CN 102713619 A

YRR JAFTRTATRAR
AP (12) KB EFIFRIE
>k

(10) HIFAHS CN 102713619 A
(43) HiF A% H 2012.10.03

(21) S 201080058756. 1
(22) HiEH 2010. 12. 21

(30) L FE &R
61/289, 880 2009. 12. 23 US

(85) PCTHRIFH#E A E KB EX B
2012. 06. 21

(86) PCTHRIF AY FH IR ELIE
PCT/AU2010/001717 2010. 12. 21

(87) PCTHHIFRI A T 8B
W02011/075773 EN 2011. 06. 30

(71 BRIFA ZEIRE A TR 2 )
v:uhil IR IR % BRI N 4

(72) ZBBA T« f%) R« & iiighni
(74) ERRENE LRELREsHESTAERA
A 31100
RIBA R

(51) Int. CI.
GOTN 33/53 (2006. 01) WRERS 3 50 WO 27 7 E 1 5

(54) REAEFR

Rl s SR
(57) %

AR B — e AT e e 2 K 12 A T A0
deo B S I, A A B A e 0 A0 A G e S S
HIJ7i% o« AR IR REM R - 6T T IRFU A S
JEON B AMBIE A . AR B th e 5 2
TR R A b AR A2 W R 5 R Ge Rl I R
HEH.




CN 102713619 A W F E Kk B 1/3 7

Lo — PRSI G 4 M A 5 e 9 B B3 T 0 7 92, P IR 7 2 A 8 o S bk 2L A A
i R 5 B SR ARAF PR S R A2 RS — R el 22 il e fule, RIS >k B Ho P2 40 O i) f iz
BN 3~ 7K1 R IR B N, A G e 20N 53 I H B B8RP Fa 7 6 R R 4H i 3 e
I o

2. P SRR S T G R B PN TV, Il 7 A R A R S 6 Gk
E% 40 B A ot SR 5 5 SRR AP R S TR 2 () — sl 22 P mi e, I FLASE >k 151 9k 2 48
JHL ) B 5 AN 73— ) BRI K, G A G e 280N 23 R 7K 2 T35 -5 1 e e D i 1R 7K
Fo

3. — PRSI G 1 A2 5 T B NI 53, Pl 77 AR 0 1 B S 4
JHOE: ot AU 55 TN A P T 5 TR 8 TR — ol 2 Al 9 e, -0 o0 1 9 E2 400 L ) e 92
N 43 ¥ B BRAAKOF, HeAr G 0N 23 1 (7K F $8 o 1515 S 85 22 AH S 1 Fe 3 3 ) 7
o

4. WIRURESR 1 8K 2 8L 3 WP R — I ik 1 7 ¥4, FERRAETE T BT iR X 52 A

5. WIBREESR 1 82 83 HAE— TR (1) 514, FLRFAEAE T, BTl i 2 R AR 1 4
il

6. WIAUH R b Jrk (1) 75 %, R AEAE T, i A i R e o i A i iR R g
10%-100% [ 4= 1ML,

7. WIRUR EE 3K 6 Bk () 5 i, R AEAE T, il A i AL EE Ry o A R R AR 2
50%—100%,

8. WIALHE K 7 Bk () 77 v, HRFAEAE T, BT ik 4 i A 456 £ 25 A #F i AR AL &
80%—100%.

9. WIRRIEL SR 1 8% 2 8% 6 HAT— I (1) 773, R fEAE T+, PRI 2 1w 1-1000 1 1
[/ INMAFR IR o

10, WIARIEE SR 1 8k 2 853 P T — I BT iR i 77 ¥4, FERRIEZE T, Frid e i s &

11, J0BCREE SR 1 8k 2 B 3 P E— TP (1) 75 7, R fEAE T, il A i S 78 4 75 i
HE .

12, WOBCRIEE SR 18R 2 B 3 HTE— Il (1) 5 3, SRR AEAE T, Pl In s R A5 1 S
R AR T 40 i 52 AR B0 .

13, W SK 12 Pk () 771%, AR A T, i il )ik B CpG A2 5L, T 402 14
RAWHUA, ¥ 40 Mot 5 R FN Pt CD3 Hiik.

14, WIBURESR 18R 2 B 3 W AE— Tk (1) 5 v, JORRIEAE T, PRl i 56 R 4% R4
[FIAFAE Toll FERZ 4 CTLRD FBh 7

15, WIBAUREESR 14 PRk (%) 7 3%, HRRAEAE T, Prid TLR 3 5@ TLR-7/8, TLR-4,
TLR-3 8% TLR-2 .

16. WIBCRE SR 16 BTk (1) 751, AP IEAE T, Ik iah it B TLR Boik, s H % 280, 5
(1:C) —, FIK MR, R84S,

17, WOBCREE SR 1 8k 2 8 3 AT — AT iR 1) 75 v, JRREAE T, BT i s 3R 15 P fo g &
AT T 40 M S2 AR RO 7 R

18, WIRCRIE SR 17 ek 773, JRREAE T, Ik iRk B AE ) sk 8, mbhife 2
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JEAN LR TA) S5 i T (PMAD o

19. WIACHEE R 1 8% 2 8% 3 AT IR 0 514, FURFEAE T+, T IR S B2 380N 73 - A2 4
MR ¥

20. GIACHIELSK 19 Prik i 7725, HRHEAE T, iR 4 o Rl 22 TFN-v .

21, MIBCRIEESR 1 82 B 3 AR I IR i U7 v, HRFAEAE T, s S 2 20 4 FH LR
s DA o

22. WIACMELSK 21 BTk (1) 771, JHFAEAE T+, Brid S e 25 N4 A8 H ELTSA &l

23. UIBCRELSK 22 BTk i 77 1%, SLRFAEAE T, P e 2 RN A FH B K f 2 B R VEA
.

24, WIBUREESR 18R 2 8 3 PRI IR i 77 v, HARFIEAE T, P A 5 i ik B 43 B0k
W&, A R R, BERK B A, A0 QR 1A & , Kt Y01 T IR BE, MR ZE AT g, 5
W&, WA W B, A, 2R EE, OB T 28 i B A A 2R S e R i 25 (HIV)
(10399 R AR SRR e A L AR R o

25. WIRUMIELSK 24 Frak () 751, JORFAEAE T, Pk i 17 /2 45 0% 23 AT B Rk e 45 1%
(TB).

26. WIBCRIEESK 24 PriR i) 77, HRFEAE T, Pk is Je I R i s HIV J& 4,

27. WAURIE SR 24 Pk i 773, HRFEAE T, BTk X S 1k B TR w1 il KBTS,
s BV AR, DUBEIRZRG L, B AR Sz Bl 3K AR FCE 2 R MR REARAE, B IR B A o 2 5
B AR B PR TL0, B R 2 28, B S e O S 8 RS20, 58, 1 38 [, KPR R
9, DR, R YEIEYE 2 % (celiac sprue—dermatitis), 18 M 55 &4 1F (CFIDS), 18
RAEWBE R, 120k RNE 2 AP 20, 22 NV TR 28 I P i 787 98, IR PR RIE, CREST £551
A EEEEZ, R I, THIBFE B 98, BURLLBEARIE, ZEATR A A 3R 8 (A IMRE , £F 4 A 2301
I B NER'E R B IR IS, SR 2 R R, A ORI R, e R IR AT 4EAL, i R
PE L/ 3 PR 28 CTTPD, TgA "B, J By B HOBZURE IR i (T 2D, i ~F- & 8%, 2L BEIRIE, 1
Je B R A S ar 200, 2 R MHELRE , EIENLE T, DL, S5 HRIEIE, PR M,
SN2 R, ZHE R, ZIREGEEE, KRR Z NI, 2 R HEVLR R LR, IR TS
PR ER [ IUAE , J5 & PERR P A4, 2 Bt B i IQER AR, URE /R 7500, R #, 28X
RO 5, 45150, B B2, TR ERA T, & B VIR BE 4G 1E, RO ARG, 2 K1 K3)
Wk %, BEn ik %/ B4R MIBh K , Btz TE A 5, A A, 78 98, E R JRE T B i o

28. WIBIRIEISK 27 Fridk (977325, HAFRFAEAE T, ik 5 2 FLBEYS

29. WIBURIEESK 27 ik ()75, BRREAE T, Pl i A2 B 4 0 15 B8 R i o

30. BRI SR 1 8K 2 8L 3 AR T IR 5 i, R IEAE T, TR N S A 1k B T 41
[PJJEE (ABLL Js JE T, ATDS AHOCHEAE , T AP 2208 , S P bk L At ik 1 o , S i 4t e
M99, BRFEZENRSE, ' b B B o, e A MEBE AL A, TS SKE, YO AR AL 2R IR e, LT )9, 7 A
PR 1M, T e o 4t ffRg , L% R R B 40 L 9 5, 55 S 40 Wi (R JERD , IS e i 7
1Y ded , B B L0es , Wi A ek ph 22 R G s, LIS, TR SR8 R G g, SR, ' S
JUEE i b Jeg, LB e, J L EE (1 I, JLBE AL R IRIRE S S AR, 8B R , 13 PR UK 2 40 g
PR 099 12 P R 0 B 1 s » &5 B Ve, R R T 40 Mok EL 0T, 38 0™ T e R 4T 4 TRV IR, 2 4T 4
NG A Ve g0 e, B, WA, R R, A I, B E R, JUSCIRRE, T
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AMIATE S, AR g, HR < R E 2208, PO D0 6 Rt e , 4 B0 787, JORHE B2 1ML, £ 4E R, R JGS Bt
S, B, B mIE S, B IS R, W R AR E 2R G W JERE , AR T AN R, U R % 7 40 R
o IR, AR SR AR HEAE , M YRR, B 40 R i, Sk I e AR FLIR
Jos » ZH 23 A O3 AR, AN T, N SR LSO RIE i 55, K SRR B, v IhE , T WRE S IR Y
SR IR A e, RV AR, B, BRRS E AN Mu Z 2R A M 3 20, sk, PRI LIA
Yo, VI, 25 — WhSE SR SR-G0E, i, IR T AR, I, e, bR Ptk 7K b, bR 98 , 28 ik
CL08F, AR2E A7 Wbk L0, 59 PR FLNE, B MR VL, B8 BEAE R, RR (U F0R, BR O R 4
Mg, [0 52988, SR 0, Vo, 22 R Tk P 20 VA T Ieg , B0 1R 2F I, e a1 A2 7 0 2R & 1k, B i
T B RN A PR, SRR, SR, B VRN MR, AR BEAN N AR AT RS , 25 A T A
PREGEAE , 9F SR8 2008 7 g, A /N4 i fifideg (NSCLC), AR i, il i, [ sydd, R, i A
Jeq 3 IR S8, I i, S 5208, W) FRODR e, R IR P ogg , BH =208, A # 2 S WR 2 b 9
AR, ELVELL AN MG 20, 5T A0 e, 57 WA OG0 , ' 4 e, Rt 14 S BE 4 i
Jed , BRSOV L VIR, oM R UK e G, e TR o e » PRVJRS , A2 9T, 28 4L L (Sezary) ZRA1IE,
BRI 704l B i (SCLCD, /N g, S ZHL 2R 1R Jeg , 08 e , s DR &l i (R JBRD , 5 9, e
JEE PAVIRR , SRR M e, PR, RS AT 40 s (BS DOD, BEAT 40 e CFF — "B e —/— S0 RED,
Wi A0 Mo e, PRIE S, WA PR R A8 ()t , IEAR B 28 (1 Curoplakin), 5 IR, + 5%, BlE
Jerh» AN BER YRR 8 HTRAAS EC LR AR 1 IRE R B BRI o

31, —PiARSTIIXT G v 41 A T Fo g5 S N PR R 7 T v B R R G U L 4 ok
U5 T 40 M s2 AR Tol 1 FEA2 AR FREh FH i, FRS Ik B T 40 B i) Sz 380 43 - 7K~
1) B B s A G 8 50N 23 1) HH BB K AF FE s 6 B R Al R A i S K,
SN IKPEFR 7R 8 B LA IR0 SO E IR A7 78 BBk 2 5K P BB B < R AR IS, | 14 S0 )%
I 5 JEEIE 5 98 PR A e M 1A

32, — PRSI S rh 41 B A T S5 S N PR IR T T T R AR R G U 4 ok
YRS T 40 M sz AR RO T SO SR A M S e RS RGN to 11 RS2 PRI 1 i,
RTINS BT 20 M B G0 38 2408 43 5 7K SF R S BB i, R w5 28 200 2311 IR K ~F
NG AN AT S P SRR, e s B KPR 7R 128 B DL B 0 BROPERE (147 AE B 2R
BUKP B B 0 IR AR IR, , B AR S B i » S, 28 PRI A s M R

33. INBRIRAF TSGR S R G — el 2 Pl R A 40 i 3 ez OV 2 Wik 56
I, B 2 Wi 5 s Se R ANRAT PR 5 A HE T 40 MR NK 48 i 1ok IR0 &, JF H.
I 25N - () HH B B v o

34. AT HUARELK 33 Brik i, FERFAEAE T, BT i 48 FH B PR Aol 7] 22 TCR s
TLR 5h5] .

35. — P AR VE P I X S A A 3 G5 R SRS B 5, BTk 7 A

Ca) T8 i 18 T R 25 05k E P (R 58  Fmad Z50H B0 T8 X 2 LU T IR D IR 21 41 i Ay
TP RONVARZS I S B B8N 43 - 7K B B, 0 Uk L 40 e ok — o B3 22 b R o A SR A AR
SE R H 5 N (IR 2 e D e B RN 7 T 5

(b)) I AR B Bl % A0 B A BT AL BN G 80 15 HH g S NOIR A

(o) FRAE G922 e NIRRT (8 1 B8 4 SR 7 4 SOPRES s A

(d) T8 i 18 TH M 4 0 GRS TR AR L -
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M2 F R &R AR

[0001]  HHIEEUE
[0002] Ak HHE 2009 4F 12 A 23 SHATR@E N “An Assay GRED” 11 3L [ Il B & F1 H
1B 61/289, 880 AHKIFERALSEAL, HAH WA @E 5 HAAAR L,

AR

[0003]  AS BB Kk T e e s Wik g R Ak SR 31 3, A B 25 RS A T 40 o
PRI T o AR I REI 52 0 1% IR T7 TR G5 G DD I Yo e Akl R Y. A W]
A th BERE & BIp B 24 200 h R L2 Wik & R GT A it i R B B

B

[0004]  SCTAUL HIA5 PR I R R EAN 15 B AE UL I 45 R - BEUF SE o

[0005] 7R iZ Ut B 45 2325 RATATT IR ARAS WA A BRAS AR DA A DA BRAEART B IS s 36
BRI AT B ARTEAT AT B S A8 Rl — R TR — 340

[0006] T~ Foy5 A 2 W B2 ARG WU 45 B 15 R BB 22 TR o 5 1E 31 5 R N A 73 U RE 5
PE, SR . RS A LR R, 25 T 08 2 (RS W AN S 2 W A0 2 8 SR AR IR 7K
SRS AT/ B TR G 5 i e A9 e AT R B R IR e AT K P R R B TS A R R
R BT AT e PIEE R G o UM IER MRS R iz e, T 2R R SN T R K
N AH O IR P 3 i (K2 W 7 s o FEX DA B E 7E 27 155 3 BRI S 2 1 i 1 9 1 AR
FIFR %I AN .

[0007]  JE T i K — PS5 v T8 28 S AR 43 B 40 i 1 7 Bl I v % 25 P s B
25y Z 005 T 400, SR G 2 KRN 73, 1 a4k T 40 e PR RN T 40 i) A2 3
ML o RGN 1R FH 1 Bl e 5 03 A7, 2 JCBR 3 A, IR S 3 B V% (ELISpot) AL
AL MR o 3K BRI FH TR I R e 1 T 40 L MY

[0008]  PFH XS G R4 A1 T e e S I FRY BE ) 7 45 i) S 2 sk B N B 2z 0l ke o E 2L AR
P2 tif B FRT R AU A T R0 N 35 S N R RE T Bt o 3P S Y. ) 52 40 sl 2R R ek 1 i e PR
RAGVE (R R S PEBRFE

[0009]  Ji J Pk F e dik fa (PID) W SRR G4t , HLARAE A SR AT 1t BRAE R 50 082 22 4 1) MUy e 77
B4 (Hu 1 Gatti, Curr Opin Allergy Clin Immunol. 8(6) :540 - 546, 2008). %R, Kb
I3 P BB SR SRAT I (AR R PR, FF 88 H o RS 5, ki HIV &G R AL s AWiE S,
WL BB G R IHIGTT s B 5, WITERAE Can B s, WREL SR Rk A s B PR
5 RS G g

[0010]  Fo iz I 70 1~ S50 22 AL, AR T, 40 B/ 3 S 58 70 U 15 1R 22 0 45 21 1) 1 PR 3 IR
A EEEN. BT, Rz FAss AR DUIOR T T i e 7 S Wi 2.

[0011] 1, HIV RS 3= TR 22 CDA™T 40 MR o724 SR R0 38 1R 4 1% T B A2 57, A0 HE XT3
JELA 4 = 4 s 5 CCMV) T Z BT 280 B (HBV) B P e S P 3515 M 4 3238 I W 32 45t (Douek
£ Annu. Rev. Med. 60:471-84, 2009 F11 Chang %%, J. Virol. 83:7649-58,2009). [XlH,CD4'T
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T EORN 7 5 3 B HIV Y B R ACRRIC, IF O &S 124 b e s Th RE R RS A TR 16 77
S W 3 SR R A R A A AT (Hengel 1 Kovacs, J. Infect. Dis. 188(12) :1791-3,
2003). BRI, UM HEEYLAE IER CDA'T 4 M 2R IC i d 8 = AP AE TS D0 T BRI, R 2
T8 Ut A e R0 AN 5 0 S8 A bR 1R 72 PO 1) e J2 D BB 7K T AH K (Solomon %%, J. Infect.
Dis. 187 :1915-23,2003)

[0012]  AHALLHE, 3 DURR 2 77 A 488 K0 3 1O AN B A 2 R BRI S, Pl i AT SE R8s B RS
T (SOTO 4 2 0l S iz R R 259 e PIHIFADAVE D DLl il & R . 85, s
FEINHIFN 25 7K, LUK W 45 VB B RS A | B2 o o X SR A3 1 S e () &% 7 (Schrem
4 Dtsch Arztebl Int. 106(9) :148 - 156,2009).

[0013]  51R Z2 7 I T Ma 45 R0 5 SCP IR ASAH 5% S Bz S5k B 1R b 12 D TR R AR AR il 8 2 4
Mo/ SRR K. CIFR T 28 T 40 o 1) i 40 SRAS W 0T A 22 73 2RI, 48] T A A7) ot 4
JHa 5% 4 25 (PHAD | Tl i fi 7 2 i R 70 S 3K B 1 (ConAD (R T 3 1 s I AR T 5 3K 4 B4 )
T MuLhBeRe ) s Tk 2 2 54N FRE MMM THE. EERZ, SR AENIEXS
T F= B 3 vT R TR AR 1S H a0 B 2, I8 Tk SR bV A B R S T 40 i S Y. (Cooper 4,
Hematology :314-30,2003) B, 557K CH ER 4340 (NKD 40 ) FERAF I (T 40 ) Gz 44 i )
Ihbe R N — T st A 3 S e K B )32 2 AT

[0014]  PPANAIIEA T AR RE D ImIR L, flan, @it =+ =5 AR LE A HIV
SR (2008 4E TR W E R (2008Report on the Global AIDS Epidemic),UNAIDS ;
ISBN 9789291737116) Ff H. H AT &4 A EKHAT £ 100, 000 4 SL A% B B AE (Matesanz 5,
Transplant Proc. 41(6) :2297-301,2009),

[0015] &K My DhEEREns D& ¥h A B HIV Gy b, TR A i TFN- v 4387 A T M 42 0
TLR-7/8 s FHIAL A4 (K MEEIRR, R848) 1) 58 K A s )R iV (Nowroozal izadeh %, Cytokine
46 :325-31,2009). 53 &b, KWl D B8 T 40 B x MV (Cylex TmmuKnow G M} B %), 0 US
2003/0199006A1 FTid) 2 Wik # K li=>k F PHA B3 CD4™ 48 B ¥y ATP A i (Kowalski %%,
JImmunotoxicol. 4 (3) :225-32,2007), HEEH, Cylex #T 4 EnfE SOT 13 & Kl R Y
FH 5 AT AL A8 I G R HE S 78 A R 3 B 15 21078 280l .

[0016]  THEETT & — Bl RE LRAN W 5 rp 5 KRN SR A5 40 Mo A S 90 058 s S ) 4 4 T REAR 25 1)
A, IO AE BE 35T S 2 I 195 17 A o

XRAE

[0017] AR WIFRPEPP XS G b 4l He o & S B O ARAS R BE R0 Tk o A SCHTIR T VAREAE 3R
AN e TR i S B AR (RTS8 20 I o X AR B B0t B2 rb A 5 A T G e 0 T )
A0 oA T e PERE BE R PN IN o A S 3, A s B0 10 40 - it E2 40
BRAGIE AR 8 S5 L ) — b 22 Bislme i o 40 A 5 G 2 S 7 Y K 3 i 2 4
LA R B 73 R R BRSO R A E o RN 8 ST U, A il slCHL 0 604 T 40 f A
NK 4010 o — 7l s 22 Bl R s n sl T 40 0 SR I G e S AT R NK 41 i SR
PN R, BT il A SR AT R R 4 A 2 S P 2 5 ¥ e

[oot8] L5 S bl FRAG M BROG R S e v PEAR BL, 20 S i S I AR A 40 i /3 e e S B Pk
SEHFRIARI. 534, Brid kg RE AT/ I AR B 4 1w 1-1000 0 1 34T, JF IR IR RS £
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FHe SRR TR 40 HURE o A S0 25 B R AR B UALS, 44 41 1. 5m1-200m1, 4 5ml, 10m1 Fl
20ml .

[0019]  PPA A& (19 3RAF MR A5G R S % i BE ) IR B8, 46 4, %5 52 0 1 R YR T SO B8
TR, BT IR GRS 5 AT 38 e 5 R 4k e T I g AU () S5 Pl o

[0020]  PR|sth, A BH () — T 1 A 0 6 5 v 40 M A 5 e e ORI PR IR 58 TR U v
AL FENE AT G Uk T4 A R 5 8 5 SRS P A S TR A 988 1 — B 8 22 Pk ke, RAS: I S
P2 A0 I AR IR S AN 53 KR, A G SN A3 IR AR R X B K 4 i S e T O
7K

[0021]  AS B ) 53— 7 T4 SRR IURE 2 rb 40 A 3 e S s MR 7 7% BT ik O v AL i
TR SR IR 4 A ot o U B 1 5 R AP R S TR 8 ) — sl 22 i B i, ARSIk B A
P2 20 I 1) G 8 N AT R G I, L ep S5 RN 23 BIKPE TR 76 B T4l e/ T s I
I KA, Herb s S B 1R KSR 7 08 B DA #1038 R 0 B0 hE 1R A7 A8 B0k 2% 5K P B
B AR B, R SR 500, JREE , AOE T , AR T ) FE A v 7 R R S 5 B
[0022] AN BH ) 55— 77 TR IS I X6 5 92 9 BRI 1) HH B L SR 2R L AP B B IR U7V
JIT IR 7 A FE e Xof G bk EL A JHOAE ot Sf Y50 5 388 R A R S TR A 1) — b s 22 bk B ik
FRS I >R 1] G 92 40 O 1) S 82 250N 73 1 7K S B 38, A G2 5808 43 - IR 7K P FR 7 9 9 B
IiE o

[0023]  H- 42 AU BH IR g — 7 T B 145 M 48 o) 0 W) 292 93 BSCI E TR YR 97 T SR 582, i
EALREN AT Gk Al ke YR 5 IR T 7 SR A, TR B8 a4 PR S8 R S B 1)
— e 2 Py FARAEE LT Rk B 5 AH I S B RN 43 1 HE BRSSP 5 i,
TSN 3 KRR 7R 16 9T T SR BT

[0024] AU BHIEHE R I & AT A2 15155 T G G B f 1) 77 7%, BT iR 7 AR A ik )
S FRIRT S 6k 2 40 i St Y05 5 I A R 8 TR B i () — i B 2 B s i ) e ik, 9 BRSOk B
O C A Y PR 20N 3 () BT P , G A 2808 23— IR AT 0 BT I 120055 5 1K) S P 0 il )
7K

[0025]  7E—ANSEJtE 77 A rh, A TLR SEBh5RIA TLR Sah5m3E sl

[0026]  ARPEILTT 1H, ik ikf) ] L2 25 s e 55 24

[0027] AR B 7 VA BERR A IR 7 AN SCIRREE FH T VP X G 1385 18 98 S 3 SRS I T
R 9 15 R S SO, P o 7 49 2 [ A S s e, SLBEYS , Jeihe B0 AL Bl GR R B,
R e e 1 ) I 2 P A A P ke o A e A HRRE, W2 TS 15 T . IR 2 40 R A
A R 4 1L, {ELAE: A 2 BH A8 A AT rT 90K E0 40 e R 110 3 T /B 55 VR E 400 L %) 2 s i DL R 2
Doy SR/ BB RR Ao LR BORE S i A B EE SRR SB 458 5, TR AR &
B —# 5y o AR ALRE 22/ T 40 M CT 0K EL 40 ) R NK 20 g (NK 0k LA D o 2 2% “ i 4l
i A5G T 4188

[0028] WM, FRE ) Qe Bl B AR I B R NIRG TR . A A AR
i B B A I, R LLZY 10%— 29 100% A & 23 BT AR R (RIS RYVR-E 9D AR R A TR 38 1 4
I, AL 4525 50%— £ 100% H1 80%— 29 100%. 73 HrAFRIE BT LG 1w 1- KT 1000 u 1, £045%
1. 5m1-200m1, %1 41 5m1-20m1 ,

[0020] SR W] A T 38 R AT Pk 0 5 TR e B A sl B 22 R mT AE (R4S A o 74,
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TG TCR 37 A TLR S zh 7735 s, bk B4 M AR mT iRy s B, LIRS UG % I B R 75
SRR R e RV ERE T

[0030]  FiRX Gl L2 NBKAE NI TR, AR B AR 2%, SRR E PO N . A
TE A A B S B rh o e A FH B 5

[0031] 55— Sl 7 VA, AR B AR DU 1% 5 T X S e S 1 7 v Bk Oy
TEALFEE A 1 TR0 G Ik E 40 Bt 5 s SR A5 R S8 R B 3 1) — P B 2 Bl e ik, I
TSR U0 B2 0 T ) 8 RN - ) HH IR AT, FE i S8 U8 23 - 7K P FR 7 5 S 1
B 5 2 AR I S S SRR

[0032] I R0 R P Bt T e A i BH 1) — 3847

[0033]  — NSy A, B R A, AL A RGRI B B i AR S U . —
R, VAR AT B AFAE N YEdr. A BRGS0 N MR, BT a8 o Iy B 1 R
HSARUE A B AL SE 50 % R GEAH A, X L0 A K 5 R0 B LAZ UL 1920 B o Iy e S e
A B AN S5 /N Tk S 56 5 e 4 R It 2, R i AR A S 5N R B A R A P RIS
FIT i35 JEL AR 4 N 28 S B BB B (HIV) L Z B BT R385 (HBY) BRI AT 490 85 (HCV) . 55
A, A8 RO AT 09 7 T B0 ) R vy S T BT 24 FLBE R AR

[0034]  [AIH A BH HR AR 3 5 R 40 i A 2 Sz 1S, PR iR 38 SR 70— A St 7 X 4
WCERAE, ] 1o B A QU A T A R P I iR SR AT M R S R S () — Fh e 2 AR A i D R
B IR IR —ME 5-50 /B, il 24 /NS RTEERUIMA SR

[0035]  H e RN 73 — R 4H BB IR, 49 A {H AN R T TFN- v, 48 i 2= (9 i TL-2,
IL-4, 1L-6, 1L-10, TL-12 8% TL-13), FAL K5~ B (TGF B ) B0k 41 M slok: 41 A w4
W SV R T~ (O3 3l A2 G-CSF 1 GM-CSF) o HAMRLN 73 TAESK 6 FhHIH o Fd N5 71
LB ACE RTRRE 73 7 5 SKOP 8BRS %0 7R R R AR I e .

[0036] A BRIt RE FH T-9R97 7 R BN EAL B 97 5 vE R/ B4 oo B 24 4R
Gisr. WP E LI TR T Mt BRItk vk, Hh e s e b e m i,
SR G AEE AT FUAT BT 4t A 5 S [ N, B & R 08 i3 &6 4 DA L7445 T UK IR I R
E/RELIE iyt

[0037] S5 4b, W] DL/MARR M AT 00 1 B8 % L2, 24 Fik s ABEA A .

[0038] [t el fiaj 22 1) B

[0039] L] AR R R INB SR B AR ] 0] T RIBOITA N E SR BN A 1E 1 & H)
J1S . WML R RIS, T Re R EAT k.

[0040] IA-C 2 EIERIR, Bonok B2 M FE P SR IEN- v WV, IR F R
BEOREEUA, A8 TCR RS 2243 245 (A FIPE CD3 HLik (B) B TLR KA R848 (O,
[0041] 2A—C JE BRI, TorvPt CD3 PiA (TCR IshFDFIASF TLR Fzh 7 I F o (A)
TLR-2 ;Pam3CSK4 F1JJ5 H 7% 580, (B) TLR—4 ;LPS (IF 4 1 (C) TLR-7/8 ;R848 (1K MEndsith)
WEW. B ERECE BosAH BT CD3 P ik s ias 724, H TLR/ Bt CD3 i Ak il s
FEMII IEN- v SN 8 A48

[0042]  [&] 3 REIEL R, Bonfdi FH TCR/TLR FL 3B 6 W3 7] LALE 1E 7 fa BN A b ¥ e S bR
(e FAEDIFN- Y R0 I 7] 8 fg FE A FE S5 Ja [, AN ReOWL 2% G e Bk A MR TRN-v R
NN FE . BRI, 25 B N P4 E A8 R AR I 08 A FRD DY I, mlHEIRT SR 1B 259096 77 BRO% 0 1) e iz

8



CON 102713619 A WO P 5/27 Tt

O &

[0043] ¥ 4 REJERIA, B/x7Ek BT (TCRHTLR #3h5D FIARIGT (NIL) A i A i
BRI Z AT . 1Bk BT CD3 HiAk (TCR S4EhFD F1 TLR-7/8 ah7 sRI48 (1D mkis
WO B 2H & IR 1R T AN Az, B A R, R R A 5 2 7 LAE A TCR AT TLR
)37 [R] A SR 4 ot ) o 2 b R B QI € 4% s TCRATLRD o SR IA Y7 A AR BL , 20 HoAih 43
F L (e 4k sNILD,

[0044] &5 [KEJE Bor 5 HIV KGRI IE B ZH 0 FH A i R SR TCR 8351 5 TLR i)
)R LG 5 4 0055 S 40 F AU EE ) 040 (TCRATLR) TRN— v 2 S RS2 B (b [l o WIS A BE
FLHE (D) RACTE HIV B GE B FFARD AT (DD IE R B A G BRI . A I
x 7,

[0045] P& 6 (¥ &I T2 o HIV B 41 1 20 &30 7 CTCRHTLRD )38 1 4 ifi A, W %2 21 1
IFN-y SN 7KSERT CDAT 40 ot %5 8] i S ek .

[0046] 7 REEITERR, BoRTELR 8 SR BRI 2 Go 52 F0 5530 5 B ¥ TCR FH TLR 3%
A A R A L.

[0047]  RHIFIA

[0048] LR ULEHS T, BRAE b R SCHRE F AN, ARG AR s AR A <A 7 B A
A7 N B R T 7~ AR TR O A B R o SRR A T AN HE R AT T At e A B R sk
H ool ek A .

[0049]  ASXF G UL I AT IF SR AE X «— AN “— R firiz” R R 50, e L
T AU . PR, B0, BT 40 B RGBS T 4K, RIS ERE 2 T A 4R Ak
)7 A g B — A, FPR AR 2350 88 A R B AR R BRI BN ER AN T T 555

T T AU R T WREAH R FEA SO ] B . gl i B RE T 4N AE R e R
SN B, 49 1 NK 40 i

[0050] & % “Hil57, “IRFN7, o7 R AL G AR BN SERFNPE AN B E NI SR T
Moo “UE7 WaKEZAEE 5, 5] W s O w57 s RS A 802 B sy BT — iR A 1)
PRER o G . A, 2350 308 A0 R LA 43 i N5 SR A5 14 0 58 R G2 4 e PRI PR P Bl B 22
5o AE—ANSZH 7T 2, PIR RIS TCR BLshFHIA TLR Mshl. BRI, A<k B 5 T A
il 1 P2/ G bk 7 N s A T Dt W o N R B B = A TR NS 7/ P 4 Rl  ER S e 7
5Pk S B A RN e R o 35 R (P R BRRR & 20 o SRAS IR Sz sy vl LG I T 48 g
2 R S AR AR 7 ST SRS S . TCR JshF Az 9 & T CD3 Pifk. TLR #4sh
FELFE TLR-7/8 Wi, 4 R848 (K MEREEIEL) .

[0051] A% % BH 43 o ack >k 1 42 M ER A5 PR R 2 O 95 38 ) 9 U2 48 T P 280 Y2 43— A e 3
DRI o X AT 750 5 R LA X % A 4l A 5 B0 8 S W BRI, AR O BH AR A I L T
ek T AN FE G P Al A S SN (R, 32 A2 TR I A N 4 R A 98 G
(83 T 40 BN 7 F I IR Ko 96K B 40 g 5 18 5 SR A T A 0 R A B IR R el . — i
2D PFRF), b 22 /b — PG5 R A3 1 S Gaick T 40 M) B2 /D—Fh g o o K 4o % Gl
ok NK A . B, A8 A AR SRS S B s S AN 5 R S e R i A oy o RIS
PE R AT LA T 40 j 52 AR AR R BRI 77 5K BRIk, AR R B4R SERS I XS G rh 4t g
IR 7325, 33t i B ARSI s 1 BRI 515 3 S B S AR R i . il
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JiiEAR RS Wi Ah G » s R DL, I 5 S 5 M AT RPN X P 0 B3 S A ) () 3R AT A
SER I8 A0 M S N5 LA R VP R A 2 Pk 349 e s A 3557

[0052] Kl A S BH IR 77 0 4t A 0 6 5 o 40 A 5 B S N ve PR ) 923, BT IR 7 VA,
FENE 0T G U T2 40 ke Y5 5 38 5 AT R S TR e 1 — B8 2 kR Ak, ARSI S0 92 40
A2 GRS 8 RN 53 K, oA S BN 43 (RSP FR 7R 0T BRI 40 B A S [ N K
[0053] A% BH 1) 5 — U7 TS SERS 00T G b 4l A 5 H e I i P IR 32, il T kA 4
W R G U T 40 A eV 5 1S B SR AT 1 A 5 TR G2 11— 22 i ) e ke, ORI S
P A ) B 5 RN 53 7K R HE I, e Sz 3O 2 1 AR s A S K 4 e/ B g )
N IR FErp S [ N 7K ST FE 7R 6 B DL 51036 195 98 BRI RE 1R A7 7 BRR 2R BROK T BRI
B IR AR, B R S0 , Jei i, 28 P g R A A B P )

[0054] 17y AR 2 BH ) 53— 7 T B L ASHIN 0 5 o 48 A 3 i SO MR IR 732, Pk U v
FEFE T G 0K T 40 AR i AU 5 1G5 SR A P AR 5 TR 2 10—l B 22 P e e, IR IR
% 2 L PR B 5 RN 53 17K (R385 s He b S 2 3808 3 1 IR K i 7 40 A 5 i e K
SEIFFRZRGE B AR F1) 3R 50 BODRE IR A7 7R BB R BUKP B B i R A, B R S e 550
ST » 28 T RE AR A EE PR IR

[0055] AN BH (1) 55 — 77 THD 5 A ARSI o) G A 2 B i 140 B SR 2R L ZKSP BR A B 1R 7925
JIT I8 7 2 0 e o G vk B R 5 1 R SR AT T A 2 TR 2 (1 — P e 22 P A, A
TR B 92 4H M ) G 28 250N 431 7K B3 s L S e 208 43 - IR S HE 7R P 9 BOE
[0056] A BHIAFE IR 2 A T2 15155 50 G S sz S 9 753 B o7 V2B FE ks ik
1) J IR S 3k B2 40 B ke Y05 5 SR SR A5 P R0 2 R 98 (1) — i Bl 22 P B sk ) e e, FF FLAS: D>k
I VA 2 40 L ) 25N 43 BT EH RN A 5 B rh 8 23 (R K P i B 1R )35 -5 1 e 2 41 )
(117K o

[0057]  HR#E L T7 T, PRl m] LR A s A B 5 24 .

[0058]  #F— AN sgii 7y X, Mg AL S TCR 4 5h 31 Can i €D3 Hi 44 F TLR 4 5h 571 Can
TLR-7/8 #zh7], W mEsipk (R848)) FL Il .

[0059]  [Al1tt, A< BH 4R A 0 XS G v 4 i A 5 i S R P 1K) 7 3%, I I T T AR A X
G2 0 B0 SR 5 B v SRS I N S R A 1K) TCR S Bh IR TLR 1esh o4 i, F00R I M s 22
A A B R B8 BN 53 - 7K 2R B8 BN 43 1 BRIZK P 7 B K148 /5 9 S B K
[0060] A% BH (1) 5 — J7 T SERS I XS G b 4t A 5 H 5 I s P IR 92, BTl T kAL 4
W R 5 K T 40 A S AU 5 1 S R A M R S TR B % 1Y) TCR BN AT TLR sl m4 i, AU
TR B G P22 240 B IR S B2 RN 37K ~F (R385 s He b Sz 380N 20 B P i s R % 1 48 e/
TPz RNIKF, e e B KRR 7R e B BT 2138 1950 BIOWIE I A7 75 Bk 2R BOK P B Y
B o ARGy, IR S e » TR e 28 PR A A m M)

[0061]  th 425t B AT R I S5 R G0 I8 () TCR BLBH AN TLR BABh 7770 40 M/ 5 60 328 i S )
WSS AR = N, BT IR T3 v T I B R AT RN e R S R AR W — P B B A i
T VPR EL A0 R RS I R 23 7 B HH R B

[0062] Uy —A~SEjit 7 AR, AR R B R IAAS U6 S e A A A 5 5 S I 6 O vk, Brid s
TEALFERE A I 1 TR0 G Uk E 40 Bt 5 s R A5 R S8 R B 3 1) — b B 2 B e ik, I

10



CON 102713619 A WO P 7/27 T

TN VAR B2 0 L 1) e 8 R - ) HE IR B AT, A S 8 38 23 T 7K P 4R 78 5 S 1
B 5 2 AR S S SRR

[0063] A1 (L3 B SR AT 1 AR 50 R A i 1) — ol B0 22 a5 70 A8 A 5 2 I B (92 I K
BB P A i R S BT VI R B SR R A AR 5 R G e ) — Rl B B4y I R A AN
FRS IR 53 B IR B R o

[00641  Jbb o FH A HE S I B 42 50 B RE IRIAZ AT B 5 KT BB BB, o i 3 B e A6
W SR RIS . B 5 500 JEE « R MERREAT / B ik 24 500 s 2 1 ) A s A A 85
Bl P& RPNy T AR — R B AR R 2 T

[0065] 4 M R A5G R fo 35 v e, L8 I8 T 48 B2 AR (0O PR RN/ BRAE AR M o iz A
Toll #E52f CTLRO R ME 02 , 491 401 F NK 40 fR A 3o “ o 40 B Fa i« T 4 e, T
NEHMRFICLAE T T 4008 CT AT A0 WM. J58 GREHH T 1817 40 B i3 &) Th g .
AT RE R T V40 M AR S AL CD25 BOAK gRAE JAKL B TYK2 384 5 1 1F X 8k
R XA s P AHUAR AHE AL AT BRIC CpG s A TLR 250 I 5% 7 IR 5 LAtk TLR 4
550

(00661 7R i S Jih 77 A, T 871 240 LA v T A 0 At ) 2 s I 41 ) 48 o

[0067]  [KlLk, A< BH I X AS I AT S rb 40 Mo A 3 2 S v M 19 7 3% BT T VL
XFGEIPR T T 40 f sk I -5 Ak, B alF0iE B GO T 40 Pl 7 rPm ks sF (D
35 M A0 L B G R (RS TR s R T 40 M S SR AT I AR S R S g I — sl 2 Al )
B A, FI R B G0 5 A I S B RN 43 T KT IR R, A G 8 BN 4 T KRR AR A B
HOE RIS S AN Y S

[oo68] T 115 L BE HF il 351 =l i 15 5] 1) 7 ) L& CD25 Bl i, 1 B AN FR + CD25 [ £ Sl
Bl T TR BRI R 45 A 1 B, CD25 9 AR B 2L He i 22 5 I B R e R B AR B £ T
BT DA A BE YA 3 B A S ) 64 1E BRI F, FLE A g b
Janus MREERER 1 (JAKL) sRESZ RIS 2 (TYK2) 8% JAKL 8% TYK2 2% [ 11/ 137
[*) mRNA B DNA (BEIBARYI D . $8 K</ oy T HE S 3R 8 FURT TR 32 48 (TgNARD , ik
T HEBREF TS WO 2005/118629, FR M, A 3R 5] 19 H At 7= 450 4 8 sl S 351, 9] G o it
Toll #5248 CTLR) A1 / BLHAMMLIEAE ) CoG 43 . BRI, FE 24 TLR 75 1550 A & —Fif
L PSR IRI) CpG tHIE A & B — 343 o

[0069] W] s FH £ — 2R AR AT BAE AN B 22 S AR Y T 40 . i dun, ik
IR H CD25 BL AR JAKL/TYK2 1E X B U IR sCD25 B R A TLR 15305 s JAKL/
TYK2 1F X8 SCEERZ R AN TLR #8755 3057 8K CD25 Bk, JAKL/TYK2 1E X8R L% IR
AUTLR PR FHAT o B, HH— MR AEGH . B3, ] A AL 46 A% 1P IR R TLR 17153
K CpGo

[0070] AR A A B AN [R] 75 T, bk EL A I/ 2 40 Bt mT it Jsr AN 5 0 J 135 5 1 3R
A PR e R A3 SV

[0071] &K “Xf 5”7, BiGE ARSAE AN, BFE R KK, K& Ang=E, 4, 5%, 5, §,
=), S SIS B Can /B, KR A, TR 8 B D, FEIB 3 Cn iy, 45, & 25 Fh
(WHEE S, KD, RT3 TR . BRI AR B A T AR ES 2%, LR & HORn £ = A
BYAE N, AT HURIGE S LR AT MY o 1, A R B (R B0 ] T 5 57 A (g

11
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B2 BiAL / B ) ARk ia Bhid A il . CETPHD FEYR « T SAEiashh Bon— e
[Kj—%e ETPH X A1, EIPH [P I PR T = LA T

[0072] 42 & A, ELFERE & ABE, 040 LB L 22 AE RN AR 59 AT DL R R 5 OV (10 R 2 4
(G

[0073] 5kt 77 A, %o A Ho 40 M/ 3 1 S0z Je IR 6 T 0 0 4 S0 Ak
V) 03 EE R 25 A HUIRT e N, i R v e B 4 SR P s O, SLBEYS , M 350 5% i S g Bt AR
SEATAT G SR FA B S 2 I I 5 38 m] B, 48] G ] L G 22 A ALy R e Ll 25 4 5 |
Ao BUE, BB R 8GR

[0074] G Y58 280N 43 1~ 1] LA A2 M) N 40 i v A B T R 8 A e i 2 — Y T 40 1 AT A — Pl o
RVETHE (IFND B TFN- v @ il FH ) S5 38 R 43, Ho At 455 48 o BXL -, 461 o
Z (IL) W1 IL-2. IL-4. IL-6. IL-10. IL-12 8k IL-13, JPR AL F a (TINF-a ), #ALE K
Kl B (TGF-B ), ¥ Ml I PR 1 (CSF) {5 ki 48 e (G —CSF BIOR: 4H g = W 48 il (GMD —CSF,
CL RV 22 FLAh 43 rp A I 2% R R R MA BR AL 43 o T REES B LA SN 7 035 38 6 P A1) (K01
s,

[0075] T 4i e 52 (A sh 77 197 9 B0 46 PHA, 1 25 2K B 55 32 BCSEB), CpG A% HIR, T 41 /i
SARE AW PURFIPT CD3 HUAR. AMHE T 40 o 52 AR 1 RIS 14 Ho 12 50 7 451 B0 F5 PMA AT
ConAo TLR 335G Pam3CSK4 (TLR-2 Fi 4D, Jig H 8 ZEME (TLR-2 FifA), 28 (1:C)-(TLR-3
BCAARD, G 20 (TLR-4 B, WK mEngsiskAb &40, 491 4 R848 (TLR-7/8 BN CpG SL Wi 8% 1
1% (TLR-9 BeA). 2 T1EHE TLR IEh5, Bah 53 b 5k B TLR-7/8>TLR-4>TLR-3>TLR-2.
[0076]  “CpG 73 F "FR A4 CpG JP A BEE PRI B IR . AN KRB &2 Toll 524K (TLRD
DhBe Bk 5 72 G HoAth J7 i AT 15 55 o

[0077] A% BH AR CHAS I 52 mp 48 A 5 0 98 S N PR (1) 745, T 7 V- R A8 R 0T 2 ik
40 kY5 5 TLR Sl iR SR AP e e e fule, RO > 1) Ho P2 40 G P e 280N 53+
AR, He A G BN 43 - BIKCE SR 7R R R I 4 A 5 5 SO

[0078] A< BHRES BEAS I X 52 rh i BROOAE (R A7 AE Bt 2R K- B B, BT ik 92905 BY
SO A5 G095 SR AR IR, B B SR B P, JREIE, i A A , R Ak 254y » o ke R R 1) 4 B R
SLARER R BT S UL R 2 il B B e e 30 0451 40 E s 175 5 5 o

[0079]  FRAGPHEFN G IR F 5 WA ) W] LALE S B 25 38 e 25 B 08 T (B4 ST RE, 9] i BR Bl s
N 2T SO . AT e 2, fEAT A AT B R B . AR, an RAFEHUR,
IR AT LA B BRI E T N A% 19 G 75 2 AR B Bl BR sl H A [ AR SR

[0080]  7E— SRt 77 2, MO GUSCEE B it — oAy T ISR B b o g sl
Foh B B LA A RS o R MY, A o A i, R AR R . B, MR
Ja AR AR o R A e i DA 18 HL2 5 07 8 (A AR BH AR e 31 5 f iz
S0 B P LA o 50 G 9 EEL VAR, M VAR 2 R0 B R B s AR B A PN P P R A R 28 1 4 i
TEERIIFE S $2 0 “anii”, B8 BEA B W A 2R 5%, 55 9% 28, 1), OB ) S MoRs 1 42
Mo FE—ASEHE 7 A, RS <2l ” 5520 10% 4 AR IR AL & (RIS NIR A YD .
RIE“F D 10% AFR A48 My AR Ry 10, 11,12, 13,14, 15,16, 17,18, 19,20, 21, 22, 23, 24,
25,26,27, 28,29, 30,31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49,
50,51,52,53,54,55,56,57,58,59,60,61,62,63,64,65,66,67,68,69,70,71,72,73,74,

12
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75,76,77,78,79,80,81,82,83,84,85,86,87,88,89,90,91,92,93,94,95,96,97, 98,99 Fl
100% ) R NARA P SRR . Al NBSMAT, 9 andss 722, b, IOEF) DR 25, mka
AL A IR

[0081] W] 48 FH /MARUM I, 20 1w 1-1000 1 1. /RBIAHE 50 1,100 1,200 1,501 1,
100w 1 #1500 w1 ML) I8 o BRLE, R AR HEZY 1w 1- 25 200m], 45 Im1, 5ml, 10ml
F 20ml .

[o082]  If ¥ W S5 IO N S5 ARt B B AL SEES 55 RAAR A, 3 BEn] i -G K B A B A LA H
FERI AT o IS0 B A8 0 AT Ak T R AR A /N A I i 2 S 6 = 4 e 4 IR 1 2%, PR i PR A1 S
2N SR S R 1 AU, 49 40 HIV, SRS 28 995 35 CHBV) BRI 2RI 98 3 B (HCV)

[0083]  § A UR 55 ISCER S I ZH - 5 ol A 280 HE w6 PR R AR, n A BRORRE 481 A T A
AR R IS B n R T

[0084]  4f /3 Fn 05 25 G0 1 40 M 3% 2R A0 60 S At 1ML s ) S A ST 0 n 4 1w S e S NI g
73, 3 HBA TR R OVAEAN LS 29 24 /NI B ™ B PR B 2k o N T DAL 1 128k
il it B4 75 SR SR VEAE D B 2 P PR AT 40 M S KR 1 AR 2 BT 2 BT T 12 R
BRI ER Y o — BHUFIEGE S, A F R EOR S R4 M. TPN- v AL A48 i A
T B PE RN o FAE MR AP A E , PR, A 5 B TE AN 75 BRI 2 1 BUPR T BESRA% 0 T A7 1
[0085]  WFEAIRWT LA 1-50 /N, 14 1-40 /N8R 8-24 /N B DA R 2 TR] R B [R) B« 1,
2,3,4,5,6,7,8,9,10,11,12,13, 14, 15,16,17, 18,19, 20, 21, 22,23, 24, 25, 26, 27, 28, 29,
30,31,32,33,34,35,36,37,38,39,40,41,42,43, 44, 45, 46,47, 48,49 8¢ 50 /N, 24 /NE)
N [R) B )

[0086] il 41 HL 1T F0 % KT RE ) X VPN AT 2 B8 ) B, It B ) A5 X6 B A4 451 an il A
Wyl T BICRT AL B R e Y., HE 0N B AR S S NG G A e B RO B DR A HE AR A B
LA e 155 250 B8RS N 8 A oA SR I XoT 5 oty 2 P v ) e P B e sl AU P o AR SCBITIAR R
3t BE A 3 B S 2 I B 259015 T S e TR B o PRI, B8 BRI B K 4 B A T A
Pz S 7, A7 R 2 e G T B A 8 5 1R S B A2 T, A e 0 PR A T R JORE S hE R 1
HAANPIFRIC . FEP A, W e A SRS RS R S o 53 40, A% ZIMAF T 1 B
RIS AR W L E 2R g9 N B S 54T o

[0087]  7E—ANSEJtE 77 2, 3 R S e S0 R I A 1 M R R o e T B A
(K25 45 IR L8 H 3697 KRR T R, S iE A RAEPE i R 259 o

[0088] i R AR B IR YL R AU RE AN B, P52k AR o 40 B ) 48 B 5 25 G P PR 2 24 G
FH PESR 2B, 491 40 43 AT B 8 (Mycobacterium), % 253K [ J& (Staphylococcus), HEEK # &
(Streptococcus), KJHFF i (Escherichia coli), Yo 1K (Salmonella), ¥R ZE AT B
J& (Clostridium), E{# JE (Shigella), Z AT B JE (Proteus), Z M B 8 (Bacillus),
W IMLAT 5 J& (Hemophilus), {15k ECHR g /4 )& (Borrelia)Zs . 454% 0 #5411 (Mycobacterium
tuberculosis) LA G5 1% 73 B A BRI G 7= A= (1) 9 0 481 At 45 4% 8 (TBD 2 R5 A FH B bx
9o B3 7 191 B 4 8 0 B (SR R B AN BRI R B , T2 98 B 0N 2 S e R [ i 7
CHIV) A= A s » 35 28 ALFEIEJE HUB (Plasmodium), M8, 27 248 %% HAhw
JiR AR LT AL 40 NG, 18] L P B L TR
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[0089] AT TR F TN () B A4 f P2 5 v 456 0t e BTG, o EL PR A 4%, DU R &5 A 1k
B A 5 52 BT 2R S » 22 R MERBARE, 1 B I B 0K S e 5, B AR S e s i M 23 1M, | A A
FE I, B AR Gz B S SR SE AL 28, 1 ZE IO , RIR PR TIIE, Lo, 1 R PEIRYS Je R
(celiac sprue—dermatitis), 2 I 55 4G 1E (CFIDS), 12V S ME N BE#H, 18 1 RIE 2 2
Jig » A8 NP TR ZE P AL R, IR PSRRI S, CREST S 1E , A 52 2200, vl B, S b
J7 9%, BLR AL BEARIE, AR GAERE O IUE, A4 20000, B /D ERK'E £, 4% & 75 [k, 2
P2 R PEARZEAR 28, My A FIRME 5, R A PRI 41 44k, 'R A M I /N gl 2> P 25 98 CTTPD, TgA
B » JE I BTN PR e (1 D), 1 & &%, ZLBEIRIG, Mg e 180, IR S MRS 4 8 m, £ &
PEREAGIE , BAENLIC T, OIS, T8 R, SR, S5 2 9k R, 2 E R, 2
RZEA1E (polyglancular syndromes), KR P2 WU, 2 & MENL R A LA, 8 2T
RER L [ MRE, SRR AR PR IR A, 246 B2, T v QIR R, e IR £ 6hE, R T4, 28 X
KR, G590, B W, TIRERE A, R S IR B LG, REMELATRIE, £ KM RBIIK
%, Bk 98/ B MBI IIK A, 100 Tk 5 W 4%, AR I A, IV 98 0 R

[0090]  3E K P 48 e % SIAAR IR G2 ()98 A B3NS B Al A 5 S N B B . AR R B gk
B8 FH ARSI X e A 5 HH I A R i ik R R 7K R B

[0091] &5 35 S e 0l AT L Ao 15 B 48 JRE SR 1%

[0092] AU BHAIA 1R 98 i 17 7 9 B0 R AHANBR T, S B8 8 DX SR 20 i 2T A A
JEDE W) 7 [R5 9 TN 2 L, G FH ORI 2 4 4 B0 s (R AL 21 Re A AR R BH T i3RI
RAEPRBIEEAPR T, B, DB, R, WAMEIG R, 50, BRMAE, 1 E R, RAE,
WU, NEC, INFEME N 8, T 98, WA 4%, PID, IR 58 , Wehg i 5, L0, 41, Wi, i B ik B
R R B S, 18t 98 i It 5 A 22 4o 20, 18 1 ORE I8 2 22 A 2 AR A 2 , 18 1 A It 5 A
Z AN, 120 RE N 2 SRR, ST HE AN, AR B ARSI 55 1) ETPH A1
BN RE » 451 a0 S 115 g

[0093]  JEIEVA YT o HU gk T 40 M /1 o e e A 5 B e 3 S0 e 0 ) Mosg v o7 24
Yo AT IR I Eg A0 45 — 25 FH 2L AR A 40 i A 4 245 (9 g TR 1) T X 26 48 i
BEATAT A R 1] AR A0 o 3 2e g 12580 A 4G ABLL JRUE SR, ATDS AH OHEAE, Wr
PRER T, ST VO C A I 1 I, S T 40 T 1 L, RAE S e B R B e, e R
FEAL A, FE3R0E, R A 2R ARG, T 19, P AR B it 38 1ML, 22 T I 40 g , L5 Ok 1 B 41
A FRAE , FE Al i RO, B DLs , &8, Waded , T~ JS B » T A A A o 22 3R 40 e
FUIRIE, PP RGN, R0, B S0, JLER IR, JLERE, )L B s, JLE K
MR IE, R IR, G T, 1 Vb L 40 B ek 1 oo » 02 R 40 B 1 L , 5 e B2
JR T 40 ML vbk 08, 8 o7 R B IR 4T 4 DAVJRE , (1 21 i 20 08 A MR /N 40 e, o, N o WM, T
IR, S R, B, JUSC G AR, A IR e, AR e, FIR < DR 65 3208, A0 I i B 4 g
Jeq, SN, YORFE T AL, AT AR R, IR B DL, B, W iE e, 1 S R, WA IR AR
VA ARG TAE , AR TE 40 MR, B Ok 7 A0 50 IR, o 22 s LR, G RIS Pk of e
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PERSSUVUN I , B8 BE 40 Mo, REEUBRE, B e K gl e, (R) R R, B e, DI, 2 R o
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B, AT 4 e 8 - B i /- SR D, W SR A e, RIE S, WA PR R G RE, AR iR
H, 15 R, 1 EE, BE R, SR, ORE IR G I BBk e B e AT BRAH R .
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[0095]  H iz A543 BRAS I AT DAAE 8 1 AR PR /KT i o DALt , e 280N 53 1 1 HE B
I ARG BN R e B o 902, 0 0 PRl 1~ mRNA ) 7 7K P 2 S 7 40 IR 7K S 184 o £ 1)
B

[0096]  Hu i A5 N A 1 AU RSN R/ B2 Ik 26 43 R A o S B RN ) I e ARy
A ARSTATIRRE AR ARSIk OV 50, FFELHE , 51 U M e 5 i 20075, ELTSA il
BRIDE S e BT RV o “PUAR” BLAE DU 43, W FLBh AL (A N IRARD Pifk, £ ik, A
B TR LR A AR P B BL A . 0 T N B2 IR S5, AR S e il Ak B2 S e Hi i
TR 53+

[0097] £ wu RN 8 vu FEHLARER W] F S e N ) o+ BB R B e 49 31, Rk
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[0098]  Huyiz 53 0 N HH B e B A H, B g R &A™ - i A R s k. 1@
Tk A 7 2 20 2 RN 3% B S BB PR YRR B2 A i R A T B s R AR A I A A IR
2 e Z4 ) 25 P R AR AU AR N T3 B0 TR AR 56 o

[0099]  EXII, &g — 77 THI AR S BH 3R RS 0T 5 25 VK C0 400 I EKTARE: ot o B 2 280N 53 - R 7 V2%,
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FEM, BLFE 51,100 1,200 1,50 1 F1 1001 1.

[0101] [ 2R AN 2 WEE LR S 4,016, 043,4, 424, 279 F1 4, 018, 653,
[0102] R —RIRE R . BA bR IC UK 2 1 B, Bk G 808 7y 1
AR 7 FES 5455 FHi. et — B Aa@ e T s &, I8 1a) 2 U bk - &
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75 W R O RS — PR - N - b st R &0 Ve RAEMBCA R
Jit, TR EARAE 7 5 7= AL A5 5 R E RN 7 1 IOAFAE o &7 SR n] DU g 00 2wl L
o7 R E &, BUE X RS E AR B A FORE B T AR ARG E AR A
SLR, ] Lo 2 M A AR — Rl

[0103]  {EIXLEiA 4 Hh, Xof BTN S8 R M A0 5 1) — el LA Bkl s 5 45 B ARk i . 3
WSR2 BOE SR G, s RGO e Y5, M, Je e, B L0, RA LN
RN Mo [ AR SCRE PR LU U S 2R, BR, BALAREL, B IE SR e i & d &
Mo & I RE R AN, T I8 5 i A AR & s B B AL i, DR SR B 1K - DLiE
AV AT AL o A R0 PR 55 43 1 B I [ AR B S IFE G a5 00 T (B a4y
20° C-#940° O M LUBITR (Flln 2-120 43 BPE -G IE KR, W80 LAMELE A Hifk
FAAERETNESE . 007 U1, DRI DU 02 [ A 5048, OGS 870 2 7 15 5 ) — 0O
o —PUEEMED T TR SIS TS 5.

[o104] IR AFAEMR L AL . — 5T FH AR AL BT AT SR 22 70 A [R] YR 45 e 1)
73 Hr. Fidb, Biik s g A 7 4 ] DUB R 5 80 e & — i bric ik g 4
e

[o105]  JaL ik AUl W15 B AL I “ 38 73 57, Fig il il 7y 1 FAL S M R 1 n] 2 B 2 52 1A
T, RERLIN G S PUR BT R AT DU M e i IR R T I IARE 7 7 2
96 8 737 B M 2R (RITBUR PERIAZ TS SO R G 7y 1o Al OG- BIAE
R R M. B 2 G O, B i R TR G R S T ptE k. A, e
D AFAEARGURS AN S0 I 2 AN BRSO . H A B L R AR o S A e, 7
WAL, B - FILREE B AR BRI B . SRy e A I R R I O LE AR Y
B ffp Ja 7 AL R I R B E AL o 5 B B 7 1) L 5 el 1 B R B A L S8 A B o ] DU
MBI, P BV = A2 Emigg S CURY . Fra sl fRbriC g iR mA
Bk - SRR G AT E G RIRPEE 2 REH . GRS G E R A
PR - DU - PURRE SD o IR ER P B RO, 7= A E T WSS, TR W 20t
T HTE— I L SRR i A DR . T, A7 TS R AR N (9 23 B
[0106] =, 5OtAL G AP W9t Z R FH], Al DAL A K Pk LA S g &
BE o SRR B ROC IS S I, 22 bR i LA O CRE, % 3 0 THUR TEIRZS, R A
FS R BB AL o n AT B R R PE B EL ROt o 2 TEhR LR n] 4 528 — Dk - PR R
T VR ARG EEAG, TR =0 H VI E B E AL GO T, WE B 5t fR a8
MARPLUIRBIAFAE o Tl e SR S 5 73 MTEORAEA TR O 58 3%, FHRe e I A7
i s AR AT AR AR IE 731 A T R =R 2R RO s AE Rt 1

[o107] W LMEFH — AR B FCAM AN AR 48 » A 1 1A < RUAR e T8 o8 ) T AT S PR D R 4
[0108] AU AR AL KRGS AL 0 M, B A3 K2 PCR 43 B LA I 2w A5 5o 8 280 B 0 F) 384 e 401 14
RNA 1L 74) o

[0100] RSt g 2y, A HI 5 1405 S8 1 PCR, 514012 — B0 & — I AH R e 4 H vl
DI 55 AN FIRE 73 T hric o A5 9 AR AR I SE R PR A o A B 9861 17 91
HIE AR 1 ISR ARPRC AR AT UL LU ek XS Get alige e [ th
A EUARRRE 7 .

16



CON 102713619 A WO P 13/27 T

[o110] F 1
[0111]  A@ERICHIF)R
[0112]

- B RO B R AT
FREFUR 325 386
AEBREE 350 455
HEEFTEER 360 410
R 375: 400 423
g 425 528
NBD 466 539
R-#2L & H (PE) 480; 565 578
PE-Cy5 {814 480; 565; 650 670
PE-Cy7 {R Y 480; 565: 743 767
APC-Cy7 1IEY) 650; 755 767
7111 613 480: 565 613
WL E 495 519
FluorX 494 520
S i g 503 512

(BODIPY) -FL

TRITC 547 574
X-#5 7 570 576
W22l % FHiH B 570 590
PerCP 490 675
N A 589 615
MEREH (APC) 650 660
TruRed 490, 675 695
Alexa Fluor 350 346 445
Alexa Fluor 430 430 545
Alexa Fluor 488 494 517
Alexa Fluor 532 530 555
Alexa Fluor 546 556 573

[0113]
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Alexa Fluor 555 556 573
Alexa Fluor 568 578 603
Alexa Fluor 594 590 617
Alexa Fluor 633 621 639
Alexa Fluor 647 650 688
Alexa Fluor 660 663 690
Alexa Fluor 680 679 702
Alexa Fluor 700 696 719
Alexa Fluor 750 752 779
Cy2 489 506
Cy3 (512); 550 570; (615)
Cy3.,5 581 596; (640)
Cy5 (625): 650 670
Cy5,5 675 694
Cy7 743 767

Hoeschst 33342

343 483
DAPI 345 455
Hoechst 33258 345 478
SYTOX Blue 431 480
% A3 445 575
M E R 445 575
YOYO-1 491 509
SYTOX %¢ 504 523
SYTOX & 547 570
WAL L5 493 620
7-AAD 546 647

WY BEAE 503 530/640
TOTO-1, TO-PRO-1 509 533
158 142 b 510 530
Btk A BE (PD 536 617
TOTO-3, TO-PRO-3 642 661

[0114]
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Y66F 360 508
Y66H 360 442
EBFP 380 440

Lisga sty 396, 475 50, 503
GFPuv 385 508
ECFP 434 477
Y66W 436 485
S65A 471 504
$65C 479 507
S65L 484 510
S65T 488 511
EGFP 489 508
EYFP 514 527
DsRed 558 583
B 380 461
PR 496 517

[0115]  'Ex 3R IR K (nm)
[0116]  *Em : &5 K (nm)
[0117] AU BHALEE 43 M 5O R S I ARATT G0 7 ¥ FEIX 7 1, AR BT R Ee AR R HA
BRT 22 S6 7 3 S i 1) 40 99 6 6 i, 40 Lakowicz 2%, Biophys. J.  72:567, 1997 T /4
T, 50675 fi A%, 4 Eriksson 4%, Biophys. J.  2:64,1993 T AT, MZOtIRBE &4,
U1 Youvan, Biotechnology et elia 3:1-18,1997 Fr /o Fs
[o118] R GAMEE G AT LA 23 sl FH AR ATk 2 005 18 1 R G BRI YR id ™ A o AR m] DL 8 IX
Fibrid KOG 7R T 7 1
[0119] 2L 4M4R 5 W] A 18 20 AN G okl = Az W] T 2% % B 20 A1 B Rl o 9 4 B 4H
AN PR T, Lewis %8, Dyes Pigm. 42(2):197,1999, Tawa %%, Mater. Res. Soc. Symp.
Proc. 488[Electrical, Optical and Magnetic Properties of Organic Solid-State
Materials IV 3 ML A & A BE B ML 2%, O 2% FUE 2% J&@ 1 TV) 1,885-890, Daneshvar
5 J. Immunol.Methods 226(1-2):119-128,1999, Rapaport %, Appl. Phys.
Lett. 74 (3) :329-331, 1999 F1 Durig %%, J. Raman Spectrosc. 24 (5) :281-285, 1993 I /" JF
Yokl AT EIELLAN LT DU TR LL MG RE . 1, (6 B 2R 8 21 48 563 40 Rahman
2, J. Org. Chem. 63:6196, 1998 fITik, n] FH T4 51 .
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[0120] 3@, MBSO AT FR LRGN X5 2R PN IO N B LG B O AT e, S BT S Imdie B
Prot A o X EUN AT T2 2 mRNA ZKP B K

[0121] M9 E ] i i st = 4 i ASCRe A e

[0122] QAR 00, 40 A3 2 Il R, w0 S B PRE 3 HoRL 1 B ) BRIk 2 R
PE (B, FRic mRNA, DNA 5B 1), BN HBE TR ARG I o — A ek 2 Mo i ik 2.
HABEASRL T BT A, RIS 40 B BORE T S RO YR 98 56 B AT ] AR IR B
SEAI LU TR AR id R

[0123]  IRARIE A I BE 5 ik o414 IR BIRFFP K 100, 000 N4 . i ok 38
BOR I (BRI BES , e 7 AN RIS DG IF RN AN o 573 46, RIS AV 2 AR
PR IEOE . BRI, AT R AR5 e A RS I ) 4, — S N A TR] e 8 25 4 sk %2 A
XTI P2 BN o

[0124] "] H A B 75 5 1 - 2 9t o 4 B (S B 543 FH AR AN IO O & 5-9 o2
AR 20, WHEAE 15mW LAIL 488nm Jtifk S AR B e J1 A0S . S Uk 04 i
ICBEAE FH 2 AN BOR O, 191006 B8 T80 (488 Y 514nm) LAAR K] HeNe 306 (633nm) 5 HeCd
ot (325nm),

[0125] X 2

[o126] W] g ik YL 4 B S & R s 49 PR Dl A 24

[0127]
BFHEE | AFBOURBRW |
piilid

1F ] O FS 2-5° 488

] ) B SS 90° 488"
“ERfL” Bk FL1 90° 510-5407
“REM7 9Ok FL2 90° 560-580"
“CULER R FL3 90° >650"

[0128] ™ {1/ 488nm A Ot

[0120] 7 IHUE P27 0/

[0130] " KB UKL A

[0131] {401, Biggs %%, Cytometry 36:36-45, 1999 1i ] = /ME R BOL CAMEE 11 MBH

Ry 24 A, 5l 7 A FH L [ RN ) SO A LA AR BT LA T X 3 %G T DA #4328 (R

I K. ZEURERERE 78 /0 A0, M P SO RN 6 R 2L B 77 F00

WS HE Malemed 25,“Flow cytometry and sorting({UizUal Mo ARFI4»1EN ), 58 K,

ML IR (Wiley—Liss), 1990). [ H AN A B AN B LAy o2 vt 2 40 e A Bl AT v

2 S0 . TEIX R, A BH AR H5 A5 A A 2R g o 4t R (A B AR Gt X 4l e 43¢, 461 4 Fu 2%,

Nature Biotechnology 17:1109-1111,1999 At 7 .

[0132] AR EHEIRER T LL A BB B3l LLAA—AN4 G b il & Ik s 1k 1VF 2 ez 3l

M. T EALRAT AT 7 (8 ) B iR

[0133] PRl ACR B FR 2L T M 4 FAESE T 25 (1) R 4, HLrp W R4l i/ 5 Sz R W
20



CON 102713619 A WO P 17/27 7T

R I 2 R S5 A B AL 5 A0 & SR AL 21 rh S Ab RS, FL AT RN B B LA 1R 25 pE
A 9 G 2R A e, MO, AR EE, LAt e A7 2 2, SR T SR AR, 0 2, 9 7 o 1
JEE SR A B0 & B mT BEMEFR B XU IR 1o IRl R AR R b 5 v, R AR IS S A i
M AR5 1558 AT 7 BT A B 5 A SN, R Tk 25 338 1 %5 1 R 55 i B AL At 45 1)
& DL TR R R R 2R

[0134] PR, 25 THERETHE UK AF R LR TR oA 2 B 533X B T PR B
JE AR IR L FONE T e B2 P Bl EE R R 1 2 15 5 3 el e i AH K

[0135]  *REsE L, A B R A0 nT LA T30 BOR & 1) 5 8 32 AT I AH DS 28 T i)
SERIBT 6 o B, S0 2 SRR o I TR 4% (B A PRI D Bl R TR R SR AR B AL B R 4, FLh A
VERAT it F T A 00 5 B0 MR A, LA 38 s 40 i 3 2 e B B A e A i HR 25, 75 LA
W BN R S T N N AT o AR S BT Bl R 3 B8 BRI A P AL B 7 (R 5 o
[0136]  [AIL, BT iR 50 ] SR AR S B2k Tk AL R G X, A FE 7EFE otk 2 40 e T —
ek 2 Fh e s A SRAT 1 R0 2% R e 92 BR300 2 5 s R0 9 95 28808 4 1~ 94 B B i ), A 4
PR/ B A UL PR B 1 PR s A 1 e R AR S o

[0137] 41, A BH AL HE Fu /0 FH P I 5 A S 40 WA B 8 S IR ZS 1) 7923, Ik U v,
Té M

[0138] () LIAHXS AT B 1) 5% 280 R 3 - 7K 1 B B T8 e 52 208, i il v 9 24 4 148 A
F AN T 5 S SR 25 AH ISP ZE IR B 40 i B ok — P 5 2 ol BE SR AL SR AT T AN S R f iz
N R TN 5 » D B S 2 U 53 T

[0139]  (b) if it BoAR & B 22 747 B 43 M A T T 5 B CARR AL i s NAK

[0140] (o) SHUEAEAHEL, W E M 4R o % S N AR 45 R X SRAs 5

[0141] () BB H M BT GRS TR B

[0142] 42 )¢ “HAR &7 B ZAE R /AT, BARPAT AR B 2 A AR T R B L
[0143]  fERHh, Frid ik — L ELFE -

[0144]  Ca) A F] P 4 FH0E 74 25 vty 00 S 24 5

[0145] (b)) 18 ik 18 VLI 48 I\ £ s [ 20ty 4 B A5

[0146]  FEufRe UGS — R PR G, Horh ik 77 A -

[0147]  (a) HERHIRRIE — B RS

[0148] (b)) R AR W RS f

[0140] (o) A5 —AbTH RGP AT 42 B Bl 22 A0 S A AT R B DL A2 4l o 3 e e SO ALAEL
[0150]  Frik Uyt ml A fE

[0151]  (a) ¥ 77 BBl 2 A0 R AT R B 45 R 5E — b PR R 4t

[0152] (b)) {55 —AbH ARG E X GRS

[0153]  AIFHLH, ik ik fgE 20— .

[0154]  (a) I ML RIS —AbFE R 4 [l o 55 —Bh K RS R H s A

[0155] (b)) 7EEE—FNEE “AbBE R Se 2 [R)l iod 5 — Bl KGR AR

[0156] % AT FR G nT LA e 208 N AT ik TOE B N/ B AL B B 2 AR B AR AT R AR
B e, BT ik 75 A

[0157]  (a) BEWIELHE 14 LIS 21 22 /b B ik e E0Hs 7 il 04 e v AR el 2 0 s AT e
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gyl

[0158] (b)) A bl Bk 1 Z0cdhe RO G 004 B30 A 40 B H 52 S Y. B3 32 10 il ) T W] e e
TRHL.

[0150]  “f —AbPE R4 BERERL BIEAR &, Pk 77 A AR AR 2R A TP AR R

[0160]  FTik J7vZsads w] AL G40 FH 2 ik 22 4 [ 1) 5 4R 5 22 4 JC 2= MR A1) e N B e RN,
G FIKCER BA AT #9508 EARALCE N 2 ADNRE. BeAE o, Bk o7 i — AL FE A 5
uli

[0161]  Ca) MEH il E 4mfid

[0162] (b)) WEAT R, $a7RREA b Ag— M PR IAL i s

[0163] () W HRARE A AT = 1 22300, IR

[0164]  FTiR ik R S5 s

[0165]  Ca) WllZE SZAME B, SAHE BARGEH P S 4K s Al

[0166]  (b) M Wil 5 S ASHE BEAT XS L

[0167] 2% J7 2 A 42 (HAH X 41 i A 3 e 2% e . B A 92 10 11 00 22 X R A () ki, ik ol
5 -

[0168]  (a) fFAiE 7 V% ;

[0169]  (b) AHLRS, MhFL ARG IE A

[0170]  Cc) MHH P i ik 38 TR 29 42 52 0 S B30, 2000 A8 S Pz 380N 40 - 7K1, e oA E 6
FRR) G 8 RN 3 KSR A A A 5 G2 S NOIR A IRIAH DG e, JHG A 71 UK T 4 e ik s A 3
RS R 5 RGN — P P o+ Ja I e e N5 F

[0171] () SE RV R EL, A8 XS LU 5 T 208

[0172] (e RRARALFENT LU IR pR Bl R 5 XTSRS R0

[0173] (o) 1@k I8 TH M &84 H AT SRS e R 2

[0174]  ALIE R GERETE N NIE T 52 20 (0 T 2 o vk 2 2 0

[0175]  KbFRFR S n] LLALES

[0176] () F—IFERS, EH T -

[0177] (i) B2 %0ds s

[0178]  (ii) HRHEALFERT b 1 FR AR fa i 22 A0 B AT R 25000 8 A R

[0179] fH

[0180]  (b) { _AbFEARSE, WGH T -

[o181] (i) WAL RGHZH

[0182]  (ii) 58 MALHEXT Ll ¥y 5L i Bl 22 A0 i AT R 40 3 T

[0183]  (iii) HRE L RBIHE LIRS

[0184]  — LU ALHE -

[0185]  (a) R —ALPE RS S50 R &5 1) 55— By K3 s

[o186] (b)) R — 5B RANHE i Kk,

[0187]  AbIH R ARG G BIEE 7, AP R G018 A AEH 2 P A7 i

[o188]  HR#E b St 77 =X, SR e RN 43 - 7K1 T DL ER b s 1k Bl LAt AR bl B 1
. “CEUR” IR R BRI R R R N Bl bR T PR B PRI
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[0189] Az 3N 73 ¥ B B KT IR0 5 BEZE T A X X BRIk BE s g W 7 k. 83, 12
W R0 2 FE TG v AL B8 24 ST SRR N o X R B VIR 50E G 2N sl 40 i A
TP S VRS HOWLE R RN 2T R DR A 2 TR 9 % Z SR HEWT G 2R A8 5 F T Tl
RAVRESRZIHPIRS o e R A A /K40 M/ T 505 S SR/ B 135 O
(Rl REPEFR S, HEPAT PR BB A B AT R AL

[0190] PRIk, A& BHERAEIE T G v FOHLAR 22 S A N H 2 Wt ] o 3 kA8 A I
SRAUR CH O 2R oI 82 21 (1) 30N 43— A4 i - 3 H 2 i I B8 5 0 /il 22 TR) 7K
(1100 Z R HEWT OG5, AR5 FH T PO AR 0 Ho 5 RS R 3 R A o ARSI 2 M s Mol 2 D
B, YIZREARE b HEWT ¢ R AR 2 A [ AR AR A ST e Ak B AR 0 T A

[0191] A% BH B HEAS FH YN ZRBICH (1) TR 2R, 5o LR G S 2 U8 4 7K1 2 A 40 i
T G35 2 KT A= AR B, ARSI N AR B G SN AR 6 G R AL AH [R] B 5 RN 53 7K
()58 — 20 SR i R AT BEME S TN 40 B A G 08 5 S ) 1 T o

[0192]  ARIE“YNZRE” ALHEIC T AHXE 5 B G2 2508 7 1P (9 i, LA /e vk e 4
PR A s SR A T AN 5 R iz RG22 Pl ) i 5 S e N 40 o X B RS XS
GAIERN Gy TR 5 “IEH” a8 KON FIA B, BT R S 4 v B 7K.

[0193]  [Rlt, ARG “UNZER” A48 Az 2O 73 17K o

[0194] SR 53 ¥ HIZK T B B R A4 AN DR B , A SCRR A 58 — Bl anilE ", 28
TR SR R AE AR T R s N AL RS LN S BRSO B G B SN K AR SR <5
—EAR AR PR B AR AR R B R AR G, W R A A T G RO
SRy B R BEOGT LE 2 X 5 A R — KT 1 S 3 S BRG] R Pk AU R 7, A
SCRRN “r R R AL,

[0195]  MAHSZ 0N 53 7K P15 B R 2 5 N B o 048 S0 5 RN 7T A A\ 80 5 00
WRAE L3¢, B8 N\ B 4 (401 6o G A e e Sl 0 100 mT e ek U (L R v o YR9T 7 e
W IR 2 AT S B R 0 HE B o SR A ST Rl AR I %o 2 4k % K g B 5k (48 dn o 9e
BT B SR MR T BA TR 1A

[0196] 41 b Tk, 2 W1 538 S IV B G 5 P07kl 9 I 1) 792, 8 ek 4 928 2808 53— 7K P00 s %
SN SRAT PR 56 R F0 5 I N RS B A S PR A X G 1 58 — 200 0 R B R R4 4
FACE AL, PRSI o [FIIN R AS I S 2 S N 7 2, R N e R R
AR AT PR SR S R I 2 BN 1 IR/ BROdRE  “TH R R X G S
a3 U FE B I TR T 5%

[0197] 1 BJFFIR, AR SCHTATE “HE 7 Fa 2RISR IS MR e R S e b 72 2 5 AR 3N 43 1
[EATAFE 5 S EAN R T, AWk CRURG A I, 127, 1 3%, JE KD, ZHZR LB, B sk
(740 B, TN LA 4 M35 22 Hh i B 1 4 e R

[0198] A B 7w T2 Wiy 4o5m o A B n] Y 1 e s 1 A A P s 2 1A
FY AR e M, Pk e IR T A, Mg iy sl At 5l 245 W) s i #5570 ) 1)
PEFNH o

[0199]  ZE— st 7 2\, BT i e B A48 I Fa 0 G F e i 1 7 v, 06

[0200]  (a) 324K BXT R EIFE M

[0201] (b I 5 RBEERAT ML S0 R Ao e I F2 )5 S8 RN 53 7K
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[0202] A, AHGHN R I G 8 25 N A K- BRI A B A 5 G 38 S IR S (1) SR TG M, A
AT TR DR A A G R — i [ VKT B AT Retk FE4 .

[0203]  (c) DR (a) Fl (b)), FERSHE RIS () 55, X LB IR (b) &5 R 5P IR (o) &5 251, I
HRT BE TR 2 R Fe AR X SO (1

[0204]  bIAR “HVE” s “RIERE BREPAT AR R 2 AR TR AL — AN R LR
AT LLHAE BRI AN A N EEAR AT LAE S T e AR R B T AT . AR
—NERIFEASE AT o A G R M, VT 2 Ziit it T DAAEAS [T HBIEA B R (. IX R
i B AR ES 5 56 B A TN T SR SR B N R B 2R, FHARE W SR — AN FE it 3% 8 sl Ok AR R, Hifth
U AT DA o X AR A S A ml A DA R AT B BT ) R R

[0205] S HT S T B ORI S A REAH [R5 B NS 44, AT BEAS AN [F) 28 st o

[0206] i S BRAERLE— AN S, Zeuiinti ] DU #5014, 1) PDA, B3 FAHLE, REl
A3 V19X 4% 051t DRI I 26 A St 5 i ) ks, I 32 40 45

[0207] b7, AT “HAE” SRR INGRIRAT R0 R e i RS, S RN KT
SR . “TBIR M 48 A5G KRR X RIS 2 1l P 2 AT TR 28 4 FH IR 45 s ), — 2 %5
55 45 kSR 2 A T R 5 8 L CSOAPD o

[0208] A& BH (1) — AN 5 TH0 A i 200 e ) 2 ool o2 S R RS A 1 S A 1 S 1, S s ot
GANMIA TP SOV (S5 AE— A Sl 7 S, —Flsk 2 R RE 5L, 0 a0 1 IR & 5 i
A5y BT IR R VR (40 P R B S, WA BROMR BE R A R e (R R A
FEPRI » s AR I S A D BT S 3RS, T L e O T 40 i (i CDA'T 41 i) 20 4y
LI G SN o E IR R A AR 58 TR 8 S B (1) — ol ke 22 P ) R TR A T RS

[0200] G f2x 45 7 AL FEAG I B3 02 A o S LI 23 B S BT T A I B
SRR GG IR P T e B A BEAL, FESRAFPERI G R e il FE AL il S5, ]
DL 2] P 58 £ 65 40 i ] 7 PR R 5 B St R BT A ik, 4% 5 A0 B R e 15 00 T A B
BRI E,

[0210] KT IR AL Sl S PUARLE A S Ul T B 78 43 (¥ i (7] B LATE B S 9 R &4 (R4
TR E A — MR RS I LS A B IR A4 — B S K 10 I TR) DUASE BT A il
TR ZEW, S EMIA IR . XKL G, 5 - PuRdl a9, a2l 2391 Fr, ELTSA
SRR » B EG G 3 BE A, BT 55 EVEBR Western B[S, — B2 VB8 22 BRAT AT AE4% S5 0k 45 4 P pAc il
e, A VA X PP AR 5 0 2 A R BRI I ) e E A

[0211]  fE— AN Sl 7 X, Ak B FEAS DN AR G300 8RO EA7AE Bl 2R L ZKOF BRI
B, BT 5 i i A i CRLHE S SR AW 220 10% s AR B2 filohn s 375 1 0 ot
R AP ) —Fh sl 2 P, FHAN T 40 i ARSI G 22 280 43 7 /K7 1 HE B sl B var, L b S e
SN 43 1 HH R K T4 7 0 B IEE

[0212]  fEHANSZHE 5 XA, AR 2 B H T R 5 R & . 28— seiti oy b, AR
G R & 78 5 — A2l 5 b, R Mk B B BE R A 4 B SiAL A SR
[ G B RS AR e AE— A SRR S5 P, 048 2 ok 1 BlMR S R A T R 6T
GRS R B 28— SR SEHE T X, 78 LR R B IR S Z AT sk 2 )5 » B % 45
2y Ak 5 B Al F 50 55 G (R 5, A I A0 A 3 B 0% S B RN e SRt A
RPUR, A& e R e bR .
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[0213] 551 & ) e A M 50 AT DR & A X P IR ART— B, B0 465 55 25 8 Bk sl Jm A
REGER IR FR L, 55 45 G E A R BOE R AR Id . 2~ 158 A2 A s —
LR BHUIR &5 G2 U I 50 —PiAg, FIA NARPUIA S G S TR R 5 — ik

[0214]  3& H T-4% & B & i 8 B i S e Al iR B0 6 5 — i 5 =i 43155,
FTiR — 90— Pk PR A 25 5 o5 R, Brid =Pint —Hia 4545, frid =Hidia ]
AR o

[0215]  JT i iR G ] A 46 24 55 40 AR D BUOR PR IC BUR BOSUN 73+ A A4, m] A
RIS (AR 26

[0216]  PFrik i) & vl E & HiR - i B, o] b i me =, b e A48 el 1157
S P EBER M o PTIR G 4 o T e R K A I s LA T R ke
[0217]  AFA a0 & i 2 4 A R A 6 22 /D — BNl V8 P T S SR B e R
g R A a] R R, PR EHTR , BN 5y e RS T =4 G
B AR BN A B, 3R ) I R R SR T, B B A A A s SE R ] CE P R B A
5% o AR R G I8 A T AL S B T RS P PR i A PR P PR S A R
R TSR R HIRA R v LRG58 s [ SR A2 Soh IR BT 7R DN
[0218] AN B IS A FEAS U X 5 40 Jw A T i S B B L AR IR 8038 7 vk, BT il J7 v A i
BTG EL 40 Bt YR ARSI A8 43— HH BB war , SCE S HE AR T A0 e 5 i SR AT 1 R o
RAOTE RGN — a2 Pl HIEE .

[0219] AR WIEHLBEVRTT A SR gy B 1 G e 90 9 BB e B AE T A7 1O B2 9 16 ]
[R5 325, IR J7 V2 A 0 S 9K 2 A JH R 5 I s AT P N S R e e R G i) — bk
Z R, JF HAS IR B T 40 M 5 G B RN 7 1 K P HBRER R &1, Herh S e N o3 1
AKE B IR B R 7R Al L 5 SN K, HEF 70 hE 9 AR A 2% K 5B B 1
XTI, SRIE IR IT AR IE B o

[0220] " A AERR il PR St 3 — 2P U B T A B

[0221]  SEjfEf) 1

[0222]  XETF K

[0223]  FHFZEALMLIGEFE S WCEER Li-Hep Vacuette GEMFRIAR) 2 rh (45 [H 55 S4B — A4k
HPR 7] (Greiner Bio—one)),

[0224] 2555 MLVEFE S FHAS R BE T 4052 AR Sah R0 8 < AELA) 0L 4 JHa 5 B 2= IR KR I
Cellistis fPR A (Cellistis Limited)) Hi A CD3 e Hifk UM g6, H4H UCHTL 52Kk
Y&} eBioscience ) T AUz A E A WHUA s A Tol 1 FERZAAIRBNF <5 H #5 ZEHE TLR-2 ic
R (R P EF InvivoGen), Pam3CSK4TLR-2 fit {4 (&b & InvivoGen), Poly (1:C) TLR-3
B Ak CGEHYE 5] InvivoGen), iF 28 TLR-4 B Ak CGEHUE B P A% (Sigma)), WK Mems kAt 75
Yy ~TLR-7/8 ik, R848 (MW A} InvivoGen) F CpG FLHEAEAZTF IR TLR-9 FL A& (fif 2% HBT
/A7) (Hycult Biotechnology))ak A Quantiferon GEM i bR G AF]I Cellistis
BEL 2 WD 2B 7 i HE A P — AN (] R/ I 3 B A8 o 1 R A0S o AN T 48 B 52 1 1 SR )
WFE R G M (PMA), TSRS A (ConA)FIR AL 79 24 )it (pokeweek mitogen),
ALY RE T DU AMARR, Bl 1w 1-1000 w1, sMAAR, 4120 1. 5m1-200m1

[0225]  {E—4ESEIG T, B F TAA AR AS R B A AT HE IO NI 5 55— 2852, &b —
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[0226] 28 il M VR FE S 7E 37° CURE 1-48 /NI, 2 Ja A b T &1 5 ifn 48 i rh i 42 ifn
o BRJG, AL FE S TP LER) IPN-v & ] Quantiferon—TB (7 it i k1) BLISA (8
KM Cellistis AR D MM A ™ i Ui W€ . B0, #E a0 IFN- vl 58 hnaguUs )
Quantiferon—TB Gold GFEMEIFROELISA GRKHIE Cellistis A FR A wDHIE AL i v B
T

[0227] %> ELISA “T-HR b TEN- Yy FRUERT ELTSA Y% B8 A TR AnviE th £k, ool g4
R I 2 b ) TEN-y SR Ab R TU/mlL fH .

[0228]  SEJtEf] 2

[0229] T 42k (TCR) AT BN I Toll FE324R (TLRD FBhFHIKIA 4

22/27 11

[0230] I Fszjitifs 1 X596 i TCR Al TLR s I AE 4 &8 T8 3.
[0231] %3
[0232] 56 AT TCR A TLR ¥ ah #2404
[0233]
TCR #3557 TLR #3h 7
Pam feH % Poly e ¥ | BkIrEm | CpG &
3CSK4 B (I:C)- | (TLR-4) (R848) | AT
TLR-2 | (TLR-2) | (TLR-3) (TLR-7/8) 173
(TLR-9)
PHA (¥ 1L v v v v 7 I’
Y EEEE)
L CD3ehithk v 4 v 4 v v v
HERE G
# & B(SEB)
T 402 4k ] v o v v o
B &Ytk
[0234]  SEZJEfH] 3
[0235] T 4iffes2fk (TCR) FEMKMEBLBIFIAT Tol 1 FEZAK (TLR) FBhFII4 &
[0236]  FH Sty 1 356 TCR AR ME sh AT TLR SshFIEEH G578 T 4.
[0237] 55,4

[0238]
[0239]

U AT TCR A1 TLR B&sh3 4 &
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TCR B TLR #3557
e ekl Pam | [EHER | Poly FeZHE | KR | CpG
3CSK4 i (I:C)- | (TLR-4) | (R848) M A%
TLR-2 | (TLR-2) | (TLR-3) (TLR-7/8) | #®
(TLR-9)
ConA! v v v v v v
PMA* v v v v v v
[l A v v 7 v v &
R

[0240] ' JJEEREE A

[0241]  * LT A 5 5 ok e T

[0242]  SZjfafs] 4

[0243] IV

[0244]  PIRRIGVE K2 T 4052 A& CTCROF Toll AE5Z 44 CTLR)ZL il 3 DL VPN AN 4 1) 2 R A

SAFVE IR A ThEe . RSN B ST 20 38 TCR B TLR A BN RS ) i 4 1 A R A4 rp =

HEANE SN, MR T TEN= v 7K 313 24 Fe AN fR h il (1) 7KF (B 1o A T BoE fa

2325 O IO 8 21 S el b 5 | RS I D RE T B, AR IR B [R) A0 416 1) 56 RAERAG Ik F 2 [ V. J5

R B 2D o S A N 5 58 0 LE i R AR 7 V2 16 s A, W e 7k (B 3D $2

T A R B AR VA BE M 2 S B AR TPN=- v SO B (A1, 224 S B 7 /0 { B

Wil FAE GERRD IR, WIHERT T 259036 77 850 5 1 62 1K S 2z P i) &

[0245]  SCJfe] 5

[0246] {571 T 40 M52 (A 35357

[0247]  ASZEBIHREAE FH toll AE52 44 CTLR) M5 (bR M bk Ak 44 , X NK 48 ks S5 1)

R848) A1 T 4 Jfd 52 14 CTCR) PN ) il G e 40 M, AR5 VPAN 205 IR S R ARG R S e 1 7

Fo WARSMSWI AT B T4, A1 IS A% 40 Mg (PBMC) AR Z% 2 4idb 40 Ho B . AR, o Ao 4

XTAN ] 2% 32 G0 40 M S TR0 e P At TLR S5

[0248]  QFN i W EOR (Cellestis) $fit HIHRR e M IO AN [R] 56 5 40 i) ) S 20 5 3R i

e 1M S RSN B A T 5 (OMDD 1) 73 FRAEE AR A PR E ~ 37° CHFE 24 /i

e MAIM AR 2, HAE ] — 25 ELISA &0l TEN- v , 240t B AR40 f ThRE (10 & . Hr 5

L, SR GG I PR A 0 e R ONK 40 D FISRAT 0 CT 40 D G35 SR A I A~ 4 ) B He 15 4R

o NRSMSWIANTE N, SR BT I I e 42 AR SR e IR S

[0249] I 3 Vi 45 S U T[] B B2 48 100 VO A SR S0 2 45 o N A R TEN- v 7= . T AR

“AE” Fe MMRTELE € N TR R D BE e e fRAS o IX SR VFN ] R ) 4 EE AR

[0250] ¥ &~ R AIF, TLR-7/8>TLR-4>TLR-3>TLR-2, 2 B4 5t CD3 HifAk (TCR #4z)

FADEEH LAFF A 15 PR 1 162 Wi 58 e it o0 1 [R) SN IS TLR ZE3RBIFRI A 2501 T B

I, FEACS 9 4, SR TLR-7/8 S35 4n K e bk Ak 5 47) (R848) LAZRAF st K3 A o
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SR ANTR] 2 2 SRAS I 5 K [R) 8 S 46 FH TLR 2855 TCR Pl 9] 4 CD3 Hi i sl die
O33R CREA) M40 B AE 32 s PHAD TN BEE 2 4G . BoRtEgWiksn b, (270 25t
P T T 41 b TCR RIETNRE . S 6 FH P A RN, Bt CD3 BTk BEVH FR IR 70 2
JSRAIE S o

[0251]  SEJifs) 6

[0252] 52 45 24 % S 1) S s 0 1)

[0253]  ACIRE ] TRl 250 5, il 25 05 an ALy 7 R BOH TR 97 R OS5 58 V)i
REBLIIE PEIR BIR T o 208 S eI BN 5, S 4 20 DASkE S 2k R ik G o A5, m St
e R .

[0254]  SEiifs] 7

[0255]  FH TCR 33710 TLR a3 il 4 i

[0256]  “:1fi HIFT CD3 Hi A (TCR ¥ zh 7)) Al TLR-7/8 a5 R848 (WK WEREERHD 1) 2H &
P WERMH v THEE MIG ;CXCLY f IFN-Y 7 PPN 7K VR TE 5. Finfd
PRI T o B (NI o s 7R MIG R TFN=y SRR A R 7~ 711 o

[0257] (5

[0258]
X% | MIG(CXCL9)pg/mL IFN- Y pg/mL
1 >2000 34280
2 1567 20040
3 1494 20000
4 >2000 31680
5 >2000 35320
6 >2000 73760
7 1744 25400
8 >2000 24840

[0250] 41t A 8 A HIFT CD3 HifA (TCR Pah5RD AN TLR-7/8 a1 :R848 (K MEREERHR) Fr 24
AR BT IR A AR O 4 i R,k R R AME S e A E AR T
A P B 5 HA A R I8 2 TR I o 3X6E 22 JeA R A i o A B AR s T3 6.
[0260] i% 3

[0261]

Hx

*MA RS 5a (CBa)
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[0262] K7
[0263]

Gro a (CXCL1)

sICAM-1(CD54)

IFN-y (11 % IFN)

IL-1a (IL-1F1)

IL-1B (IL-1F2)

IL-1ra(IL-1F3)

IL-6

TL-8(CXCL8)

1L-10

IL-16 (LCF)

IL-17

IP-10(CXCL10)

T-TAC(CXCL11)

MCP-1 (CCL2)

MIF (GIF)

MIP-1 a (CCL3)

MIP-18 (CCL4)

22 IR A A BRI HIF B (PAT-1)

RANTES (CCL5)

TNF-a (TNFSF2)

MIG (CXCL9)
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HIV+ve | HIVtve | ARAHE | @R | @EX | EHETE
KA | RAbE (TCR+ e it (TCR+T
(TCR) | (TLR) | TLR) (TCR) | (TLR) LR)
ERGE R 24 24 24 50 49 50
B/ME 0.935 0 2.65 0.67 7.78 34.17
25%H 4
£ 26.63 1.601 54.35 7.068 2474 232.1
FE 77.45 6.675 91.28 21.76 52.43 554
75%H 4
AL 108.6 22.41 291.5 42.39 87.33 882.5
BORH 331 122 1349 154.4 439.1 1989
[0264]  4H R F, &b I AME 550 F RIS A A Kl 4 P HEER R . 240

BRI 7, #a4k BBl 1 RS ME 545 F A6 TCR 1 TLR Bh 70 (5] I ) 3 Fy 4 I Fy 1 o i 3R Gl
B4% sTCR+TLR) o BRAVAYT A MAH EL , 204 Hofth 73 AHER AR AL FE A 1. b3 (21645 sNILD.
[0265] A ] TCR 33578k TLR a7 Al EAE LE, 4= 35 754 TCR F TLR 34 3))
S RE IEN- v NS 2 15 [F /R 7R T 5

[0266] I 2 KHE A HIV BHLAURIE F AR . B SURE ARG (D ARALEE HIV [ GJF
B AR SR GiiDd R @RI AR G AR RDED . B ILEE 7.

[0267]  TCR+TLR L2 f5 ) TFN- v MV IKFH1 CDAT 48 M vt ZAH SR T 6.
PROHIV R A 4 .

[0268] A TCR 1 TLR i sh 7 () 20 & 03504 a0t BEAR I 25 5 A6 K A 1) G 32 300 ) 5000 1) 3k
I

[0260]  AHIAL AN T e BHAE AN SCHTIR & B 2 AT 5 € ik LLAMR AR AL A E 2, JF H—
WEAF S T 40 M52 PR ORI A AR AR s A Tol L AR S2 AR s sk iy & AL & N EEfR
AR B AL A IR B R . AR BH IR AL AR U B A b RO L (R R B BCRR I P D IR Ry
fE AR D), UL T IR 2 BRECREAE A8 S M el 3 2 MR B R 4 G .

[0270]  SCHRH 3%

[0271] Biggs %%, Cytometry 36:36-45, 1999

[0272] Chang %%, J. Virol. 83:7649-58,2009

[0273]  Cooper 2%, Hematology:314-30, 2003

[0274] Daneshvar Z&, J. Immunol.Methods226 (1-2) : 119-128, 1999
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Wik & R M2 In R EEE,
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IR B KOS R BREE
Y AL T T RS 325 386
SR L ER 350 455
FH S Al T T AR 360 410
LG W 375; 400 423
e e 425 528
NBD 466 539
R-FEZIEE 1 (PE) 480; 565 578
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