR 1 (#E HIRAKFHEIHIHHSV

RO R BEE Y B ARY 774 © R AN ARVHS VEEG B E 2 A =
HSVERASHVHS VI » Pl EE4HHS VAR G &M {E RinE®RF5] (TR)
Z TR 2SRRI (B > JEHSVASRRVIZER Y1) © fe—EE i -
B FP 3 4w G R A - HSVIE B K& 152 kb A RIAGHY BLAH BESEDNAJR 5
AR HRG—FRVERNZEIEN TR - H s DUEER IR - HS VT

62 H » 3 120 HEFHSHAD)
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BT FAAE - BEST - BB AR A EE T R VBRI - A Y e T
A WS ZEREER - (HE T A P TR B FI T S a2 4t HY
BRVEE A o« AL — LB HGI+ » HSVERRL o] DU R Bsh e R st 248 (il -
Fie S0y 7 18 {5 — R 2 AR AL (RIS VR I T LI BUEER ) - BRFSIE—2PERAA -
£ F Manservigi, R. % A (2010) Open Virol. J. 4:123-56 «

[0160) fF—ELEhifI+ - HSVEIfI B & 2 A EERELAHHS VAR -
{EFRAETHS VEBS ER A Ry (- A S IRV E 2 N - AL —EeF i+ - HSVEES
JREHSVILER > BFEmM-ARPHSV-1A1HSV-2 - HSVEINIEESRKREH © &
—ELEGhaEIT - HSVERH fE — e I MR B RGREN - IR E R
ERAIHSVREHL « fE—EF eI+ - AERAHS VIR A MORBERRER HE
SRR H 55— EHS VAR o AF—SLE i EI+ - {r A HS VA
HI MR B R R E H R /KR E O SR EiEE e (VSV-GP) o VSV-GPELEEHY
MAESZASH G E M - RREIHS VR AL 1B Z A&k =14 - BES1 - REAVSV-GP
RyRIHS VIR T EHSRE M - HMEAIF - KR ERRER B 2K
H-REHSVIIUER - Fi40 » HSV-18AS v LA & — e AEHS V24K H - H]
{5 - [EIHYHS VITUF 2B (b7 #E AR AR s s (a7 2 #U4R &% (R Eead
&) NHVFFEdiER o R R E IS = HV4H S B AT B RS A PR S
HfE A AR EHAS T (BIAOHSV-1) -« BRAHE—PEREE > 2 R Manservigi, R.
= \_(2010) Open Virol J 4:123-156 > Kay, M.Z A_(2001) Nat. Med. 7(1):33-40 > 1L
F:Meignier, B. % A (1987) J. Infect. Dis. 155(5):921-930 o

[0161] ASENE AT REEHSVERRIAY 0k o 0] DUEFERE 5 AU
FI4E{EHSVEES » SEXIASCHTAtEYINLL « fan » B EEIGRE A HS VEES - 7]

563 H » 3£ 120 HEFHSHAD)
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202400250

etk DR A BRI R (IE) EHNAYHAYHSVA RIS L FHR M R E R A
(FEZOICP4 ~ ICP27A0ICPO ) Wy Ttk (£ RBI40 > Samaniego, L.A.55
A (1998)J. Virol. 72:3307-20 ) - 0] LA{SE R Pt Zicey 7 AW I 4B (EHS VRS (131
400 » Goins, WFZE A, (2014) Herpes Simplex Virus Methods in Molecular Biology
1144:63-79) -«

FEIR A G

[0162] FE—LbFhmflrh - AR T R IRAKEEETRIEL R A
RS AR ERE AN A © PR BERIRE RS EMEDNABR - HREEE
LR 1K 2 SR S HVAKBE - (950 » BT 1L RS m] LABAREE ( Fanf5 i 2erb efeE )
HEERS - EFGHEET - FRE SRR 2O s A X B A R YA EHE & < Pl

12 B% ] DABR I R S A SO U R Aol 3R 25 7 AR B IR & » AE— SR EHafIT - Bz
it BRI AEAN
[0163] FIREREEANAEE 7R F B & BB AR B R P Ay L

AN ARG B R E 1E VRIS B NG - (L —EF Tl - ZIRPSIGES e
AN - AL —EEHEH - FEEERRBIC R LG TR E R/ BRESY)
(lipoplex ) FORFAMIBAEERG T « fE—SLEHHIT - FHRERNISFRRIZEET
He'E B/ B oV o R BRI EC B oL L 2 B M B B A B (R)-NN,N- = H &
23- MR S A 1-WE R bsr (DOTMA) AkiAE1,2- g Es-sn-HJH-3-5%
B LBEH (DOPE) - AE—Eg g o » DOTMA/DOPEREE AGAH 7T #HB (LAY
A s AR [ {1 G TR Y SR

[0164] f—LEHEHIT - Rl S sAE ANV IXRR B & — i s
M AEE (B > R)-NNN-ZH -2 3- Tl g A A E-1-N B AL #%
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(DOTMA ) AtgRE1,2- —EEEs-sn-EH-3-1ilk £ FEE (DOPE) ) HYBE%EH &
Vg o AE—EEEAT > BElaYue 20— o £ EEHAT
BEloyEas/ b —ESHETIEE - BT IRE A DU R YRS ISR
THY - (ARG EE TR T (B0 - BlE 20— (@K AR e M o 8y o 1)
EAFHERNNIGEETEE - £ —SERET - R 2D E5EE T
EERNE B SERHEER - A£—SEHE T - BEEdayias 2/b—
BIRE'E - HiBIAEE AT LUE P AR E Ee AR - SiBhAEE AT LUS R AR (40
BEARECR AR EHVERY) ) B 2 e IR E BN 7T > BLRAEE )2 A
Pz - fE—(EERpIF - (GEEFiEE R/ EEF e E 2P et E - BhE)

FERYBIT-EIEEAPRINL2- 292+ /\WRIGEE)-sn- FH JH-3- BE £ B2 ( DOPE )
SCHIADIPIE T4 ~ BEREIR (Chol ) BHAR{BIYI ST A VIR /21 ,2- A -sn-
THH-3-BERzIEE (DOPC) SCBEDYIENT4Y) -

[0165]) fr—EEhEHI - £/ b —FE5HETIeE i 2/ b — B iR E Hy 5=
HEEA10:083:7 > B39 :123:7~4:1£1:2~4:1£2:3~7:3%1:1 52
12101 (BEEL 0 1 - A —EEFHaRT - AL R - G AE B S H &
[T AR B YA H E R LG T AR E PRYIEE RIS T -

[0166] fE—t&EhEfF - BEE S L EEERENRRELT - Y
ALUEZ BN - BEIUSIHIESY) - U UERER -

BT

[0167]) f—SEFHEEIF - AZFUATE AL 1 F IR AKEE SR B AL R A
AR RN BRI AN £ (E 5 TRV R AR 7k - AE—EEap - ERE
R L& AL (E RS Y P RE BEAR R A A R B e R M B AR N RS AS E A
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[0168] A= E v ERNIGHEEIAI S| A—HE B iR a1 2 ik
F/EGZ B ZEE PP | AE R AR R R (SHEHREERIERE]) TRIRZE -
H A B NS 0] DU FE B AR M S AR/ BUZ BRI ER A AT T4 - B+ -
ANFASCARIITR ~ RS sE oo » b7 5T~ BEEMEEECY - Wa T
poly AR ~ FI/EIEELEEES -

[0169]) fr—LEhHEHIT - e IR NGRS G IE LK - JaR 2 kAT
LAB s (A AR sl A P88 T A B CARRRHY 7K AR LR 2 IR A/ 2l & 1 o
AU > BN 25K AT LUTR BRI RO M AR s A P Re TR R S T HY 2 AR/ B
ENE - BN > FBY B BCE MR 5 [ERI Y R IR R R RERY B
MK A] LIS (AR S B TR E S 1T - BE & T DR BEEZ PR P RVE U
g EGENE o JAFRIE 2 IR AT LUE B BIA0(E R 1E:2< i (dominant-negative) Ik
EEIEAMAREEZIL (B0 BF3E - BRI e R B e ISP
Al g R R 2K ) BUEM:

[0170] ASEIRRVSKEGEINAG i LAt (E RAfENE R E - s AR
A~ CREFESTREA BT A S AR AS I B SR B 2K o TR T2 A7k
ASHVAHRE I EY 2K - ZAKRT LA BlARY (BRI RESEREEA) - flan - wE
M2 iRk = BS AR HACAHAE 7l - BN AR 4R H5 IS IR S A BE PP 5 R
T B A ERIHY

[0171]) fE—SEHEHIT - ASFHAY RS NSRS R e B (ERRHYRIR
BURTERY AR o FASEHREY AL IR SRR S5t R AR iE B (A PR 7Y 5 AL U
W (HD) ~ (TR EVEROE (PSP) ~ ZAREREESE (MSA) ~ EAEidH

BEEANR (MLD) - JIZ=GEAZREE (ALS) ~ SRR E=PEE M (AMD)
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FERMEAEEAR (CMD) ~ FNEKAE (PKU) ~ AIIEE AR (MD) ~ AIAT
k= ~ Rt EHEEME R/ NEREE(LIE (FSGS) ~ BERFIEARIE - MATRA ~ MmAHB
KA (GBA) ~ HEAH (PD) ~ FIEEHEIA -

[0172] fE—S&FHHF - JBREZINETEEES (HTT) - tau -~ Eip
BRATREE N ~o- 2= BI% E B - R7 EhilehsiE( ARSA ) - & (B (LEg1(SODL )
RWNREEL S bR (PAH) ~ ALZEGWES ~ o I-FIREBN (AIAT) ~ Pt
BegiEEY ~ NT-VIL (FVID) ~ RFIX (FIX) -~ BEVER-AgiiHe - (et
FMEERAT (GDNF) -~ BRMAERAT (BDNF) - Bz Chg (TH) -
GTPHR/KfENS (GTPCH) FV/E(MEEBZAR#4lE (AADC) Blo-RjHEErE -

[0173] fE—ELFhadIF - RIFEERS SR - G130 e Y
pn B — {8 2 W AP AR B R M L - HE— S E AT - JaR M 7T LI
FEMMAPEFADNA ~ siRNA -~ shRNA ~ RNAi * miRNA ~ [Z#RNA ~ #ZFE(DNAKZ
g o DRIIE > e EL AT LUISRAS A0 TRNA - S {Eaieryiz i if ek - Ho] DU
A TE PSR AEARBR Y 22 5 BB B B BB RS B st A RIRIE - B
a0 - ASEIHEVIZEE °] LAdR S 1 i = R R MR EOR D ARt R A/ BUR R EE
B HYmRNAK G R EHYRNA © S5 5 ERNAR 51 AL FERNAIL ~ /NI ERNA

(siRNA) ~ fif/NRNA (miRNA) FI/EGZRg (ANEERANSE%RE ) - Hnl DU
= R R MO HBREOR D 4R R F H/E0E B & 1 B HImRNASKSRIRIE ©

[0174) fE—LEHFIT - JGFEMEZIRECER X FH e RCNSIHIE -
AR o BRI BRI IR BB AR AT DU B F B A B s =1y

HNERESENRN FERECHPR D RE I 15 SR AR BRI 2 AR R B0 S -
BT 7R 2 KA R AN BOE M LU re ELRAE AR R ERE (140 - HFBRE AR
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EHBREMERYANAYZEE ) - a] DUEB AR SR ME 2 IR0 a R R
FREA SRR AE AV IR AIMEST T (o] DLt m B R R M AR IR A&
TEPERIESR T ) Bra TP B AR - FHEA L3 ~Beclinl ~Askl ~PARI ~HIF o »

o

PUMAR]/5Fukuda, A M. fIBadaut, J. (2013) Genes (Basel) 4:435-456 P i
RN ~ FREE (ESAHTT) ~ @ (A7 > SCNIA » NMDAR ~ ADKH/
Boison, D. (2010) Epilepsia 51:1659-1668 0 k£ ~ M4 (o-
ZefiizE e ) ~ BE TR (W B ZG@ERREE(LAE S SODI) ~ [[22/8%0% (tau »
B ERIREEE ) ~ EARETEMECBD (tau ) ~ fE AR AL ETE 1 5(CBGD
(tau) ~ FAFAEEEREETD (tau) ~ EFTMEAZ EMERHEPSP (tau) ~ Z 44
ZHEEMSA (o-ZEBZED ) ~ IR (G140 - B 2y Ze B AT SR R
WEEER ) MUAREREITIER (LSD) « ASFIARYIRE o] LLERE A R RETE EE
(s » KB —(E LI RE I~ K B2 A — (B ZEAN/BCEE(E R ) BYTIPLE -
H] DL A SRR BRI 2 IR B0 B R ML I B R A S IR B e 0y ELAth IR PR 1
MG EFE I GMERSHEE - BETHRE R AERE ~ /5 (R iE (B FE B GHRIERUEERE ) -
FHEE M PR MR R (EiERSR - BREMAIERE) - BEThAE i B
MARREEEZE R (EERHER (Canavan’s disease ) ) FI N SGHIZIHY
HATANGRE AT A
[0175]) fE—EFhadIF - JEEMELINEOERMZEE T AR I As TR
7 o AEASHE R E R - ORIEREIT IR ST AV E E MR - HR
BHETANERE T REATRARA MR & S0 20 - RS o /s E
S ET AR OIBE GRS L - BEUATERE EEIVARROARIAYRIEMERE R o TTLUEE A
FIHHV AR B AR I I S R A S BARY A TE RS AT R R B PR 1 M B+
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(AT DA EE R B (R B PR M B R R (A B AR AR FR 5T T ) LR B3 A &
TP (B2 1 B- I e I8  GBA )~ GMIAHEE R E AR ATAREC B~ FLAE -1 GLBI ) »
FRHR U PERERE-2-b BEFENE - 1DS ) ~ Se L (A (- FLRE S BRENg > GALC)
HEREIEEE (HBEEEN > Wo-D-HEVEHES » MAN2BL) -~ PHEWE
APFRE (B-H ERMEH e - MANBA) ~ REAMIMBAEEEF R (BO7 AN

BEA > ARSA ) ~ REREE HTARAE I/ IR (N- Ll g iERE -1 - i el > GNPTAB)

uaqﬂf

ARIEZ-7 5097 (Niemann-Pick A disease ) (EEME#HBERRRE > ASM) ~ CHIJES
-K5UR (JE2-K5wCEH » NPCL) -~ BERIR (Beho-14-mREHNE - GA4)
ZIEEKRIH (Sandhoff disease ) (FFELCHEHMEPLIE: » HEXB) ~ ARIEEIERIR;
% (Sanfilippo A disease) (N-heEZ Ay A KRR - MPS34) ~ BAIEEIER]
KR (N-o- LR IEEEE - NAGLU) FEFDRR (2R ZERilEA o-
P E AR EHIEN- Z BRI EEE » MPS3C) ~ DAIEEIEFIRR (N-ZBifif bz-6-57
BeBElE - GNS) ~ HTEER (o-N-ZERR AT FUNEHDE - NAGA) ~ BTAdR (B-
IR RS > GUSB) ~ Z-lE el (BACHEEIRon A - HEXA) NI
SR (ARSI ERRRINE - LIPA) o

[0176] {E—LL&hif+ - JaB M2 IERISAF VI AFIX - JIEER -
FEEEHETES (SMN) -~ A =R R KA (RPE6S) - NADH-Zf
FLEFREEA - AREEETMEER (CHM) -~ B FRRAERES - BT
A E R ~ B-BRER ~ v-ERED - AR - B LIRS EEE N RE
H (ALD) - #HiflZ%WES - B0HlEEED - JIVEGFEECH IR EHE

[0177) fE—LEhHIh - RIFEE TR R 2 RE T - PRI
TREEATREEAEE S (CMV) BRI FHIEE) 7 RSVLTR ~MoMLV LTR -
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Wil EUMBZENE-1 (PGK) BT~ I8 3240 (SVA0) BB T-FICKOR®) T »
HiRBRREEES @ T (TTR) ~ TKEE 7 - VERENERIRE) T (TRE) -
HBVE(E T ~ hAATEE) T - LSPRIE T~ ~ IR G AT Ry R 1ERE) T (LSP) ~ E2F
BUEIT - Uitz (hTERT) BiE) T - B4R s T/ 4B-Hl 8 E A/ Rp- TR E
HEE) T (CAGE@) T+ NiwaZE A, Gene, 1991, 108(2):193-9 ) NIAEHIAT-1-08]
81 (EFl-a) By (KimZ A, Gene, 1990,91(2):217-23F1GuoZE A, Gene Ther.,
1996, 3(9):802-10) - fe—ELEHEHIT - BET-E & A AAB- A MR Bt TS )
TEGERE R ZEB-AlEIES (CBA) @Ay ELIiUREE5R T - BleT A DUEH
PRA ~ SHER S H AR B ) 1 o AL — S EHER T AN 7 S mEHECBA
BT A] R (R R AN B SO R R N A B Y A SRS - B IERK
B A I A] B A0 55 B A TR B 2R 20140335054

[0178] &HRCABET-HYBITELIEA TR 2 ek S5 AR s (RSV)
LTREE) T ((EEEMEARSVIE R T) ~ BEdiiURE (CMV) BEh+ (R
HACMVIgET) [2BA040 » BoshartZ A, Cell, 41:521-530 (1985)] ~ SV40E{&#)
T R EREBEFERBEE T - B-AEESRE T - sEH RN (PGK) @)
THIEFlag( &)+ [Invitrogen] -

[0179]) SAERIRE) T TR AR - I H A LUREINFIR A b G
Yy~ BRI T (AURE) BGFER e AR (flan - SMEET) -~ dHRERYRE
TBARRE ~ BAE G AR AT HET - S E AR TR B R4 i e 2 Td
BRI - BETT AR Invitrogen ~ ClontechA{1Ariad - ELAEHEAL |72 H
247 > 0 H AT DA AR i A B B S HU B - mINREE SRR 55 HiHY
o7 BRI E TR ELE S B AR E B E B (MTORE) T #ZE KR (Dex )

570 H » 3£ 120 HEEHHRAD

112113694 FEHESE A0202 1123207010-0



202400250

A ER NE AR MMTVORE) - T7E &EE) T 245 ( WO 98/10088 ) ;
5 K7 S B SR BIEI T-(NoZE A, Proc. Natl. Acad. Sci. USA, 93:3346-3351 (1996) ) ~
PUEE ZEFEHIR 2455 GossenSE A, Proc. Natl. Acad. Sci. USA, 89:5547-5551 (1992) )~
PUEB MR 245 (GossenSE A, Science, 268:1766-1769 (1995) » 3@ HHarvey
= A, Curr. Opin. Chem. Biol.,2:512-518 (1998) ) ~ RU486352HI 2.4 (Wang% A,
Nat. Biotech., 15:239-243 (1997)F1Wang A, Gene Ther., 4:432-441 (1997)) DAK
BB ZEFEEM 24 (MagariS A, J. Clin. Invest., 100:2865-2872 (1997)) - {£iz
fEE 5 AV EA AR AR S A B B e E AR BN (0 - R
&~ M)~ dHREHYRRE S (LARRR AT (E R SRR SR B RV TIPS

[0180) FES5—{EEHEHIF » ARF{sE A A AR AV R AR @) 2 5 L -
B A RN R BB R ZARIANS - B DU R AABE)+ - B W /AE T EL
St st LR S S ME T FUES E R Fr E R R R B A (R Y R BRES » ]
(ERRIABEF - {ESIMIERHIR -t e] AR HAL R AR S - 20
Wsa oLl - 2R E B LA BEEK ozak L PR HIMREE R AR -

[0181]) FE—LLEFhafl+ - SHEIFFYIM AR R R AR EIREE ST « 75—
EFN T o dRERRF RIS Y45 S DLAR SRR 2 M SR i s n v A SR 22 1M
HEER R o ANSHIE R AR I ARAR SRR = MR E e 1 (0D - BEh—+ ~ 1 5a 15 ) o

[0182]) fE—LLEwfl+ - EFREaNaT - fld - fE—EFHf+ - N
e REHB-NEEOMRB-REQRaNE T - £ —LEfl+ - Na+
=/ NEfvIMEE (MVM) NEF -

[0183]) FE—iLFhplh - MAEEEZREREL (polyA) FFAll « ZRRHE

B AL FIRYRT 2 O FAEAEE R T AR - £ RME (BGH) Poly(A)FF3I
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(2 R0 - E#k5REFS592533) ~ SVAOXSARHEL (LAY ~ AIHSV TK pAZRRE
Bz LFF31 -
HIERERIGFRINIRAKHEIRI SR BER A
[0184] fr—EERRER - ASEIATRAL 1 AN HHZ B IR 25 22 (M AR AMARAY 7 7%
Pl )7 75 L) i 2k B (RSHY So R M e P AR AL R A (B4 - AAVETHL »
RO RN ~ 199N - HSVERIERAE B 7oKL ) —ilE5EE > b) Pk
e R M e SRRy — TR B S AR AR R AV RN - H BT AICEL (R G R — e B
BIRAMASE R Y EIR B E W E R G BRI B A e R RERIERS - o) £
b)) EEE HRIPTAL(E RS R T IRAKERETE (fIa] - IRAK-4FEER]) - 16 Hd) &
FEAZERD) 28 T L R FT AL RS 1 T AT R R R - AL —EEEHER T > SRk
A EZEAIE - EAZAIAE - BRI siE 2T (NK) 4 - fE—58
FEBIR > Bl R — 2 EAE LU N B ¢ (L (RAG ol p S R M e e A
g LR M e IR LR R —ilE i 5 o S E AT - Al )y A%
— S EFERLUT OB © fE(ERE T o BE R AR > I B A sedif E A i B P
A EEAZ IR LA T A 2K B Pt BEAZ AMAEAYASS 28 AR - LR RH e s2 AR B AR R B 6
Bl—iEs s
[0185] frE—ubfefs - AR 7 ANEFEAFTEZNEARHY 7% - il
i Bl TRa) i A E A E RS Y SR M R R AR LR IR SRR (140 > AAVERTHE
RO RN ~ 199N - HSVERIERAE B 7oKL ) —ilE5EE > b) Pk
e R M e SRRy — TR B S AR AR R AV RN - H BT AICEL (R G R — e B
BIRAMASE R Y EIR B E W E R G BRI B A e R RERIERS - o) £

Bab) 22 72 AP AL (E AS % TIRAKEEETR (#1120 > IRAK-4[EAER]) - 16 Hd) [
F72 5 2 120 HEHRHE)
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FEAERD) 2 LRI FT AL RS 1 T ATl AR R R - AL —EEEHE BT > SRk
A EZEAIE - EAZAIAE - BRI siE 2T (NK) 4 - fE—58
FEBIR > Bl R — 2 EAE LU N B ¢ (L (RAG ol p S R M e e A
g LR M e IR LR R —ilE i 5 o S E AT - Al )y A%
— S EFERLUT OB © fE(ERE T o BE R AR > I B A sedif E A i B P
A EERZ IR LA T A 2 5 Pt B A% SRR AV RS 22 IR - LR e AR B AL R B
Bl—iEts A -

[0186] fr—iERafs - ASFIHIRML 7 ANBHERARIGREE (FI41 > AAV
FORL ~ B 2 RN ~ 12 B2 F0HL ~ HS VRRI IR E 2RI ) FOIRAKFEETA ({1
70 - IRAK-AREAER]) JeRRIERSHY 7L » BTl A ElfGa) A 2K B AT AG HY 5t
RN AR B R AR RUE R —E RS & > b) o iTefse ARy — = 2 AR
WERHYRI > H BT R R e R —iE i 5 R AR TRV E E
EREFRIFIRAKRETELSHRAVERS > o) A2 BRb) 2 e AV ATl RS A
ENIGFERIAMIRAKRETRER « A£—SEHAT - frll A —F aiEI T2
B+ d) R ERD) 2R L RY(FRSIE T IRAKEFFETHR - i He) RI{E2PERD) HEEE
HH(ERE I T RG] - AL —SEHEHIT - SR Ml E o2 diiE -~ B
240 - Evdiigsc 8 Ai T (NK) 4t - fe—SEafo > fral A8 —F
BFELUT P ER © (eEAe T o BERT UL R ML R AlIAE - 2R e R M e e A e
NGB —EEE - AL —SHEHEHIT - Pl 7R — P B a2 R © 1L
A TP B EAZ AR o 0 H A SRR R B A I B A B A AR AT AR A E AT
AR IZ AR ZE 4Rl - 2 &RHei Ze AL BB VG IR — eI & -

[0187]) f—LEEHEHIT - fE2k B AT (FAGHY Y1 E M B (A AT o oo e

573 H 0 3120 HEEHRBAD

112113694 FEHESE A0202 1123207010-0



202400250

RYERZAAE o FE— LTS - e KM RS e Ze i - £ —SE
g fetZediNIR S (H1A0 » o3 {EE ) EASHYEZAME - fE—SEE AT - fE2K
E AT ACEBG A 5 1 E (i1 BE {8 i AR o o B BEAZ ARG - AE — e EhEf T - B A
ECD4+EAZ AN - £ —LFHd T - KBz e Ze il E A B4 2
0K BT £ L8R LALTAE 2 H AT At B AZ AR A 22 iR » AE— S EHE I -
o AL AR e e I B A 543 4567 >89~ 10 ~ 11 ~ 12E0E
12K SR B E—{E PACT A 2K B B AHRER s 240/ - AE— S Ehafil - fEBLEFRc)
Y RTALEL R G R — i1 B 2 et s R S smtl - AF — S EHa i+ » fE8
ERNERR IS B Z Al R AT ie ZE SR s E L Im e -

[0188] fE—SLE MBI - KHEIZEMHALILT1 x 107241 * 10°5&T1 < 10°
HIMOIBLFR AR ARR—IEE 5 - £ —SEhAIT - Bezedifgl/ DRyl
107~ 5107~ 1% 10% ~ 5% 10* ~ 1 x 10°5¢5 x 10°HP A {E—{EAYMOIEELEL [R5 e
—HEE

[0189]) fE—LLEJaflF - Rt ZeBTEURE K&&J1 ng/mL £ &1 mg/mLHY
IR EAR AR - A —SEHHT - RezedifBiLl N RERY IR
FRERVERE—HIZE ¢ 21 ng/mLE4J10 ng/mL ~ 2910 ng/mL £ 49100 ng/mL ~
£9100 ng/mL £ 291 ng/mL~%J1 pg/mL £ 4710 ug/mL~%7J10 ug/mL £ 4100 ug/mL -
59100 pg/mLE%J1 mg/mL o

[0190) fE—LLFhaflF - Ritat e AR LA SR E—EIE 5412/ N 2
&J36/NIF RG24/ NI o AE— SR A - R AR B A G RE— R 5 46
/NI ERLEAR /NG ~ 46/ NIFERLEN36/ N ~ 46/ NIF AN 24/ NSy ~ 26/ NHRFELAY 18]

B ~ 296/ NIFERZN 12/ N0 ~ 2512/ NBF 48/ NiF ~ £912/NIFEAZN 36/ NBF ~ 251278
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I BRLAT24/NBF ~ &Y12/NERELEY 1 8/INF ~ 18/ NEFERLTA8/INEF ~ 4718/ NI HL&36
/INFF ~ EY18/ NI ERLE24/ NI ~ §Y24/NIREREA8/ NI ~ 924/ NI EREY36/ N ~ B
EI36/NIFERLNJA8/ NI 7 i o

[0191]) fr—seFhafirh - Bk B 2 (A EASAYRS & o AR 4HRR LR R A
TR R B RE B R M e S M AR R Y — T B S A AR R R B AV
SR BT ER R BRI RE E e 1€ T AT (B30 - 1efZE4HRE - SRR - EVRAEAT -
NKAHREEE ) HRVAADSE R - B — s iR BRI EZ (L (B
0 > FIRWHIEOR D) fem AR RV - £ —EFHpIT - BRI
e S AR RREYSBATM 2 Bltol B <2 #8 (TLR ) J&FE ({Jl40 > TLR2 ~ TLR3 ~ TLR4
BCTLRORIE ) AHRH - AE—E M f T - SRS EEFAZ R~ 2345
6~ 7~ 8~ 91 OTEAHATIME FAVE—FRVRIRE (L - (E—LEHEHI+ - Z(E(E
AEEEZI1 2345678 9sI0fE(EEE FAVE—F - £ —LFHEH
1o RIFILE B LA AR E S T A 4Y25% ~ 50% ~ 75%E90%H ([ AS H 4
M S AR SRS R R R KRR (DL -

[0192] f—SbEEfIH - 4HERTME R EFEIL6 - TNFo ~ IL-1B ~ MCPI
FOMIP- 1ot {y—FHEG 2 AR HYFRER I N - AL —Ee F i (1] - SRR R EAEILG
TNFa ~IL-1B ~ MCP1AIMIP-1 o7 Y Wi e 5 B 2 AR ZR IR I« AL —LE B e Bl
AR REEHEILG ~ TNFa ~ IL-1B ~ MCPTAIMIP-1o 77y = fE SR X AEATRIR
WhD - AE—SL BRI - 4HREME R EFEILG - TNFa ~ IL-1B ~ MCPIAIMIP-1a
Ay PURE B BE S ARAY IR G 0 - AL — S B B o » AR ER R B B AEILG  TNFa »
IL-18 ~ MCPIFIMIP-10fYLIRIG NN o AE—LLEHEHI - AT R R EFEILG -
TNFoAIIL-1BEYZZER I -
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[0193) FE—SLEHEHIH - ok M AR R BIZE4iAE - I A AR M s
BUELEILG ~ TNFa ~ IL-1B ~ MCP1RIMIP-1ai Y —FEE S RBET IR - {51k
B - ST S R TR R 22 4R > 1 F AR 2 A B FEIL6 ~ TNF o~ IL-1B
MCP1HIMIP- 1oy R B 2 AR © 45— LSBT HERIF - SR 4
A S22 4R - Il H AHRRH RS B BIFEIL6 ~ TNFa ~ IL-1B ~ MCPIHIMIP- 1y
=R BRI AE— L E R GRS B FEILG » TNFa TL-15
MCP1HIMIP- 107y PURE Y S AERYRIAIENN © 45— LB HERIF - SR 4
AL S22 4R - I H TR R R BAEILG ~ TNFa ~ IL-1B ~ MCPIHIMIP- 1of{J2%
BN o AE—SEEHEGIT > AHRTH R BIELAEILG - TNFofIIL-1BAYZRERIE N -

[0194) FE—ELEHEHIF - BLEmAvE I P AAIRDRE R - 4T
ERBP AR R A RIRA AN - A IR BT Sk B R B R A —
B (R FAEERIERBRIEL T ) BEN R i iis R s
DR A 8 B R G s | — R B 2 A T3 (B S R e s 4 A (A
FRP YRR A RER B > Horh BT AER M R R B AETL6 ~ TNFo TL-1
MCP1FIMIP-1ai ) —TEEL SAEAIRIAIE N ) - FE—LLEHEHIH - AHRTHE R
BIHEILG6 ~ TNFou ~ IL-1B ~ MCPIFIMIP-1om B RITEELF S HBATFRIAMNN - F£—L
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[0257) 55, FRIBEFHEHIST-S3eb (E—IEFTALEY 5%  Eop F A 445
HELFEILG ~ TNFa ~ IL-1BEYFRIRIE IO -

[0258] S6. FRIBEFHTHIST-SSe (E—IEFTALAY )% Hhop H £ A B
L TR B P AT AL R 2B

(02591 57. HRIEEFHEBISORTAL % » Hep Tl AT EIRRA S 5
FITAL LR B — LA A 5K 46 P A 5 B A S R 3
S L T S B o 4 A R e — B T 2 I SR R e
okl e St G o ESINES TR

[0260] S8. FRIBEFHEHIST-STe (E—IEFTALAY /i3 - HoP FLIRAK AT
IR EIRAKZE 1SS0 -

(02611 59. 548 B Jio GISSFT AL i J7 2% » Ko o T ALIRAKER (5 06 2
IRAK-1 5 £ ~ IRAK-22E £ - IRAK-37E £ a0 IRAK 4 7 £ 458 -

[0262] 60. FRIBEFHEHIT-SO (E—IEFLAY /i3 - HoP FIRAK A
AR AK AT 5 SEATSE L -

[0263] [61. FRIBEFHERIST-C0 (E—IEFLAY /i3 - HoP FIRAK A
AR AK AR - IRAK Il FIRAK S B 151 -

[0264] 62. FRIBEFHEHIT-61 e (E—IEFALAY /i3 - HoP FIRAK AT
AN -

[0265] 63. FRIBEFHEHIST-62e (E—IEFALAY /i3 - HoP FIRAK A
e E AL S

593 H » 3 120 HEFHSAD)
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Ve CaiasOR g aOnm

N/ (RZB)m (R1 )n (RZ)m [I]

BCHBE%E F TRz > 2o e
UEEEEIL(ESE - -CH,- ~ -C(0)- ~ -C(S)-HI—(EET5Y - Ak H

RYE4,  KZ ~ -CN ~ -OR + -SR + -S(O)R + -S(O),R ~ -N(R), * -Si(R);5( (T

<

HEALHVRHICL AR
FER*EITHEE ~R™ - & - -CN -~ -NO, » -OR ~ -SR ~ -NR,; ~ -S(O),R -
-S(0),NR; ~ -S(O)R ~ -C(O)R ~ -C(O)OR -~ -C(O)NR, ~ -C(O)N(R)OR - -OC(O)R ~

“OC(O)NR; ~ -N(R)C(O)OR  -N(R)C(O)R ~ -N(R)C(O)NR,5;-N(R)S(O)2R :

IRAYEEEEH DU THYEIRE IR -

94 H » 3 120 HEFHSHAD)
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BRBYEEH LT AIR - &0 2EEFFHI6EITE - SRTEE 760
TREREL « B 2(AE T S E - SERaIFER TS 2T B3y R R A s
BA -3 S R~ RERHYRER TS BT A

R™EEHE, ~ (I - -OR ~ -N(R),5-SR ;

FER"EBITHEE - R™ - & - -CN -~ -NO, » -OR ~ -SR ~ -NR,; ~ -S(O),R ~
-S(O),NR; ~ -S(O)R ~ -C(O)R ~ -C(O)OR ~ -C(O)NR; ~ -C(O)N(R)OR ~ -OC(O)R -
-OC(O)NR; * -N(R)C(O)OR ~ N(R)C(O)R -~ -N(R)C(O)NR; ~ E-N(R)S(O):R ;

R™ZE, ~ CufaRifzEs-CN ;

FAR BT R H DU T AR IR AR - Coefisiis - 155 BA1-2
{EETT I B4R - SAINRAVFRER THY4-7 SEEFAEET - EEAFREER - F1EA -4
BIEE R - SRR TII5-6 BRI AR

BRASE4-10 2 60 SR B EE R R IR B R A 0-2{FIB T BE 5 & ~ |AINRAYFE
RFIVRER

RCOEFANEA-SEEITHEES R - SAMAVFETY5-10 5 HIREEE
BRREOT IR © LAIL PRy E— (R S S s C ,  (E E SRS SR A RIS
BRI e - JEC AR Iy - 34(8] 5 HH EL BE ST sttt F AT e e AT &AL 2 -O-

_C(0)- ~ -C(S)- ~ -C(R)2- + -CH(R)- ~ -C(F)y- ~ -N(R)- ~ -S- ~ -S(0),-B;-CR=CR- ;
5597 H » 120 H(EHREE)
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FER"BIHEE R~ KZE - -CN - -NO, ~ -OR - -SR ~ -NR, ~ -S(O),R -
-S(0),NR; ~ -S(O)R ~ -S(O)(NR)R ~ -P(O)(OR), * -P(O)(NR,), * -CFR; ~ -CF,(R) -
-CF; ~ -CR,(OR) ~ -CRy(NR;) ~ -C(O)R ~ -C(O)OR - -C(O)NR, ;

BHERETHE TR DL N OVE B ATE S - CLAEfilE ~ 25 - A
B 2{EBIEE R - SFURAVHER FH4-7 8 8aFIEE R e - fEA
1-MEBITHEEE F -~ SRRAVEER FRYS-6 BRI IR - 50 ¢

[F]— S A W {18 RS [ 8 30 B 7 AT o R iR - — R T R A 28R 4
RAY4-11 S EEFIECER 73 A SRR BC B A BR T MR R A R 2 SMAY0-3{E & T
$hi8E 54 - SAIRAVER THVRIR IR - SR IRIEEEER - IR - BRTEIR

FERYBIHEE R~ KZE - -CN -~ -NO, ~ -OR - -SR ~ -NR, * -S(O),R -
-S(0),NR; ~ -S(O)R ~ -S(O)(NR)R ~ -P(O)(OR), * -P(O)(NR;), * -CF,(R) ~ -CF;
-CR,(OR) ~ -CR,(NR;) + -C(O)R ~ -C(O)OR ~ -C(O)NR; ~ -C(O)N(R)OR ~ -OC(O)R ~
-OC(O)NR; * -N(R)C(O)OR ~ -N(R)C(O)R ~ -N(R)C(O)NR, ~ E-N(R)S(O)R ;

RYEH

A B E DU TN R AU CHYERE] © CroalREd-11 S aEATEER A BAl
IR - B - SRR SRR - SR 13RI HBE B R - AR AVRE R
THIFER |

DAL ~ 4-10 SaEATECEN - B AN B ER Bl BRI R B B | -3 ([ 1T 1
BEHE - SAbHVRER THURER - AR AR B R - SANRAYRER T

B 98 H - 3 120 HEFHAD)
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HY5-6 EFETTHEER |

FEREIIHESE R~ {Z - -CN » -NO, » -OR - -SR + -NR” » -S(O),R -
-S(0),NR; ~ -S(O)R ~ -S(O)(NR)R ~ -P(O)(OR), * -P(O)(NR,)* * -CF,(R) ~ -CF;
-CR,(OR) ~ -CR,(NR;) + -C(O)R ~ -C(O)OR ~ -C(O)NR,; ~ -C(O)N(R)OR + -OC(O)R ~
-OC(O)NR; * -N(R)C(O)OR ~ -N(R)C(O)R ~ -N(R)C(O)NR, ~ E-N(R)S(O),R ;

EHERE TR 5 DL N AR HURATEE - Cl-6fRHIE « & - 3-78
BERIEES 5y R EEADER B E A 12 Bt B 2 & - ERINRATHER FAVFEER - A
BA1-MEETHEEE R - SRR FII5-6 SRR

nig0 ~ 1542

FEmIFITHE0 ~ 1~ 2~ 384 ; W Hp/ZE0~ 12~ 354 -

[0266] 64. FRIBEHHI37-624F—TERTHAY 0% » EAATIIRAK SR

il &= - [ V1B &Y Ry E—E

0 N
N
Nf,.N\ \ 3 Oa
&)‘N\Z‘O N,
[11] ~
IES

599 H - 3 120 HEFHSAD)
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F
O /1\ "'Illl S N
T - : N
H N - \ e //__ﬁ
4 \// \J
Q H /};::—_
: }__N\ O — N-—
o-{ 4 o -
HoN- ~ ;o N=_ HN- “NOH
@] —N X, :N — 5 f:;* —% —
—~~ N~ O
[IV] >

BHESEE [ u[ R aE -

[0267] 65. fRIBEHFI37-62+ £ —IEATHAY 7% - HAFTIRIRAK AR
28BS - PROTAC IRAK-4[#£#7%15¢PF 06650833 -

[0268] 66. FRIBEHFI37-61+F—TEATHAT A - HAFTIRIRAKRET
7| 5=CRISPR ~ siRNA ~ shRNA ~ miRNA ~ RNAi ~ 7 #RNA - fZ§EDNAREG -

[0269] 67. FRABEHLFI37-66FF—THAY 7% - HA AR AK I
ErTLROTJHE -

[0270] 68. FRABEHuFI37-67H(E—TEMN 7% E Rl AR &R
HHEES -

[0271] 69. tRIBEEHIGSHTILAT 7% - Hrprilim HEie 2 AAVETHL -

[0272] 70. tREBEHEEI6OFTHAT 7% » Hp P AAVE B2 AAVIK
B~ AAV2TKEE ~ AAV3TER ~ AAVATRES ~ AAVSTKEE ~ AAVOTER ~ AAVTRES -
AAVSTKES « AAVIhSTRES ~ AAVOTKES ~ AAVIOEEE ~ AAVIh107K%% ~ AAVIIK
F AAVI27K 3 - AAVTh32 33703k - AAV-XL32 7K 3% - AAV-XL32 1%5#% - AAV LK 03
TEE ~ AAV2RATIATER ~ AAV2/2-Tm87<7E: ~ AAV DIFKES ~ AAV DISTES « AAV2

N587TAXKRL ~ AAV2 ES48ATCAS ~ AAV2 NT08ATKHY ~ AAV VT08KAK 7% ~ LLIFEAAV

55100 B o 3 120 H(EBHEREE)
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WEL ~ AAVI/AAV2ER GBS ~ /FAAVIREL ~ /NEBAAVEIES ~ tAAV2/HBoVI (i
EAAV/ N R F B W =) ~ AAV2HBKOTKK 7% - AAVPHPBAR 7% B¢
AAVPHP.eBK R B H I/ AE 84S

[0273] 71. FRIGEHEHITOFTAAY 7% - HAFFTIA AV B Sk 2e
- FRGEGZEE - sHBKOZESE -

[0274] 72. tREBEHEFI69-71 {FE—IHFTIHY )70k » HAFTIAAVIHEE
FfrE e e A — M AR R EE (1ITR) FYAAVELRES » HrArili—fEs
SZFERITRIZAAV] ITR-AAV2 ITR~AAV3 ITR - AAV4 ITR - AAV5 ITR - AAV6 ITR -
AAV7ITR -~ AAVSITR ~ AAVrh8 ITR + AAV9 ITR ~ AAVIOITR - AAVrh10 ITR -
AAVI11 ITRE{AAVI2 ITR -

[0275) 73. #REEEHEHNT2FATIAYJT0E - AP ZICA AV RRLHY A i —fE B
ZAEITRAIPFT R 7R B FE[EHVAAV ISR -

[0276] 74. FRIFEHEHNT2HTHAY T - AP AICA AV FRLHY AT il —fE B
ZABEITRAIFTZR AR B R [EHYAAV ISR -

[0277] 75. tREBEHGISHTAA 7% » HREEHE SR ESN -

[0278]) 76. IRIGENEH7SFTHLAY 7% » Hr ATt mEfi e ek e iR
REMER2-1-5-6-19~3-11-7-14-16-21-12~18-31-8-9-10~
13~15~17~19+20~22+23-24-30 37 ~ 40 ~ 41 ~ AdHu2 ~ AdHu 3 ~ AdHu4 ~ -
AdHu24 ~ AdHu26 ~ AdHu34 ~ AdHu35 ~ AdHu36 ~ AdHu37 ~ AdHu41 ~ AdHu48
AdHu49 + AdHu50 ~ AdC6 ~ AdC7 ~ AdC69 ~ 4~Ad 3% ~ KA 2% ~ 452EAdEFE
Ad 3BTECHTRE B RS HIAK A

[0279) 77. fRIZREHEHIOSFTAIRY 774 - H o AT iR 258k AG & 18 W 55/

5101 | » 4£ 120 HEUHRBE)
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fir -

[0280] 78. HEISEFHERITTRTIET T34 » ErbFril 4 M BRI ALKk
MECT 3388 VSV )~ SRS AR MENR 44 MBS 35 8 LOMV )~ BRI # RRV )~
[T  BERE R - BERTHIAE  IE AR - R4S s S (1 -

(0281 79. HEEEFREHICSFRIEN 3% » HrbFriltis M s
% (HSV) Rkt -

[0282] 80. HEEEEFHEHITORTILET 3% » HrpArItHS VISR EHS V-1 55k
SRHS V-2 2t L1 B

[0283) 81 HEEEFHEHI3T-80F (E—IEFRIAY I » B R iR s

EASE LI -

[0284) 82 HEEEFHEHIZT-81 (L —TERRIE J7i » H R LR 2 e
A A RS RS -

[0285) 83 AREEEHEGIS2ATAET 3% » Horb it T iR T
B R T -

[0286]) 84 ARAEEEHEHISIFTALEY 535 » Horp Bt E®) T-R AR T -
SRS RIS T - RS T -

[0287) 85. HEEEFHEHI3T-84T (E—IEFRTILAY J73%  H A AEHS TR A

SERE AT - EE 1% > 13 ATLIRAK JHEH -

[0288) 86. HEEEFHEHI3T-85 (E—TERRIkE )73k KRl as B
L PR A B BRI SR -

[0289) 87. HEEEFREHISORTIE 73 » Horb Bl sy ot o BRI
SR -

5102 H - 3 120 HEHEHD)
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[0290] 88. fRIZEHEHII7-87F{E—THFTHLRY 57k Ho ik ATt R B
BFFARIA ~ BERAA ~ BIARIA ~ AILAAIA ~ KT ~ BUFRIRT -

[0291] 89. fRIZEHEHI37-88H{E—IHATHLHY /T » H P RFATZIRAKE
BRI ~ AR ~ BEREIA ~ SHARIA ~ BILAA ~ K2 T ~ BORFE T -

[0292] 90. —FE&H YRS AFGRIZER IR 2K 24 7 BRI (ARG HYSHAE
HYEER R - Ho AT s e & B RUVERE] - 16 H H ATl sl &P
BUHFBIRAKGHETRISH = -

[0293] 91. —fEsH YRS AFCRAZER IRIE 275 7 ZRY(FASHYSHAE
HYEER| Ry AR - o Tt PR S IRAKEREE > i H P ATl SV
PR BRI BRI oA -

[0294] 92. —fEsH &Vt BE A/ aHEFE EAA R AR (8 Ae HY S8 5] 41
HYFR > H ATl &P B e B Ra R - Al HH P Frltd SYeeBc R R
IRAKFHETRE = EH -

[0295] 93. —fEsH eVt BE A/ aHEF EAA R ARI (8 Ae HY S8R 41
YRR - Ho A &) a S IRAKERETR] - i H 2§ Araldl S sic e Ak
ENBERIRE = -

[0296] 94. —FE&H & ){E RS Y aR B 7 AL IRRO R R B 3 AR IR R
AR RIE R EREER Py iR - Hi il e e S A RVE R AL B AT
AEH P BC B Y IR AK SR ETRRH 5 (5 A

[0297) 95. —FE&H & W{EBLaE F B3R B A BB AR A RY S % S gy
SER PRI > Hp Rl S B 2 IRAKERETHE - i H H A Araisl &P B

I BLER e RIsH = (A

5103 B o 3 120 H(EE0HEREE)
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[0298] 96. FRIZEHEREI90-95 F{E—TEFTHIRY A&k - Fo o AT AR R S e
EAAVERL ~ BRUREFIRL -~ 18R 3EF0RL ~ HSVEIRL ~ BB ORI -

[0299] 97. FRIZEHEFI90-96 {E—IEFTHIHY AR » Hrfr ATt IRAK
Filj IRAK -4 R -

[0300] 98. —fdEflE ARNAERIZER RS 277 F BRI(F RS RV SHAE - £ 4
AR EREIRH =Y » H PR a BRI IRAKFHETRIH S A -

[0301] 99. —fEtlE ARNAERIZER RS 277 F BRI(F RS RV SHAE - £
HYIRAKEREIRRE =) > H PRt RAK SRR AN SR G E A

[0302] 100. —FE & ARG TR BB IR RO RRI(E RS T (5 RV NS
BRIsHEY) > A ATl AR A BRI IRAK FHEEIE S A -

[0303] 101. —FEE &R G TR B AR ARI(ARE T (£ FHAYIRAKEH
BiEIEysHEY) > A AT IRAKGE SRR SR RIH S A -

[0304] 102. —FE L& AR ER AT A BRI (RIS B B R AR R
2 FERVIRAKERETREVSH =) - H o ATt IRAKGRRTR LR N BRI = (EH -

[0305] 103. —FE L& AR T B A IR AR (R AG B B IR A Y R %
2 FERVIRAKERETREVSH =) - H o ATt IRAKGRRTR LR N BRI = (EH -

[0306] 104. fRIZEHEHFI98-103 0 E—IEFTAHYEH &) - H A ATalA NG
BEIEAAVEL ~ BRI -~ 125U - HSVETRL ~ BURE ORI -

[0307] 105. REZE HE F198- 104 {E—IHFTARIAE &) > H A FTitIRAK
A SR IRAK-AFZEEER -

[0308] 106. —HEFHFALARIRE HE G 1-89 T —IHAT Y T AT ERIVE
H e

5104 B 0 3 120 H(EEBHREE)
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[0309] 107. —HEFHFMRIEEHES90-97 P {E—IHFT A H ZRHVEH -

[0310] 108. — TG SIRIEEHEEI98-105 FHE—IHAATIHVEEVIRVEMN -

=il

[0311] #EiBS5LL T E G E it BREAREH - 280 > B EE
T RIRHASEIHRVEE - FeBEg - ARty E IR B SHE AR Y -
A HARER E T THY SRR SR I R A A SR8 - I H g IR
A FH SR R AT S ] Y LUK TR B A SN s Bl EEE A -

BB : pPEIRAKAREAERIE FHAAV R T A\ ARy R T2

[0312] AEFHEM 1t HIIRAKASIH]E = EEHAAVEY R E QAU ATt 5€
AMAEHY R EEH Y TRHE -

[0313] AAVHEZSES Ko SuR M 00 5 Z ORI HE M 0 0 20t W 2 Y BB Y
BRI NE o BB EHTHERAE T B AAVIYEEM: R IE - (HEHAAVE LAY
SRR R B AR SR D

[0314] IRAKAZTLRIRTEAHYENG - HEEN SRR NE - $EPAREZ
TE AR REAIFIRINGEAAVIEL - (HIE G BEZSENRIRAVES - BIfF AT
R EEE o AL > HIRIIRAKA T EZAAFHAAVGRREY E B R B R e

Yo

B e
[0315) & /EiFESNEMBEEZAE (PBMC) » HAREKESHMMEKE
FAgEEY) (leukopaks ) BYMRMEEEIASO mLE&EH > i H LA ¢ 1EE#SHIDPBS -

R E R 247515 mL Ficoll (GE17-5442-02) BYEEEAYS0 mLE&+ » DIFE
RIMLEFFicoll @R E » #HEEYITE=E T L2000 RPMEE(:255788 (9fnZR
Himsld)) o a&f 3 mEkAm M iir = g ucsE - SR EmE+ o I

5105 H - 4£ 120 HEGIHREE)
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F£400 RCF M Lo o7 88 » SRR &75 1% FBSERFCSHYPBS JEik = JllE T8 -
[0316] 2 18 o] 4 L & F oy W E oy 7 & (& 4 8
miltenyibiotec.com/upload/assets/IM0001260.PDF ; Miltenyi Biotech » {2 » 5TEE
57130-050-201) {55 FICD14GERIEPBMC 1 73 BECD 14+ EERZ 4R - FE & - e
AIFA20 uL CD144yER/10"(HLEMAI{E2°C-8°C N IE B 15578 - K dHAHE B REAE
B H R EFARAERCHY AR IR o PR =A% o R TEREME RS TR ALY 0 iR
BAEWERE b 3l HAE R ZEHE A SR RO e AR YR -

[0317] EfET4E FIERRYRLERE 2 (48 A ImmunoCult-ACF 5 2E Al A5

& % ~ o b @ wm B M Kk P @ T Al
( cdn.stemcell.com/media/Files/pis/DX20521-PIS 1 2 0.pdf? ga=2.81451927.1035

383195.16421057001174975582.1603298321 ; Stem Cell Technologies> H §£5%10986 -
10988#110989 ) i ELIZ 4AE /7 (b Rl 22l - S 2 - 4BV B AR
FlEH b HR ezl B AT A3 C MEE =K - fE53K » ik
BE Al H A BRI R « /255 T R A EE100FR R BRI Fe B ()
40 > &S5 mLEFEYIAIIS0 pLisekl) -

[0318] fsk = RUTHE /3 RV SR © 4848 5] A2 2R BYPBMCH /75 4 mL
ImmunoCult XF T4lRE#EIE =R (Stem Cell Technologies » H#%5510981 ) Hllj
TR - SS4EFAEA00 o RIS 54 » I BB FL(BARARAE 10 mL e
SRR EBN -

[0319]) {EUEEMIETEL - KAEEHF S AYAHREAE400 g Nieis sl H i -
FETHHRESE B AT RO AR T TR - BT VAN R IR R

[& B 100U IL-2 ~ 5ng/mL11-7 ~ 125 ng/mLIL-15 - [A1e5 MOIEEfTAAVIEE » 3

5106 B o 3 120 H(EBHEREE)
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H10 pg PHA-pRI{EFZ MR « B=RET— PR - PBMCEEREZR X > £
Ll TARE R B A TP FHAAVE ORISR « 24/ NSRBI B A -

[0320]) {FFE£R) =8EfELL A (Sena-EstevesfiGao, Cold Spring Harb
Protoc; doi:10.1101/pdb.top095513,2020 ) ZEErAAVEEE ({140 » AAV] ~ AAV2F
/ECAAVIh32.33) - B E R A LA AR L TTAI(E - G B AR EE
BF ez E (PCR) WEEITHE -

[0321] IR ES 4 B A0S 28 4 B B A AVER S —RE 5% 5 Il H TR AK A fi#
BFHRRIR ~ R F B R TR - fEAAVIS B L HIECZAR3 ~ 6 ~ 12 ~ 248048/ »
FIIRAKA[ZE R T TR BRI (& PR B i AHAE LU e5 MOIBIAAV —HEIEE 6~ 12 »
24 ~ 48ECT2/NE o B AHAE I 2 & E K51 nMZE IMEJPROTAC TRAKAEFZT-1

(Med Chem Express * H$#%5HY-129966 ) -~ PZ0327 ( Sigma-Aldrich - H %%
PF06650833 ) s¢=C[11A9{L&%) ( Kymera Therapeutics ) B8 - LPS (300 ng/mL >
24/N\F% » Sigma 1.2630100MG ) FIR848 (1 ug/mL » 24/]\F% » Invitrogen tirl-r948-5 )
PRI - SSOMTHIEAE EFE BB AAVERHE - BIE A IR AK MR B B 50
TR AK 4301575 EAL PSECR 84 8— it 7l o

[0322] %7t E A IR AK AR AR T R BR B AR TLROGARTIE e HI I A2
o WERAIAER B A H (£ FiMeso Scale Discovery (MSD ) JAIZE#E1T 537 LAt
TE AR R UK - (E I V-PLEX A YIEELY)54-Plex B4R I H AR ELERGHY
7% (Meso Scale Discovery - & EEINECHER ) ETHIE -

B2 : FHAAVERLNPSREEY/NEE FIRAK 4R AR R A AT

[0323) ZE BRI iRl FHIRAKAE R BN GR BV AAV 0% R 172

B HAIFIRY RS A SR -

5107 5 0 3 120 E(EEHREE)
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[0324] FrA®YIEE - 48 - SR ERENS ANt fEEY)E s
(% 2@ (Institutional Animal Care and Use Committee * TACUC ) 159 1 THY °

[0325] @¥ez AAVECLNP AT » I H FIRAKMIHIFIETHUERE ~ &
AR EHIERR o fEAAVELLNP RS RTER6/ N ~ 38R ~ 24/ NG BG48/ NI T
IRAKAFE EFI T GIERI& AR  AILAAESTAAVELS x 10" ve/ke B S #EAT » L
HESHI7 ~ 14 ~ 21 ~ 28 ~ 35 ~ 42F163°K - FBLNPLL1 mg/kg ~ 10 mg/kgE100 mg/kg
AVETEFFARIN ~ K2 NERBREAEST - 5540 » BRI 2T ~ BRSO IRGE T
AY1 mg/kg ~ 10 mg/kgs100 mg/kg PROTAC IRAK4[ZfZ7-1 ( Med Chem Express °
HeksRHY-129966 ) ~ PZ0327 ( Sigma-Aldrich © H §£55PF06650833 ) E¢U[11]HY
{t&%) (Kymera Therapeutics ) FIEHE ~ (&IGHR LG - MY EREE
B AAVEH - B A IRAKAHIHIED AR B IR AK 4415 EBLLPSEER848—tL0A
4? o

[0326] FEIGHE(£T7 ~ 14 ~ 21 ~ 28 ~ 35 ~ A2E063 R SEENY/IIL H /3 B ~
P M ~ 5 B ~ PG ~ TR AR © 17 RRFAA S8k A TRz /K FU2 2K - $2HUDNAKIRNA

fon > W H{EARIFREEPCR (qPCR) HEEEE NG H AN R TE

=

=,

[0327] {ER&RABITHEL (H&E) & RlE R RIS E - R

AN SHIGARIAY 7 A H 4S8 B AR S E A A S BB F AL A RO A BB A A T & o
( Gernoux, G A, Mol Ther, 2020, 28(3):747-757) -

[0328] fzHCASHEIENFIRY )T 7AAERLA ~ AFRAIRR R < 2RV R FEfT e

HAREERIE (Gernoux, GZ A, Mol Ther,2020,28(3):747-757 ) - #i5e L EEAE

B3R o EEZ > L H 3% HEEEE - otk ey S (bR gl (4T

55108 B o 3 120 H(ZBHERBEE)
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AR (fER4HICD3 ~ CD4FIMHC 1) FMIEWEARAT (ERAHTF4/80FIMHCT ) ) LA
K AAVEEELNRIR o (E FIRAEX -gal 5 ZEa Pl A% A4 E B-gal -

[0329) & v oot RmaRely)+ avdipmsza K4 - WK B2 A1
MmN H i H A Meso Scale Discovery (MSD) HIE o iR V-PLEX A\ A& ¥)iE3
#)54-PlexZ=4E 11 B AR BUIERGHT /522 (Meso Scale Discovery » 5 B BN TR T4
M) ETRIE -

[0330] 5 7 HIERTEREIPIRIIEN-y 30 - BHERR T BRI AR AT 1T
ELISpotfIE ( Gernoux, GZ£ A, Mol Ther, 2020, 28(3):747-757) - ¥4y BEAT4HAE
{EFHAAVIEREYNR 48/ NBF » { FHiSpot ELISpot Reader ELRO68IFL ( AID ) HEE
PERLEY - 3l H {2 FAID ELISpot Reader#8Gv.6 01T oo - E PR R E B
5 1e6(EARAESOEN H ELBHEIRA T = 2 /) =BG 5 SER ISR « RRDHHY
ARG A (ER2 V¥R - I H CEFTAICD3/CD2 838 P {Eps 1 312 -

[0331] 7TERFREANE BEEE BB G EHAMMIF IR - RARAECD16/32 (Fe
Block ; BD Biosciences) FE 5 H FHfeZ4 - ££LSR II ( BD Biosciences )
EERSRAHAE H A FlowJokR g (Tree Star ) (T34 ©

[0332] 5 v oirFmameiy)Havdifnszm 2R - RANAREE L
7 BB A AE T TIFN-y » TNF-a~ IL-2 ~ [L-4A01L-6 2% (1 - FRAHAEHY S (i W0Mays,
J Immunol 2009 182(1) 6051-6060 Fit - KEFR MRS FHTTA 1 ng/mLAHEEIE
EEZA (GolgiPlug » BD Pharmigen) F120 ng/mL/NELIL-2 (BD Pharmingen )
W TARAIE R E AT - L@l » KR E AL BN FAEIRAKARERERIHYIE N T
FE37°C T 10% CO,HF FHAAVRIES/INGE - REt% - ReiRtseof - RETiege el A
e A AR - fELSR T EEREERE S, - Il A ffE FIFlowJosRAS I (T 04T -

55109 B o 3 120 H(EBHEREE)
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[0333] #fEMays, J Immunol 2009 182(1) 6051-6060-p it iy /725 » iHi
{fE FAPERESHYMHC BEEH2-Kb-ICPMYARVIUEEEHE &) (Beckman Coulter )
MHC DEEPUZ B e b 2 e i F AAVATIR AK 4 B AR B oA Eh ey TARIRE R e - 41
FIAAVHIIRAKA[E ARG R HY-A [EIRFE - SEEIE S um o By &2 b2
AR T IO RS AL 6 - HFARIFE 2R N I PERE S YU BB A FITCAR S HIHICD8a
(Ly-2)#71#& (BD Pharmingen ) £ 4413077 » 3l H I 704 [ 72 7% ( Beckman
Coulter ) HYiTAg MHCPUZAG SR RAL 200 NEE 157748 - RFAHREEPBS H175%
= 2l A E5%520.01% BD CytoFix( BD Biosciences ) o fELSR I1_| FEEERE T, -
iz A {55 FIFlowJ og R RS HET T 73T

BEHI3 : IRAKAREARMIS I AAVERERHY A SR HI R B H TR R AT

PR T A

[0334] SFB 1 BEEEZATTTT 2 - Kk 8RR HERBHYAC S T Bk BE R
flrZEY) ( Stem cell technologies ) HYMIR(EHEIASO mLEH » A7 H AL - 1HJEESRIR
Nt R B B 4% ETHA7K ( DPBS ) « IR IDBPSHY IR & 148 1812 /R E 215 mL
Ficoll (GE17-5442-02) HYEEIEHIS0 mLAE T » DARE(RALEAIFicolHERES -
SRR R T L2000 RPMEE(,25 57 8 (9NNl HiwHI®)) - #E&FIMNEmeEE
{EfZ40RE (PBMC) ByMmikrguiss » SR EIHE S - i H L1400 RCFEEL
5% - HPBMCH &R 1%a4-MUE (FBS) SiaMEIE (FCS) AIWEREENLE
fEEE7K (PBS) M =2l HETH -

[0335] BEZ4ER 78 - BMIEELERGHY /%8 (Miltenyi Biotech » [ -
] B §R130-050-201- 5y F W £ @ FE B 4%

miltenyibiotec.com/upload/assets/IM0001260 PDF¥{S ) » {EFCD14ER{EPBMC

55110 H - 3 120 HEHRAS)
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o BECD 14+ BLAZ AR = > KPBMCEZ20 uL CDI4fk/10 (H4E4HAE
2°C-8°C'N — i 5% H1557 ## - KPBMCIE il £ W £ (Miltenyi 5 & 4 49
miltenyibiotec.com/US-en/products/Is-columns. html#130-042-401 ) _F » i H 0EFA
TECHY AR A B o PRI =K% o R TEHATE oy BEES (Miltneyi © B 4E4E
miltenyibiotec.com/US-en/products/quadromacs-separator-and-starting-kits. html#130
-091-051) FEUHY - EAEWEE F o W AR ZEE At RO i MAER
HyCD14-+EERZ AR
[0336) EZAFHA 7L - BG4 LS EER 3 > (£
ImmunoCult-ACFsf 2€ 4l A #5 & A ~ 73 (b 7o B A B 2 72 3 (Stem Cell

Technologies » H #F 5510986 ~ 10988%110989 ; & 4fE 4fcdn.stemcell.com/media/

Files/pis/DX20521-PIS 1 2 0.pdf? ga=2.81451927.1035383195.1642105700-1174
975582.1603298321 ) FCD14+EE % A /(b R B 24l - = <« > 4By

CD14+BERZ AR & A oL e BRI e s B A I HAE37°C T BB
=R o AEBIR - HEA LR e T S s s A g g E A - A
RO AR B WK - AE55 5K AV 7o LA EL 100FR R LA hn Z AR - (1l
55 mLIBEYAIS0 pnLEHER]) - AR 7 RUE S (LAYRIZE4HAT -
[0337]) rAAVEERDEE - (SR = Ei#EY 774 ( Sena-EstevesA1Gao,
Cold Spring Harb Protoc; doi:10.1101/pdb.top095513, 2020) 7 ArAAVE; &
( AAV.SANO24FIAAV.SANO029) - FRIERHYFRTA M5 B & 4R i A [E1HY GF PR A
o 7 B A S B AR AR L T UG - IF AR SR NE B G s
[JE (qPCR) WHEETHE °
[0338]) IRAKAF/GTZELFIAAV 28 - et 22 4R L 200,000 AR/ FL Btk

111 H » 3120 HEHRAS)
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FRO6F MR © BHERRIE—A =107 - R ER T AE37°C ~ 5% CO, M H
zimlovisertib IRAK4H] &l 7| ( H 44 : PF-06650833 » H $% 9% : HY-19836)
( MedChemExpress ) FIPROTAC IRAK4[% fiZ -1 ( H #f 5%  HY-129966 )
( MedChemExpress ) f£16 nm ~ 80 nm ~ 400 nm#12000 nm NEEFE18 h - FZEY)7H
18 hi% - (] 1e5S MOIRJAAVEES o RiMAEAEREEAG T AE37°C ~ 5% CO, [N
B24/ N o AE24/NIF 1% - iReARCERE Lol L WU I B FUBIR - 3 ABDC3 therapeutics
https://www.dc3therapeutics.com/services #{ THMeso Scale Discovery MSD ( g4t

#¥mesoscale.com/products/v-plex-proinflammatory-panel-1-human-kit-k15049d/ ) 47

s By EA: - PBMCOr i - Bz AR bAT 22 alif o RV E Bt B i e
1+ - ZEE R AR A E RS AAV R B G ZE 400 o fF— S p
B Hg % HELPS (300 ng/mL) (Sigma Aldrich Fine Chemicals Biosciences
L2630100MG ) FifEFZME#IE - EXIHEENRAK 4300 H S EIRAKAREE A Wi
e

[0339) LDHERCHIE - ‘MEEEA FIER TN S8 (LDH) B
A EAAE T - RIZZUERHY T 5 > (£ PromegaZ=dl ( H#£57G1780 ) ¥TLDH
HITERE - 52 BEREEE - & DEREDERE6FR - I HREEE
HYCytoTox Y6®AE LRI EIEHE Lol HEE 5305788 © RIS IEIAR - W HAERE

e & o 490 mmpm H B Ok ot E R BE e

https://www.promega.com/products/cell-health-assays/cell-viability-and-cvtotoxicity-

assays/cytotox-96-non radioactive-cytotoxicity-assay/?catNum=G1780#protocols

[0340] AlphaLlISAFE - #ITICAIE DURTE SHAET T VIR AKAZE H/KAE

77 ia %5 (Perkin Elmer ( H#ftHRAL3117C) ) HVEREEZ HE - 52

5112 F » 3120 HEHRAS)
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IRFA AR ERLAR - Sl ELARFS wLBERYAN IR TR AKAZBGERT: H AE23°C N E &30 min
R Z (EPUIRAKAGES I HAE23°C M 560 min © i » INIISA-HLAS

¥ - A H30 minf& {# FJEnVision-Alpha Reader (615 nm) &

https://resources.perkinelmer.com/lab-solutions/resources/docs/MAN_AlphalLISA 1

RAK4 AL3117.pdf? gl=1*7izf5d* ga*MzQ4MTQINZA3LJE2NDY2NzYSMiL* g

a_W34ZJ1Z1Q1*MTY3NZE5MjAyOS4zLiFuMTY3NzESMjA2MidyNy4wLiA & g
a=2.178521252.1409175695.1677192029-348145707.1646676922 « (i FAAEEI 5 22

LL#R F AlphaLISA SureFire Ultra p-NFxB (Ser536) AIEEMH - =& £ H k5
ALSU-PNFKB-A-HV:HI & NFkBAaEE (LK -
JHIRAKA S8 PR PR B B AT B PR 2]

[0341] & AR AHAE MBI ZE AR PTE RAV-R [EEIE (16 nM -~ 80
nM ~ 400 nMA12000 nM ) HYEEYITEERERL8 h > ZR1& FHAAVLL1e5.SANO24fMOI
ERAAE EIRTAHRAE24 h - 7 B s E B B IRAVAERDSN RN - FHAAVEREEEE
fof 2 4 M o3 SBILIbAH BE S & Sl B 5% 73 00 % BT A & BYIRAKA] i) 7
zimlovisertib (BJ2A) FIIRAKAFEEHIPROTAC IRAKAREfEE-1 (E2B) WEE
B - tERE ERYERERR R — S - Eiait =4 0e BT A HERE
JIE T E ST R o HPDME MU R TR R e FoR « 8
B2 TR A AP (LIIL6FITNFa) AYAHREI S Z=RHER -

JHIRA KA FHEI B 7 125 ZE B A B R 2 A

[0342] & ASHEE SRR MBI ZE AR P RAY-R [EEIE (16 nM - 80

nM ~ 400 nMA12000 nM ) HYEEY)ALERIR - G B RAAEEIHI4HREEFE EIEG i LA eSHY

5113 H » 3120 HEHRAS)
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MOIFJAAV.SANO24 24 h - i B s d s LB REVAERTM R - FAAV
PR PEER LS ZS 4RRE S UL IL | AR R i FLE% 53 0 i BT A 751 2 A TR AK 44011 511751
zimlovisertib ([E3A ) FIIRAKAREFEIPROTAC IRAKA[EAZR-1 (HE3B) Ri&TH
BT o fEiRE Y EEBEFR R ERIBRTERE - Fha = AUt Rk
AAHERZRE =St 2R8E N - RD8ER 70 LUE K& AT fHae v i
FEEFR o BB FIRE HAAIADSE (AIL6FITNFa ) A4S ZEHET -
IRAKA SGETBYR 5 [RESR N SR E A I R S A T 2 1

[0343] R AFREEAZAHRE M At e AR R 20 FrdE ~aY-R[EIEI&E (16 nM ~ 80
nM ~ 400 nMF12000 nM ) HJIRAK 43I #zimlovisertib ( FBJ4A ) SLIRAK T
PROTAC IRAK4[ f@7l-1 ([E4B) FREE - i H #5485 59 4 i U1 eSAYMOTF
AAV.SANO24 24 h » S3pifTiEd A FIERIILDHREN - (FHE CREEHY/ R B
AIAHAE ) BLERTRAYFIAAV. SANO24 FUAAVAIAD R B 2 52 » RIAWTE
IRAK 4R SR T AR Z 1 -

JHIRAKA A% B ZE S BT RA K4 PR H 2 1 BRI (| - 0 HIRA K4 BEGERY5

REJR AT B [ e 4 P HIIRA KA 2 1 REGF

[0344] K A\ HH B L AHAE MEAS ZE 4R A FR A0 FTFE RAY R EI R & (16 nM -~ 80
nM ~ 400 nMA12000 nM ) Ay &&= 8 - I H F3300 ng/ml LPSE BAR [E]HI4H A - LPS
5 [EEIRAK 4B E ML H aFIRAKAREEH (INFKB) HUBERZ (L - FIIRAK4Z
B zimlovisertibfEFE (BSA ) {£400 nMAI12000 nM FFHEINFKBHIRERE L -

[0345] 5 1 e PROTACREREEIRY S M: » R AR B AZ AR Mt s 4RRE
YOFTHERAY-REEIE (16 nM - 80 nM ~ 400 nMA12000 nM ) HYEEY)EZTE - i H.

LU1eSHIMOIFHAAV.SANO24 Bl AHEHYAHAE24 h o S ATdHRESAE YR IRAKAFERE -
5114 - 2 120 F(EHHTE)

112113694 FEHESE A0202 1123207010-0
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TS B (RERHR/RREREY ) 4HREELER R ATRIAAV.SANO24 Rl B AHAR < FE R E
ZEFEER > BEAETARE T HEFRREAAV.SAN024 FAHYAHAES L
IRAK4KLERIE(E (ESB) -

B4 A/ NEEE P IRAKSGRETEE A AVEE BT 2 N R BRI 7
i

ORISR 7k

[0346]) A G E S - C5TBL/6)/NEE i E Jackson Laboratories o #46-85
Tk NER Sy Fs34H - PBSEH - AAVAHFIAAVHIRAKAA » A& EH10E/NE, -
¥iZimlovisertib IRAKAHI%%] ( 4 : PF-06650833) ( H$#%%% : HY-19836)
(MedChemExpress ) LA30 mg/kgtVEIEE N &%) ( HE#572016 ) ( Teklad 2 1A
16%2E = =1 &= ] L) Y EX ]

https://www.inotivco.com/rodent-natural-ingredient-2016-diets) & & - ¥

AAVHIRAKALEAE EHFAAVET 5K FHEYF1Zimlovisertib IRAK4HIFHIEEEE - i

HIPBSZHFIAAVEH A/ NEEBY) (HE%5E2016)  (Teklad 2 [H16%%E HE HEH )

EX & https://www.inotivco.com/rodent-natural-ingredient-2016-diets ) f2%& - %#PBS

SH/INEEALAANEST100 ul PBS » HAAVEH DAEERBHVEERC TUBEHL LA Le 1 1 ve Il N E
5 > 100 uIBBFE -

[0347] & 4H Fn = 6% /N & HYPBS4H ~ AAVEH FIAAV+IRAKA[E fig2 7|
PROTAC IRAK4[ZEfZEH]-1 ( H$%5%  HY-129966 ) (MedChemExpress) (24100
me/kgELIEYIR G AL E R AAV Z A5 RERGG/Neel ) BIETHIEIY B atsTt - i
W fER [EIHVIRAK4 PROTACEAZE] (H]pafEHYPROTAC IRAKAREAZHI-1 ( H#%

5% 1 HY-129966 ) (MedChemExpress ) FfIKT-474 ) LL100 mg/kgfVHIZHEYR

115 | » 45 120 HEUERE)
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& AR TAAVZ AT SRERE © IRFE P EAEVAAVRE A LacZ8EL R -
FrA B E BIIRIE s B IHEEIE (Sanofi) ARSI EHEBERZ S
LT o BT KT OE FEUM - 3G B FFTAAVEE = T TREAR -

[0348) PBMC#BERIZEEIFAE - 15120 ulfRUEEAEK2EDTA BB AYE o -
KRPIDBPS DAL « 1EEAR G » W AR EI & Ficoll (GE17-5442-02) HYEESE
AYE o DA CR IR Ficol lIHRR & o KR &AL 20/ T 212000 RPMEE (2577 §8

(OfmiR: B AwHIB) ) - K& 0 E i B EZ 48R (PBMC) By s s -
RS EHTAYE T -l H DI400 RCF#E L AL 57 88 o (RPBMCH &7 1%Ra/ & (FBS )
e EMIE (FCS) HIBEREEIZEE/K (PBS) Mk =2l H T8 - Rt g
FHYPBMCAHH A A Rl Ry Fi e e e A EAL SN i o R [F R A e B E Y 1

tE

[0349) PBMC CD8 TEM fllacZ VYR BEZEs - 149120 ul/INE i 43 i
HEPBMC - i H # HiE S F(06F LU R F © FFPBMCE 75 242,000 rpm B (0577 ##
3200 pl FACS&E TR ME—X » Il HPBMCHURBIHIALRSY) (1: 10047CD4
PE-Cy7 ~ 1 : 503{CD8a FITC ~ 1 : 1003{CD62L APC ~ 1 : 100§/{CD44 A F3EEE ~ 1
1005E/ACAMRI AL ELH DUR 1 20 H-2Kb B-FF HEEREIUTER RS ) f£4°C 413057
% - 1% 0 KR AFACSEEIRIEIR2 X » Z8{% 3100 ul BD Cytofix/Cytoperm
BB ELERELAIT 4 C T EE 15578 - K4 FIFACSSE BRI R » T
B e R S4B FE 8 (Novocyte Penteonii =X 4 B 5 % 455 5 25 » Agilent
Technology ) F#E{T

[0350]) AEPrT4IRERERE - 1/ )N BB - W RRAAE » I L2005
{EARREFAEEO6FLUIIEM [ - HF4HARLI2,000 rpmBf 055388 » AR FH100 i

5116 H » 4£ 120 HEUE)
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7510% FBSHIIX 2-B £k /. FEAYRPMIE % - 15 27510% FBS ~ 1X 2-8§i kL 2 FEA1 -
500 GolgiStopflJRPMI1640 1 {810 pg/mliE FE AJAAVrh32.338 & ff -
AAVrh32 33 LacZ R EE AR LacZ e e BE MENK « BT AP M B A5 2 10% FBS
1X 2-Gke 2 BEAL : 500 GolgiStopH#JRPIM1640F#10.10 ug/ml PMAFI2 pg/ml
HEFREAE - W% R100 WELE AR INETAHRE F > 535 ng/ml (E0.05
ug/ml PMAFI] ng/mlfF3E ) AISORE - KIEHREAE37°C ~ 5% CO2EEER IS
AT LARSAHRR « 56 K - RFAHRELA2,000 rpm e 00588 - 7A1& FHFACS 4% ]
KRR —X - R ELEREY (1 10057CD4 FITC ~ 1 : 1007CD8a
PerCP-Cy5.5 ~ 1 : 1003{CD44 4 F2ERE ~ 1 : 1005EACANI L BI=4E ) £E4°C T 4
B307758 - A% o IR AFACSSE R K - k% - RF4HAEAT100 ul BD
Cytofix/Cytoperm & E/7E LA RELHSE4°C T E(E2077 8% o KA A 1 X PermWash
SRR AR RTESE Y (1 100F1IFNy APC ~ 1: 100£7IL2 PE ~ 1 : 100471
TNFa PE-Cy7) {E4°C T 4213073 #% o AF4HAE FHFACSER BN/ 2R - 3l HATR
A LE TR -
[0351]) FRIRH TAEAE G- 2R E 5 {58 8 & fdat B HY (L g rg 7]

7
=1 AL ERRTIR

Gyl B %5t HERERS
AAVrh32 33820k Mimotopes
AAVrh32 336 =28 MRk GenScript
LacZ o PEEa Mk GenScript
PerCP-Cy™S35 5k Bt/ NEECD8a 551162 BD Biosciences
FITC K E$/NECD4 553046 BD Biosciences
LIVE/DEAD™H] [&] 58 #TIRSE 4 fe & 2 & | L34975 Invitrogen
4H - FN633 nmE(635 nm %

5117 H » 3120 HEHRAS)
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T EEE™E N/ A CD44 b 2 103020 Biolegend
E A GolgiPlug™AYBD Cytofix/Cytoperm[&] | 555028 BD Biosciences
/B LERE
CDS8 aEfE#ifE (KT15) » FITC MAS5-16759 | ThermoFisher
MBLEE] /A E/H-2KB B-F | E IO 48 | NC2097436 | ThermoFisher
APCHI/NECDO62L e 104412 Biolegend
PE/Cyanine7H1/NECD4I fe 100422 Biolegend
PMA tlrl-pma Invivogen
BEFEE inh-ion Invivogen
APC K EHT/NEEIFN-y 554413 BD Biosciences
PE-Cy™7 K &Efi/Ng& INF 557644 BD Biosciences
PEXEFT/NEIL-2 554428 BD Biosciences
2-85 B /2 21985023 ThermoFisher
RPMI 16408Z&E: » GlutaMA X ™ 75 7| 61870036 | ThermoFisher
E2%MG A~ M 0F Y F: X ok % B8 4% 787 B 7K | 7905 Stem cells
( FACS4ET®R ) technologies
o

PELHAAV 1614 KIRA KA 7T B jo ZE 5t 0 IR 5 S e i 9P BMC o 7 B A
LacZFFRHCD8 THIENIUESCIRT ST A 5V EEEIFNg HICD8 THTE
[0352] BEA/NEERRHG T REBINMEEE AAVIRIRAKAHIHIACDS T
HEAIRCIRTANAERY 22 (1/6) - 6 Frftitary/ N RHAHAAVHIRAKAL » 1
FIEESTAAVA] S RAIRAK M F B zimlovisertib) & B YIERES /N AABALE
14ARPERIRARPBMC AT » 415521 KAETT /N e tm DA R it - ¥ {EPBS
HAMAAVEEREFE R EY) - I HAES 4RI HAESE2 1R Bt -
[0353] FEETAAVIZ B4R G/ N Bl H 7 #PBMC - APBMCH#EAT

AEEE LB LUE ELacZlUE A5 14:CD8 T4HAE (E7A ) F1CD44+ CD62LA+3YfiE
5118 B o 3 120 H(EBHEREE)
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Ui (B7B) - fXTAAVIZ - BAPBSHIIRAHELELLAiuEFAS L5 - 3 hilal
B 7A@ 7BAT » AEREZIRAKMIIHIRHY /N B HHEZE 2ICD8. THHHEATS A
HYREE R L - ERREN=108 /NG Al HLEIT BN R T 22 i AR B Sea e AR
(0354 FE5E21K > e/ N 2430l HLUSTERRATAT - PR AR FHAAVIA=E
(HE8A ) SRAAV R EANENL (8B ) RIS AR RERLBIH AR AR R :CD8 THIAY -
ALY - AR A LacZ sz BV (HBI8C ) PR DAE S A N R R @IHYCDS
THHAE - BEHRICDS TANATE MRS E TE Ry - AR THERyEBT
AR E R - AEFTAEL T - BAPBSEHEM ELIE S AAEEF S A I TAAVIR B3R
NERAEIRAK M FI R BR BRE RV - F2EN = 108/ N, - I HETT BN R 72
I LAMEE Sia T 28RSk -
JHIRAKABEBERIPROTAC IRAKY[EEAER 1 /5 22 joi L o AR F HIIRA K42
o
[0355] [0354] FE5514°K > ¥/ HUMm G H UXFEPBMC © 4 380 =UAHAE
fiTZE EPBMCHHYA [F] S AR (HB9A-9D) - fLFATRHERIVATA A EIEY R =
AMAEAAAY T - IRAKAZE BRI I BV IRAKARE BRI IR IR B R D - 4
N =68/ - W HAETHENZRE T 2o A eSS 1T
JHKT-474 B EE o/ PPBMC 1 RIFE R 1T T 2 CD8 TR
[0356] FERAAVIRF14REE/NRIUMIL H 73 #PBMC © {EEETAAVIR
F2VRYTFERR SR - FIA [RIRIHTRG HIPBMCATRRAHRE (0 LU E {ELacZVU RS R 1
AHAE - BAPBSHIHEMLE - BLEANAUERIGALA TAAVIR 3 > ARACKT-47452 5
®EERD (E10) - B10ARE TEEHAAVIZSE14KFH SNE MAYPBMCH
AN LacZf5 S YECD8 THIAEAYIRD - B10B/RH TR AAVIZ 552 1 KA fig i

5119 H » £ 120 HEHRAS)
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HNLacZFFF1ECDS THHAEHYEC D - ROUTEFE EVAMEBNER 2= 0T AR E
FESETEEEEE - ROUTAEIRGR ML MR IR F (E -

BB - IRAKERETRIEAAVE & O AR —iRE

[0357] C57BL/6J/NER# I Jackson Laboratories © f66-8 & /N .53 B3
¢ - PBS&H - AAVEHAIAAVHIRAKAFETHIGE - FrAH& B A108 /g - LA100
mg/kgFl B4 O T 185 HAHR W TR AK 4G R (AITRAK 415
FlZimlovisertib IRAK4I&IR] (4 : PF-06650833) ( H#%5% : HY-19836)

(MedChemExpress) -~ PROTAC IRAK4[% fi# Fi-1 ( H $% 98 : HY-129966)

(MedChemExpress ) FIKT-474 o HIRAKAFIFIHI(F TSI GHE T FH#ET
AN e A H Al 5 R B EE IR ORI SUIRAKASS 6 Bl AIKT-4748y O ik & T

( https://clinicaltrials.gov/ct2/show/NCT04772885 -
https://www.tandfonline.com/doi/full/10.1080/13543784.2020.1752660 ) - i H [N
fEZ G AXIHETIRAK4ZEH  Kymera therapeutics /Y S I2EUR I EHKT-4747E A
AR A0 /N B OB T o8 & FOEIRAKAE B Y OB

( https://www kymeratx.com/wp-content/uploads/2021/09/Euro-Prot-Deg-Summit-S
ept-21-Final Anthony-Slavin.pdf) - B114RHE T B RIRAKAFHEIEIELAAVEH &

Y LR e — e 2R R EE -

55120 H - 3£ 120 HEHRAS)
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing originalFreeTextLanguageCode="en"
nonEnglishFreeTextLanguageCode="zh" dtdVersion="V1_3" fileName="112118-seq. xml"
sof twareName="WIPO Sequence" softwareVersion="2.2.0" productionDate="2023-06-
26">
<{Applicationldentification>
<IPOfficeCode>TW</IPOfficeCode>
<ApplicationNumberText>112113694</ApplicationNumberText>
<FilingDate>2023-04-12</FilingDate>
</Applicationldentification>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>US</IPOfficeCode>
<ApplicationNumberText>63/330, 239</ApplicationNumberText>
<FilingDate>2022-04-12</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh">%£ ##&%% /> 3 </ApplicantName>
<ApplicantNameLatin>GENZYME CORPORATION</ApplicantNameLatin>
<InventionTitle languageCode="zh">IRAK4:F & &K R A& EZ Hik(—
)</InventionTitle>
<{SequenceTotalQuantity>1</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>78</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 78</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>cactccctectetgegegetegetegetecactgaggecgggegaccaaaggtegeecacgeee
gggctttgeccgggeg</ INSDSeq sequence>
</INSDSeq>
</SequenceData>
</ST26SequenceListing>
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