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F R R A, B B S Aok B B BRI 2l

Horp P idt 28 /0 — B 5 4 L 55 ok B A ) 32 3 1 28 20— il B 20 3000 M8 A A Ak
fi

o P 22 2l S O 2R R A0 A R 0 2R S B W PR AR A TR, b i g%
A R R A R AR IR 4 R A b R I A A R

2. il 2 R E BB R W 1 U A o B A ) 52 A (10 B8 20 4R SR 4, P
TR T ALE

FIRT7 LE 4 0 73 2R A R AL B — el 2 i D 2 TR 4

FITHRER - v (IFN- v DBRIPN- v A A A2 A SR AL B ik — R 2 Al Rt 2 T M 5

e 1 Wk PR T PR R R R 4

ZFAE B RPN PR R R R R A

R W AR T PR R 3 20 S — R 2 Al B AR 5 A M A AR R f s A

FCVF IR — B2 Bl B R0 R A MU ER 15 K B R (s R A e ) &= /b — PR R AT 2R
(RIK, A= 2R Rt s BB v, e vP I 5w AT RGR (I 5 A8 3 1R S P R 4 % A B e
A A

3. AR ZESR TR ) Rt 2R, HL R 80% 7 TFN= v BRIFN-y A= U444 41
b PRI FITid Rt 2 R A A2 W PRI R T A

A GIBCMZER TR I 3 (R |, 2R AR By SR s A iU AN B 2 22

B AU 2SR 1Pk (1 B €0 20 5 e, JHL v i oed 20 S e 3 A 1R A KR A Pl ik R L
T A REA 2

6. S B AR I VBRI R | T I ) S R R i AE G 25 b i i B 25 H
TS RO 2 FH PR T RO R

T ANBUMIEESR LTI ) S 2R v AL 26 T T iRy SR 25 h i g

8. ok A AHIR] 5213 1) Bt 20 4R v 52l A SRR 0 T 12, i U i B i »

FIR7 LE 0 0 73 2R A R AL B — el 2 i R 2 TR 4

FITHRER - v (IFN- v DBRIPN- v A £E A P AL PR i — i 2 Al R 2 2 TR 2 M 5

e P 1 Wk PR T PR R R SRR 4

ZFAE B RPN R R R R A

R W AT T PR R R 2 20 S — i 2 Al B AR 5 2 M A AR S s A

FCVF IR — B Bl B R0 R A MU ER 15 K B R (o R A e ) &= /b — PR R AT AR
(RIK, B2 Rt s R v, e rP I 5w AT GR35 R0 3 1 S e P R 4 % A B e
A A

9. WRURN LR8Pk (14 7732 , Horh B 80%IK B TFN- v BUIFN- v A4 44 4 b B 1) By
A FR A BB R TR ATAR R TR

10 AIBCRIZRSPITA T 1% , AR BT B s A e s AN RE AL 22

L APASUR SR 8P i (14 77 ¥ » JEL v 4 o 2 e 3 A% 1 S B MRt ik S8 € 28 2 g A
REd 2

12 A5 T80 PR A0 Ao ORI S SR 8 BT 3 1K) 777 2 Ak 38R ) A 5 440 M £ Wi it 245 0 v 1) e, e
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ARy FHENMESREAER S

[0001]  AHi i HiEH N20124E10 H22H , i 5 201280051821 .7 (PCT/US2012/
061294) , K LN “BA v TR LR 28 iE 2 w0 0 LR g 5 5
[0002]  AHICHIIE

[0003]  AHREERZA 20114510 H20 H 32521 32 E Im i 1 iENo . 61/549681F120124F2 H
2 HF2AZ 1 S5 [ I B #1185 No . 61/594304 1) 4= R EL ZZ A 240 S B H A 38 5 13k T e e el o
TE AL 5] IR NAR S, a0 [E] FL A3 N R A AR SO P A —

Fe ARGt

[0004] AR EAPS S Gy SRR T IA S A VR YT I S WG W R A ) T AR &
[0005] K HIHE

[0006]  JENE [ RFAIE A& B = Xof H 0 A7 R G 8 W2 o H T N 25 R Sk 2 ] DA T 58 1
B 2 R B e “E SR s IR 4 B = MHCH) 248 A R B e 7= AR 14 i sg 40 o sk =
Jieg e SR 1) 2 068 5 R A 5 e () D K, 12 5 R 4 Y R kR I e 9% R () 4 L R 5 BA &
VAT PE T (Tregs ) I G J2 470 5 12 o %o JirloJBd 11 3 B2 1K 6 = 38 AT LA FH DA F sk 51
Jiev e 40 B AGTT ] T AN A TS L i35 S R PR 9% LR 1) o0, B SRIE To L 1AE 32 44 (TLRs ) BRUAZ 1
PR 45 5 55 SRAN S5 AL A (NOD ) 5 32 A 70 o B RE A0 975 S A4 JRd LA S a3 s A K &
AR GRA R B ML AE o

[0007] 42 5 &0 60, 45 40 o G 8 ARV S0 0% L #MA S 2 (complement response ) o 41l 5%
3FE 2 Pl B A0 22 Fhim sl B0 I 2%, $5 SR 5 41 B - CDS T4 M (41 A 5 1 T4 g 5 40 i B3 12 bk
E=L 20 ) FICDA " T4H i A BTN ) o B S AL (Dendritic cells,DCs)3R4F 2 bt )i, Hrh
X G J5E AT LA MDCI A 3R AT , H AT BAFEDCH P 30 EH I e AR A R A 1) 6 1 DCAL B 22 ik
RN FEL 10N IR BR I K, HR X B IR A 2MHC TSRBMHC TISRRLE B A4k, R
Hrifiz (shuttles) BIDCHYR [ U 4EHMHC 125/ KR SR FIDCECDS TN M f fiki) , &5 1 &
CD8 T M () & A AN G TE o 6F TMHC TISSPTREHI/E L, S #EMIC 1128/ I8 2 A 11 DC5 D4’
T i 32 o), JH: 25 B S CDA T 440 i F v AL AT 345 (Mun 2% (2010) Curr. Opin. Immunol.22:
89-93;Monaco(1995)J.Leukocyte Biol.57:543-547;RobinsonZE(2002) Immunology 105:
252-262) o R B PR 25 T ML B R 40 MR 8 “VEAL” X TA M, V5 AL 0 THH L 7T RE AN RE
HAH R S g% BLE - CD8 T M A XA e 5 N2 T /5 ZEDCHl i — IR 2 IR 2 E.
KAESGHF (prior stimulation).iX¥6%Z B ALFECDA TN M- 5DCHY BELEe 4% ih (GBI CD4 T4l
ML A CDA0FL A& 5 DCs A CDA0 52 AR #2175 30) » B TLRIEN 771 5 4 R ALY to 1 1RE 32 44
(TLRs ) H () — AN S A4 1) BBl

[0008] {4 f J 0 B BEH M AN ST A4 o BEH i A 2 A e 1 6 A L, ¢ 21 o S 3k 3 - WA i Ak o 41T 468
B 1) X 72 T EMIA R IEFR EW (marker ) CD27, 1Pt J5 47 5 PR BAH L ] 5 15 CD27
(Perez—AndresZ(2010)Cytometry Part B 78B(Suppl.1)S47-S60) .5 WARI FLAkRE f5n] LA
550 B8 AE e 4 B 3 1D b 1) R B I 45 G o 4 SR S SR 1) 4 I B e AT A v AR AR
B 5 HAK 5 52 G 1 A0 i B MR A 45 6, 45 S I PR Y 3 (mediates) A% K2 KGR ) 4H
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e 52 P 24 L, G r S5 R A e FHINK G AT 1) o S8 IR0 DA TG B T4 o R ) S 470 i 1)
7 TR NK A i 13047 T Bk TR i 7 ) S0 J5L , (H S NK A 5 oA (1) 4 22 X s & 1R B 70 18
FINKZH H £ 05457 e PR b 2% BT AR B 10 %) 20 e o NK 200 6 044 1 DR A2 FH 5 B AR I Fe 43
S5 (NKZH LI ) FeSZ A8 A T 1K o 3X Fh 22 1) 3% KBS R B A 4 i 1 4 e 234 A (ADCC) o
NK 2 Jfd 19, 7] DA A HOBEAD COATLEER >R 3% AL, 763X Bt 50 T 35X Fh ok K 75 L2 AR SR A0 i HPMEC T
KN FRIEAR BB Z (S WHIHICaligiuri (2008)Blood 112:461-469) .

[0009]  m] DAE HH 9B KA U W (delayed type hypersensitivity response)fi A
KX 43 32 BEPE B AT G 5 1) 3 B2 B T 0 A T B T G 5 N2 o AR R PR U R )
AP 5 R I AR (B I, Bl iiRoy chowdhury 5 (2005) AAPS  J.E834-E846) ,

[0010]  EHWEA—DFaA R, Ui YE i (cytosolic) Al s FT 40 MO 25 108 1L 12 ok 72 4 i 326 3
VAT A 5 i o 1 Wik 19, -5 20 L P s JER A 4D 0 TR T B 2 N7 25 RV 7 A % N O, A ML o
TG BT 40 B P s SR A T B £ 3R B T A SR B A4 (major histocompatibility
complex,MHC) 11289+ b, FH-T-CD4 T IR 51 o

[0011] i BH

[0012] A3z fd I, A0 65 v BREASCR) 2 5K A5 o 48 R, B SCAR 53 B 0t I Ak, 1t —
AN SR (A H “an” ) A PR R 1 ) RO 20 HAE S 2 B R AR SO
51 IR B 228 SCikas it 51 3 N AR ST, IR FE an (=) B o B o g H &S AR
B R AT A R R AT B 3R EA B AE BT 2 S AT RSk v B 1R A0 B R T 51 RN
PNy =

[0013] Bk

[0014] 2% BH e (1% it 4 A0 50 40 28 i 1) v, LA 8 R BT L 40 B 4o SR ) 7R A 28 DN B —
AN IRIGI0 A 2R 41, FHTPN=- v BUIPN- vy A 4) (mime tic) A3 B (5 2RI Y , 1 9%
W PR AR T PR R A B R 4R, I H P 51 SR (L 3R AR 5 ok B AT 85— 32 i3
1) 1 A 40 5 440 i 2 ik o AN i BH SR B (B, 2 Jl sk 3 77 2% B 43 (0 0 S 441 A % v TR A 540
A BRI HE A 2 RO B €8 Z IR R S PR B ) S 0 L 1) V2, HLAL R 1A AT MR R
152 i F& il H /4525 (administering) FiRZH &4

[0015]  J& A0 2ok B A RE A 2R 1 45 02 5238 I IR] L3N S Al i v, I HL H a2
W SA B AZIAIM, Forp M 7E 4K A A IFN- v BUIFN- v A AL 3R, 5230 3 BT & 1Y
SO E R MR AR B R PR AR T PR SR A R A, P R R A e S R R R R
RATIR , Forb s B8 00 30 T 5 S PR RS0 S A bt SR T M T 3 S8 £ 25 e 400 i (038 76 ok 78
2R AR M) AR P ERAT , HLrhobe R 4 i P A, 5 () R 1 60 96 1) R L3RI Rr e PR IR R B 1 W
AR T PR 2B 2 40, o b SRl B i B 5 1 /N T 40 %6 () RE L B e e e PEIR R B B
[ Wk P AN T P Y B £ 2 R A, L EG e % 4 i R B £ 2 R 4 ok 1 AH TR 9 52
AR IR IRAIL T e % A o i v, HLrhOl R B IR R IR A B R PR AR R R R B R
Jea 2

[0016]  ARJREHAF T — R, Hrp 7E BB L T, B 180 %6 1 B 8 FR A e PR R B
I e PR R T MR R LR 4R, I H /N T 20 96 1 FE A B R e e MR IRk B A B TR
U T PR FA 8 2R 4T

[0017]  ARREHAF T — v, Hrp /e R o0 T, B 190 %6 1 BA 8 2R A e PR IR B

5



N 105999249 A w Bg B 3/22 7

[ 0 PR AR T M SR B R AN, JF B /N T 10 % 1 B B R R SR ROR 1 3E R TR
A TR e 2R AT

[0018]  AKEHAFF T — Pl , Hrp /8 g il R, A 1 BT 1) B €8 238 i S Tk IR 2
oK L ASBE AN 73 3R 1) F 6 2R A

[0019]  ARBEHAFF T — Pl , Hrp /8 s il R, A I BT 1 B £ 23080 A S 1k IR ok
9 FH T P £ 200 41 2 21 % BT AS R 40 i 4 2410 PR AL R 4

[0020] A EHAFF T —Fie i, b /8 o2 il R, A b BT 16 B 68 280 o S R IR ok
] EH T S £ 23000 4 B 1Y e A A% IR A8 BB ) A8 T 11 A B 400 i 73 R4 1) S €2 2R A i o
[0021]  AKEHAFF T — P, b fE S5 00N, BT f 1 S8 €0 208 0 S MR IR R B TRN-
v AL FE LB IPN- y AL AL R 1 B A8 2 A

[0022]  AKEHAFF T — P, Hb £ R & 0 R, B i SR s Rk B R &
IFN-y b B BOR 2 TEN- v B AL B I 1 BB (L R R 4

[0023]  ARREHAF T —Fsits , Hop /e 3R Lo ol T L A2 A0k B A R PR AR TR R A
FIRANML) 5 — 20 B (1 B AR UL, I B p Ak AR AR PR R B A R
AN 55 2B 10 AR R IR, I H L Ik 55— 20 B FISE 8 B 3 R 2
WMEREE R EPUR RN E , R AR M EPUE 282 S-100 . HMB-45 Me 1 -2 Melan-A,
Me1-5.MAGE-1 MART—1 B i% Z BRI — B, 3 HH BT 8360 %6 2 S — 20 H ZRA3 1Y,
I HH AP FER /N T40% 2R B B RIS

[0024]  ARREHAF T — P, Horp /e B Ol T, A2 A0SRk B B R PR AR PR R A
FIRAML) 5 — 20 B (1) SR AR IR, JF B Ak B AR AR PR R SR A R
JANIG 55 B M B AZRER AR, O B IR S — 4B M8 A E A R 2
SRR U RSB E R A E R R PR 262 S-100 \HMB-45 \Me1-2 Me lan-A,
Me1-5 MAGE—1 . MART—1 B P& Z B2t H (1) I Bl , I HL I o BT il 60 %6 22 M B8 — %0 B RT3
I HH A Bk /N T-40 % & N 55— 50 H 314511 .

[0025]  ARREHAF T — R, Horp 7R 3R e Ol T L 770k B B R PR AN EE T TR A
RN 5 — 50 B (1 B AR UL, I A p ek B AE AR PE AP oM A R
JRANARAY 5 B W B F R R R, IR L R S —HE S B E R R 2
WA R R EPUR RN E AR R S5 SE 2 S-100 . HMB-45 Me 1 -2 Melan—A
Me1-5.MAGE-1 MART—1BR % Z B2 1) = b, 3 H H i 83260 % & I B — 2 H 3R13 1Y,
IF HH A R /NT40 % A& B 80 B 3RA500 o Hofth s 5 08 A B R B JE b i I e ol
FSAi AT\ Bl AR R IR AL 5E A AN [F] 1) B 00 B T S R LR I &

[0026]  AKEHAFF T —Figs e, Hb £ F g il R, AR B pr g B 2R ok B
ZEIFN-y AR R BRI A .

[0027]  ARBEHAFF T —Figg s, Hb £ F g il R, A B pr g B2k ok B
TEAR M RO TR 1T A B8 40 M 43 24110 BE (0 R AN o AR R WAL 48 o yg v, o o 58 52 il
R N2 HAE

[0028]  jb4b, AR BHER AL I, Hih 45 2 52 i 2 3R AR L) o

[0029]  ZARJRBH AT 7 IO M6 2R 0 S PR U IR I S 98 L (1) 77 14, FLALHE 1) 52 0 3 it
FH G % il 1) Ry T
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[0030] A EA AT T —FhJ7i, Hod 52 BT Ho e R A B HG CDA TN M 22 L CD8 T4 i 152
Z BN L B2 ) — FhE 2 b

[0031] AR BHATF T —FhJik, Hrp i@t ELTSPOTIN 52 488 3 200 i PRy 230 R 5 4% € 0 52
TR VY SR AR DN B3R T A A i e e PR AR IR 7 AR ke I CDA T L S22 L CD8 T4 i 12
Z BN N

[0032]  AREAAF T —Fh ik, Horp G g8 R AL 50 247 S AR A7 2 (0S) (Y A A7 1], 5
HH 24 S AR E D N60% .

[0033]  [bAb, A BH$RAL T BidJryk, Hodb Brid il A5 5 T iESHE I

[0034]  ARREHAF T —F5ik, bt HEFE B ES TREHES =MA ARG A
TIPS AN H

[0035] A B A~ JF T il 4 W R 4 L P ) T v o

[0036] A B AFF T il 24 4% S 2 28 1 10 5 v , b S A 2 i L ok M R A2 33 1)
A0 2 TR 2 R S A i, FL b R LR 40 o 2R AR AR B — PP 2 R (— A ) BA
IR, Hoh TR - v (IFN- v )ERIFN- v B AE AR S AL FE BT i — Pk 2 Fh BB A K
98 A B, R e R W PR AT AR R T MR ) R R A, e R I AR R P A TR B
FIRUML, FF H I b pa) —FhEk 2 i 3 b S 40 B $2 A i B s M An R T PR SR A 2R A
W, B HL v m) — R 22 Bh AR SR G N (AT AR B TR B R MR AR PR RE R A
MR o

[0037]  AKKRHAHAETED—FMETIR(FN) -y HEFIREFE 2 E W R AEH
41 B Fn 22 /b — P o AH R 85— 32303 I Pt 2 s 40 B (APCs ) I 2054, Horp 68 23R 41 e
A& AWEVER s AE R TR s F HRIAMHC 11289+ 7 5B — 5, AR AR LR A5,
Hor 2 TFN- v Ab TR ) S (0 20 0 i £ 3 BIAPCH s DA M2 iR A, Hidh 4 TFN- v 2b 3R B
R AR TR BIAPCH AE 7 — 7 [, AR A& BR A A, Hoh A Ak B
HATH(Stage 1) 11#H(Stage T1).I1I1H#H(Stage II11)ERIVHE(Stage IV)EE{AZIRIK~Z
W Mesh, AR B F AR AW AR S A ISR 7 vk, Horp APCEL B 22 /b — R
RN

[0038]  fE—ANJ5IHT , A & HH K 25 WAL A0 kSR RN RH 55 1R 32 01 e RE 40 B P #1551 , 1% 1)
FIAETFN- v AbFR 5 A 7-AADBA 3 Hannexin VEAPE X FHEETE (population) iR R il 124 41
SR DA, 4 112999 % T-AAD B 11 F1Z999 Y% annexin VI  BUE 2 2 2995 % T-AAD B 14 F1 4
95%annexin VAP BE & 02190 % T-AADEAPE F1Z190 % annexin VEAE.

[0039]  ihAh, AR BIAL & IR G4, Horb B I8 0 IR B 4 a2 00 g e
MXREAREEI(LC3) s LA K FRH G, Hod Al 72 5 i 4 18 =D (7-AAD ) id5f| B annex in
(EBCE A BRI 2 D —FlekiE B 4r i 2 3R TR

[0040]  FEJ7ETT I, A K Bt il i Bk AW i, HEFE NS — 2l & &
b b — P B R A, N — 32 R 2 — FIAPC, I H i RO R 4L 5
APCHZfiph 5 DA K 00 32 35 BUR 3 SR A 2B 1 S BB I 7, LA S 2 i A
RHAY

[0041] AR BRWS Je—Fhorid:, Horbok B AR5 1) S L 2R Al B R R T e 1, 2 F R TR
I H Hrb A0 208 A0 M ik R IAMHC TT28 93 R A A K IEN= v {2 s PA S Bk T
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5 AR AR BB R A b A, B R SR L SR AN

[0042] AR ¥ iRy SR 2R R P A BRI U vk, HOAL R 1 v B €0 208 40
TEN-y (R A TR AN U, 945 52 6l 20 il FH—PPEl 2 Rt 2064

[0043]  7E 55— J5 1l , A A B Bk s i 39 ot i B € 3R 0 A v SR AR BRI 1) S NI
5 HAUFE 4 E N C 2R A0 M TEN- y IO P8 T A FHAS UK, 45 52 it FH— PhER 2 B
W TR G BRI TR V2%, e s B2 A AR VIR e B 2 4 O 8 R NS R
P S N R I — PR 22 Bl

[0044]  YE5) &5 J7 10 » A &k BH B F - 03K %o 32 3503w g g JE 1 e 8 o2 28 1l 6
Horpmad — Rk 2 F B 51k 6T SR, I I A S R DA R e % R L A
L B 92 7 25 AR 5 R P 9 2 1A

[0045] 52X

[0046] Gy Bl &= mT L& (HASER T, DA AT & 1) &3 INELTSPOT I 5 45 J 1 = . LA AT
S EIGINTCSI e 25 R 10 & AR IS 1 = 3 VY 44 e 45 R i & L DAl = i =34
PR T PECDA T4 L S50 (blood population) (& LA AT & 1) & 3 NPt 5 45 5+
PECDS T H i M S B = B b Y 54 & 0 BEOAHLE R 38 m 7 224210 % .20 %
30% 40% .50% +60% .70% 80% .90% 100% 1.56%.2. 0% . 3. 0f5 2% . &3 ) % BE AT DL A&
X RS, LR A FH B R R AN A B SR AN, B VA AT AR B SR R B AN T iR
B RGN

[0047] AR “MEEAZRER PR AR IEE 5 R AR PUE , 3 H I A5 A
TR R R U A N R ME — 1, T AN A2 AR E AT 90, B Ah , AE “RR A R R
PRV O FR I8 5 B AR AR PR, I Bz d i 5 an U K e 5
fh S RLEE A R

[0048] 75 % HE A 2 BH 1 SR A 25T 4L 1 | T Serp, U8 RE e i ok y 55 G (H oA 4
I xR A P A A BRI ] DO VR AN R AR N T T R R
77 L B €8 25988 40 R P 4t e R B VR P o £E 53— T T, e HEAS A7 L 40 4 3R, iy LS 4t e £
AR M AR R B e, AR R I AT I8 I R AR 1 O 2R R S L 2 T R R
(cavitation) Jii/K & F#E3% (ion depletion)BF it R T — ML Phh =41 5
KBy 1k B 2R AN A AN 4 2

[0049]  FEAKREH , THRER- v (IFN-y ) if3 AR & et , B A1, T DU A 3 R 5 5
5 451 GmTOR 1] 55 A1 EmTOR (mTOR-independent ) {6 A 3551 o 18 A 4% & BH I mTORFI i1 741)
45, B AR (rapamycin) 3 &% (tamoxifen) torinl . Vi &' % w] R L4
(temsirolimus) K4EZLT] (everolimus) « TKK i) . MAPK SR 1 1 771 JMEK 1/ 240 1551 L B 7K
R BOE AL 238 LR TS S INK L o AEmTORAR R 2 338 77160, 16 H 48 L 2 7 ~F A TR TR 8
P ACVLEE =88R (IP3) K1, B 2 8 T L2 45 & 38 18 15 §1 770 20 oK o MR
(minoxidil) B 51 A2 AR AN A P 45 7K F o FoAh AEmTORA S 2 X 7 G K 45 g 1 M 119 1 2 01 o
(FSEEEBEIHI S ) VB8 (S1P) VA i 284k S S BLPE AR (reactive oxygen) , il A
PURBE AR5 0 3R 13X SR (1) — PP El 2 Pk A F , B AR IFN- v BIFN- v 4
W . Z L fRavi kumarZE (2010)Phys.Revs.90:1383-1435,

[0050]  7F “HE 160 %6 [ B& th 2 R Rr e PR IR v, RE %7 CAH 0 80 8 Sk 7% E S i

8
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AU B AET SRR TT AR IR EI L E o AE 80 % 1 BA 2R A e MR IR A, RAE “%” W
JR AR S AN S AEPUE T AN F BRI EL B o AE “/INT-40 %6 1) F6 (2008 e e 1k
IR H, ARAE “%7 W IR ECE AW S AR R P77 AR IR EE A /N T20%
1) R B IR R IR, ARAE “%67 W R IR FRIEE A S AR SR YR T T AS [F IR
E.

[0051] 7 it 60 % (1) B Z IR e S VIR v, RAE I ¥ Ko+ SR Ik F R 2 Ik
FHIEE ISR AR I 80 %6 (1) MR A IR A R IKT o, RAE TR W KR o SRR o A
Z K FRIECE (S AE ONT-40 % [ SR A ZRIRR S PERR H , RAE “BR” ¥ B Ik 7+ R IK
I F RN IR BB B B RS AE /N TF20 % 1) B A ZR R R R o, RAE KT K ik
TSR FRZ K TR E B8 A

[0052]  RUE “fm) B W PERIAETE TR0 8 1042 , 2 I TFN= v AR 4h b 3B, Jod 40 e 1 01 22
oI = 060% B ADT0% (ED80% ED90% L F /095 % L F /98 % [ W AR T
TR L A T RA S PR AR AR ARE A/ N 2 57 AEEATEER TR
45 AR R A TR AN R AN

[0053]  7E M\ —FiEl 2 Fivie A FRAS IO IR 0 B R SOk, “Ar A B B M-+ 3R A3 (derived
from) B LA P9 2R o Ji 40 M AT LA o, 491 S o 3440 2% B 2 i E A, AT 45 B
B o T AR B2 B0 10 1 S R R 22 el B b SR 4 B, 4% 5l ok A S A i A B » “RiT AR
A7 ARG R B A 5o 8w 40 R R SR A, Fer s A 2 v 1, B e h DA R HifR e Ak
F 9o 200 L 38 200 P A7 SR LA ARG P , B8 JEL v L 40 R P A S TG 79 A 2 e 4 L 1 8 &4
AR B AT ACUTE T o “B7 48 B R0 R 40 Bt A Ui 25 e 40 M 2 1 Jo N 4 2 R 1) e 41 e ) VR
AW, A TG0 MUY (taken up) , RIGATAE 8 R 40 .

[0054] N FH-T N0 I LA 320 B B s 323 e R i a2
WA LI A2 A A BB BUE YR ARET , T A AR B IR T, 45 52 Al
Ji V2R 2% B AR U A S A AR T A R R N E R S 2 7
AW T PP R an b ¥R 5 vk 2 ARE) 135 7k S W i IR R O R O
FISZI6 J5 V2% o 4 B 1) Ak 3 A5 45 20 M B2 ol 77 DA B 45 i AR 2 il 77 5 G b dt A 5 4 g 2
i, “HtE A A FE I W4 AR AR (in vitro) FIEAA SN (ex vivo) ZbHR , HE L 7). i2 Wi -
GO A E B AT

[0055] ¥ S ECARFNSZARES , Wl 45 RIBZ & K 5+ 3 FIRA S B S5l
A 51T, L4 i~k 241 e R v 38 ER - (GM—CSF ) 13850 771 7T LA A8 4% GM-CSF . GM—CSF )
A AR A BT A A GM-CSFI JIRAE A4 AL GM—CSF ¥ A= ) D R K /1N 43 B 1B GM -
CSFEZARII AU 5 B FLAR R SZARET , 5 0 R ) S HCTH R/ SR B AR 1 o+
FHRHEMHE AW “FEIAT B SRR PTG PE (constitutive activity)
ARARTARR T o ZE Bl P M A S AN A7 AE AR/ 52 A4 A B A PR S 52 (R0 M o “HE P S A B T
BB 1k 52 8 (B2 1) 1 52 A4 PR AT 7 o 28 6 40 R, GM-CSFAZ AR 35 3 741 AL A
AR T : HECAR (GM-CSF) 45 & 1By 1k Ho 45 A 2R budk , 8l 52 AR 456 910 Ib ik 5 %7
B AU, B o s 2 AR B e RS PR 42

[0056]  FRASC HAFRE LT SCHRE AL, RIE “RIE™AFE N N - RIA A HEmRNAR 4
W65 R~ 22 IR AR W B Bl 22 RGN » 490 Q00 30 e 380 28 S5 A U , B 38 3 ok o 72 IV 4 i o7 . B ok
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SRRt T RISTEN T 2, “TRER RIS A5G H B ER IE 5 R I A A e m B80S
PR3 R, B 4 5T B0 40 Bz R 2 B 5 LB B TS R R =

[0057] 470 Ji 2 340 ML (APCs) J& I T 2 i i S 25 T MO ) G 1% 2R Ge il . APCs L5 4% S 41
JHL  BRAZ A1 B L W A0 P L 0 % X Kup £ Fer 40 A /0> 2 5T 20 B - BIS %50 107 4411 B - T 48 i A B 41 i
(&0, BltRodriguez—PintoAMoreno(2005)Eur. J. Immunol . 35: 1097-1105) o ¥4 58 41 e =
AR DTN RZrh 3 REFERTA-DCL VEBEDCT AR BADCT . 55 1 RAHRCD34™
CD45RA- L HATH Z fE4H i (early progenitor multipotent cells).CD34"*CDA5RA4H g .
CD34"CD45RA™"CD4 " TL-3Ralpha "2 -DC24H i . CD4 CD11c 3¢ ZH MU REDC2 R A4 2 o Ik EZ 2 A
DC2JR A oA —1T A [FIDC2 AT ADC2 (2 L, 491 TG 1 1ie t FILiu(2002) J . Exp . Med . 195:695-
704 ;BauerZE(2001)J. Immunol . 166 :5000-5007 ; ArpinatiZE (2000)Blood95 : 24842490
KadowakiZE(2001)J.Exp.Med.194:863-869;Liu(2002)Human Immunology 63:1067-1071;
McKennas(2005) J.Virol.79:17-27;0" Neil1%&(2004)Blood 104:2235-2246;Ross il
Young(2005)].Immunol.175:1373-1381;BanchereaufiPalucka(2005)
Nat.Rev.Immunol.5:296-306) .

[0058]  “HAE” AFEEHAMR T nl o = IR EE  TIRG BUS IR 9% 1% (condi tion) BY
e (disorder ) BPAEIRERIZ R M & . BRAE 704 B 45 B BUdE s B TS, “H3E" A
PR T A2 DA TS 0 175 1) /N B o 5 T3 BSOU S (140 7™ TR i DA S b R DA BT ¥ T B R i B
PIE B 77, A] DL AR bR B I G RS E0 e  AEASR Tk

[0059]  A=Wbr B EHE 2 K, 2 IKEI A7 &/ # AL () N Feif (vesicular) 3 F N RS &
(1), K, LTS B B VB F L 3R -85 AR U K S 5 s 40 B 55, o e T4 a8, T
Ao iR 7K S BT DL IE S RECT STAR#E (Ei senhauerZ (2009 )Eur. J. Cancer.45:228-247) 3k
M5E  FLAER BV OFERNAR) JE PR FAX B FE R 3 i R A 2 IR R I8 IR RS 2
FEEHAIR T ok B 4 FHH (PFS, progression—free survival).6 HPFS. i 4 47 1H (DFS,
dsease—free srvival). i@ ERE] (TTP, time to progression).wtib¥#2mt[E] (TDM,
time to distant metastasis) A fFH (overall survival),

[0060]  “FRicf” LA W ml L Yot 2% et 22 EMAL S e A 2 TR R B4k 2 07 v
L2 A B I A A B R IC AR FE 32P L 33P 35S, 14C 3H, 1251 R4 SE [Al ir 2 R/ A b
ZE R ICYRE L ECE G A B A A 7 IR T % I s b A I BB f Tuore ttes (]
M2 WRozinovHINolan(1998)Chem.Biol .5:713-728),

[0061] PPl F 88 BL 2 5 7%

[0062] K %% WA FR AL T R AE G % M S O ELTSPOT I & « 200 i Py 200 i ] 1~ 4 £, (TCS ) AT Y
BARIE (Z W, Pardo 1 1HIUS 2007/0190029; Chattopadhyay(2008)Cytometry
A.200873:1001-1009;Vollers(2008) Immunology.123:305-313;Lalvani.ZE(1997)
J.Exp.Med.186:859-865;Waldrop(1997)J.Clin. Invest.99:1739-1750 ; Hudgens (2004)
J.Immunol .Methods 288:19-34;Goulder(2001)J.Virol.75:1339-1347;Goulder(2000)
J.Exp.Med.192:1819-1831;Anthony (2003 )Methods 29:260-269;BadovinacfiHarry
(2000)J. Immunol.Methods 238:107-117) . 83 Mg 2w AR 36 R A8 FH I ¢ sk PP At A8
AR G N A4 B S8 (RECTSTHRAE ) S A A7 1 To 3k fg AL A7 31 (PFS) IR A7
i [R) S Sz Ab %5 B2 I 1) .6 HPFS . 12 HPFS&54%,
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[0063] {Qﬁg

[0064] A B FA B 5% 24t Jfe % ¥ Pl DAJE L Je P V5 0 VARG TBE BSR4 B R AR R A A
St it FH o 45 77 AT LA AR 2710 X 103N 40 L 20 X 10°4N 40 . 50 X 10° A4, 100 X 1034
YA 200 X 10*AN4HHE 500 X 10> AN L 1 X 108441 A L 2 X 105N L . 20 X 108441 .50 X
108N B . 100 X 1054412 . 200 X 10%6.500 X 108, 1 X 109441 . 2 X 109441 e .5 X 1094
YA 10 X 1O AN EESE it FAT 2 T DA B fn— Fi— Kk s — i T — I = i — IR
WE— RN H— KA H— R EAH KU H—IRCEDN H— RS H— k5
S HATIE RIS S B T L& — R 2KRB3K . 4.5.6.7.8.9.10.11.12,13.14,15.16
17,1819 BR20558 %5 N Y HR R =2 , AEA] 45 52 1 it FH AT DL [R]— R IR BIUE 2 IR
S AE—DNTIT I, AR AP B FHREA™ Iy 40 i £7 B0 SR 4 i, Horp 2 /010 %6 Hod 22020 %
F#/030% .2 040%  F50% 2 060% B0 T0%  F080% L F2 /090 % L /095 % B A /D
99 % 1 S BB S AN M AT AR B BRI AN B 1 AR AE T A R A e b o 7EEERR
il PR S 7 U, B SR AN B T AR R N T RS S BRSO
THEH,Z2/020% . 2/030% .2 /040% 2 /050% 2 060% 2 /70% 280 % & /b
90% - #221>95% %2 2099 %6 [ 4 it FH (4 B S 40 A2 0 R 401

[0065] ¥ 1 25y &)1

[0066]  FE— AR5 PR SE it 7 2 5 4% i B 2 A A 5 e % A i ) % e W R4 i B 5 A
A AR A AR I B R, R g L A2 /05/95.10/90.,.20/80.,30/70.,40/60.50/50 .60/
40.70/30.80/20,90/10.95/5.98/2.99 /1 5 [ B8 5 241 Jfa / & £ 2 88 200 kL 14) L 4510 15 A SR 4
i (5 B A 298 IR DCAAS A, 5 JE 2 TR IR B DO A ) o A R BH A 3 A, 15 0 SR 4 L 1)
FETH %M RANM AL S AT A FAR SN 3 B € 2R IR, P L %2 /65/95.10,/90,.20/80
30/70.40/60.50/50.60/40.70/30.80/20.90/10.95/5.98/2.99/ 1 5= () [ #% 54 . 1 / [ B Ak
DC A B0 22 98 1) 200 i TPy B 4510400, 25 0o 5 4 i (A, 25 R 8 3008 IR I DC AT AN B, 5 KB £ 2R IR
[RIDCI) AT o A B 7 T — ol [A) 588 1) 25 28, G o 85— () B A, 15 B 2 2R 4 e, o LSS
) o L R S A B o TP 1) B R DA DA R ) R A S L DR AR IR ) S RS A
Ko B, SR 1k B 0 208 A1 S P S A i B i, 5 HL o S B AR i L b R R B BT R )
i 0V B £ 2508 AT - A S A e A, e 7 SR R SR AN T PR A SR AN BT/ B R R
Jo IR AT DA A AR B S 40 i I

[0067]  FHhF-v B

[0068] AR A EHEMY, Bl a0 R - v B, Hl M k95-132(Ahmed (2007)
J.Immunol.178:4576-4583;Fulcher(2008)FEBS Lett.582:1569-1574) 4<% B2 ff IFN-
v AR, o S0 B RS 3R EUE S B W T RN A A T B 2R A ) B B R 4 B
%  IFN-A ARG 2 5 TR - v MEEEh RS P ik

[0069] i A0 23 IR AN it 2R %

[0070] AR AR H 3t JHL v e iE 4 B 2 (1) 4 A 0 AT D7 vk, 491 G 3o 6 2 9 B 0 A B A
TR 77 QIS o 7 BB 1 2 TR EL A 2 IEDNAE S 88 (1 TR IR 66 77 o A TR e AL 77 AT LA A2
BT &R N-(Y g —9-3 ) \ 2-[ W (2-F 2. 2528 ) J 4k 1 2L 2 M o A — e s i 7y X, A ER S 1A AL
A AR 4 UVA%R IS AL I RNV IR AL A 0 - 9 T, A% PR B AL A P ] A2 4 - (A-Z -2
AT 4,57, 8- = RIEAMVE TR R (R SCHH RN S-597 ) » A LA 150 BE /R ¥ B B 25 S—
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59F13]/em”UVAJE (FX 1019%5 HE3E H ,Baxter Fenwal,Round Lake, L)% 4M . AIS-59
AT RIS OO A 2 A0 B, IF H 5 BB B 58 4 2R 0% o T DLW 25 i 52 1) 4% B8 28 1Bk
FRUAE 255 2 7 T 1) 268 73, 5 a0 A B L 4 B 9324 D7 10 Y 3% 77 o S—B O R AR 7E T H A X 1R
EAREF 8 A S B R BAZ MM B8 77 40 B m] LA BTE T30, 1. 10, LOOFI1000nMAME JIF 22559
¥y 5mLAR P £h 7K Hh o AT DA T M R AR RE o T AL 10OnMEA) 3 FE NN S=59 « L K 292/ cm®
(FX1019%5 /83 & ,Baxter Fenwal,Round Lake, 1T1.)K) & UVARRIEEE S IR 5 4
FES B R B 15mLAE L B0 LBk IE W, S8 5 FHBmLAE 28 £ /K gk - B0 JF 2% HiEW, 9 A
A UTTE B T°0. 5mL g 4 38 5 /Kt (Dubensky 1) 28 B & FlNos . 7833775 8117691393) .
[0071] & SRRV TR A 2R AN

[0072] W DAAY A 2 22 08 40 M A v = 2 B R T PR A R A 2R A Y, 49t e i S A A R 4
NP | e SN = gkt RS RIS SN R iR A Akl )i 0 =M S A= S Gib U A = L id i
AR T PR ) 20 BRORG B 21 28 10 SR B AT 1, HL rp o Ath 40 oAb T2 3RS < e AT DA JE ik 22 65 1
TR RIRAS & S AR T M R 2 TR A M B B 197t i o Bk T 1Bk 22 U R e ) A
(177 22 bR o g 2 [ A e i 7 X E B A R ER 2 2 A1 (Onodera(1998)
Ther.Apher.2:37-42) % W 5 Mk 22 20 IR 47 7 B 47044 2 9 (1 nEMD Millipore,
Billerca,MA) .t 7] LA &G Hu i T Mt 22 28 IR i i A i B8 € 22 089 4 i 1) =446 B 7% (bulk
population) , H o id v A ML SR MZ AT S B ME 4 B (Z WLl iHoeppener
(2012)Recent Results Cancer Res.195:43-58;Dainiak(2007)
Adv.Biochem.Eng.Biotechnol.106:1-18)% Z=hric B T Bt 2 4 i .

[0073] 4 o4 T ) 0141l 75

[0074]  7-VAD(Z-VAD—fmk) & —Fh4u & T g 4055, J T LB @Enzo Life Sciences
(Exeter,UK) .R&D Systems(Minneapolis,MN).Tocris Biosciences(Bristol,UK).BioMol
(Plymouth Meeting,PA)FIEMD Chemicals(Gibbstown,NJ)3k{5,Z-VAD—fmk A& — Ff-& pl ik
Z-Val-Ala—Asp(OMe)~CHzF . P R4 (caspases, R 8 AW ) A& P I Z R - R L IR Er
PR I S P DER A B AR A0 L 52 A4 (1igation) &AL , S TRATL \FAS i 1 DNA
P45 R ML YU DA S AE T EC A i S T oh P 3R o R IR A Bl AR 5 A W 2R e 2 ik
Y51 R0 20 9 5T 5E 2 M 53 2 1 4 M R 1 e T T R P R O B 0 R o 2 B 1 I T A A
(pan—capase)z—VAD—Fmk (5 4 Bk 2 40 2 B - TN 20 Bt — R A& 2l —[0—FF 2 13m0 R 22 B ) A~ ]
T 25 A IR 4 B A R BB A AT A, FERITR S AR TS S 4 B U T T P RE o FE XS TFN-
v NZF IS F 0 M AT A A TR R 0T LR A T O sl e Uy S AR AR T E
TR, T o BEdac e 380 TRk 2 B - Sh G A T 4

[0075]  FEA R B — AN St 77 2UH , 700 ioled 20 Je £ B0 S A . B B HAR SR AL Y e SR
2 (APC) 2 8, FITFN-y Ab3E Mo 40 H o 7£ 53— A2t )7 sCHb , 7606 e 40 i £ %8
BB S0 b B H A SR AIAPC [ 2 BT, A& FHTEN- v AbEE Jied 41 i .

[0076] A BRHRBEZGH) Bl o & (B ARG S Bl &) , b 254 il ) ) 5 4
FEAN ML PR BT R o AR B I S 1 FH 75 28 20— Pl 58 48 o fn 22 2D — Bh 3 S 20 S0
T8 RO AAR T2 B ) 7735 < B AD CCI) 77 9% S M A0 6 1 40 5 Pk P ¥ S DA R
AR PR 77 V2 AR & AR I RS v 1 o B AN de/ HRRR B R 1) 77 32 AR & L T
XTGBT RLE 1R 7 12 o AT B A A O 43 A 46 12 41 il 25 M (2 LB WiGoo dman %5

12



CN 105999249 A w Bg B 10/22 7

(1990)J.Clin.Oncol.8:1083-1092;Cheson(2010)J.Clin.Oncol.28:3525-3530) . A< & B
(252 A9 AR SR RTRH 26 T V2405 CDS 3H PR 98 41 g , 2 CD8 32 Jl ik I TFN- v AbEE [
Jog A B 7 RO 5 5 0 o E A R B (K CD83 5 T , CD834E 5 5 T & /02% & 3% . 5 /4%,
6% 7% 8% 9% 10% 55 o« ££ 53— J5 [, HF R 40 F DO BDCAH 5C J7 2% , He rh b R 4 1)
CD83ANBE Mk A TFN- v At 38 1 a8 41 B 7 28 i ml A MBS 5

[0077] [

[0078] W& LT T E HHIFN- vy Ab ¥R 2§ (Z2) FITEN- v Kb ER72/N0) 2 f5 (A7 ) 5537 11 Jir g &4
L BT o RbEE S5, 35 R 10 PR 20 e 22 2 2 V7 s 1 VAR B W Pk HLJR o0, LA RSB L B
PEHAEFE T8 o 77 30 4 7 H 3RIE T T bR B 0 e 9 22 R - 77 S 41 7 2L A A
EBDIRIARIMHEC TT3S, 1A A 40 s A RIS RIMHC 1125,

[0079]  KI2A-D7tH Y T S s 5 0 L ) 8 TEN- v AL 1) F 44 ek s &0 ) AR5 AE - #5115 %
FBS/ECSH 7ERPMI H {8 FHBY & A FH1000TU/mL TFN- v AbFE [ 44 R £0 2 00 e 48 e 7 270
i, WER I F 100Gy 58 BE IR AT o SR G AEA TMV HOKE 41 BB R - RAE FH T o XA, A T
FEHLIR T FRDCZ Y il 28 T G 02 B 28 K 240 B 240 o DU S ST ) 1 A R £ 2 8 40 . 2R 1) 46
T B 27 B 2BAIE] 2CH il TEN- v AR 28 B A4 it 4 i 15 3 32 A SR R 2 A4k (&
2D) o 7EAF FHELE A E A 10001U/mL TFN- vy Ab3E72/Nef Sk IR 40 i , S8 J5 Bl sEMHC 128
MITTZE s Aok e [R] SR Y 70440 o O\ FH R v o VR (0 50 dE R R n T 204/ -95 % BLR X
] N=65,

[0080]  7E— 75 I, A A W HE R FH T 47 3800 5 4 I ) =l 1 A4 P 4 i, I HLHRRR A% FH
T TRAN M) AR B 4 ey A ) 57

[0081]  [&3AMI3BHEIA FH [ 4 B 15 2% 89 40 3R 07 B0 R B8 S A e () S 2, e A 40 3R -
Y AL E AR R A F R AR RECRAT TR - v A EE 8 R R SR A R S B AN
FH10001U/mL TFN-y Ab3E—2H PUAS [ 44 B L g A M R 7 2/, 53 BRI R AT o SR S 7EATMY
HHOKE 2 B O FF AR SR A I 3k M B v I 5 CD8O0 L CD83 L CD8B6 FIMHC 112 [ 1A Z /i
5 B R M A R 2924/ (B3A) B4l S 45 T B 3B o 7n Y T F 35 £ hr iR 22
(SD) ,n=4,

[0082]  [E[4AFI4B N T I (dose) il £ B A3 FH A A SR 40 B i) R 2 o/ HZS TFN- v b 38
(1) BRI B A4 B 41 B £ 382 BT (Pre—ATC Load DC,N=53) flf1#2 i (Post-ATC Load
DC,N=65) , i i i 0 40 M PEA DO A5 4 T-CD80 L CD83 . CD8B AIMHC  TTS ) Kk o ff H
FACSE aliher® BRoR 15 B HT AR AN MR UCES B8 5E » S8 5 70 AN B (V) R R AR FR 1Z % 8
NS (E4A) AEEABH , L BEATCA 3R 2 B FIATCA 55 2 J5 1K T 43 B0 7 IR AR RN 7 2505 o
FE(MFT) £SD.*p=0.019 H*p=0.0009,

[0083] WE[SAZSCR I VAT H - v A B AW AT A%k FEr e WAE R
{0 ZIR Y R, 3 AE5 % FBS/RMPTH FH110001U/mL IFN- vy 35 & 72/NF o 70 3% 8 3 45 it 41
TR SK—5-Me 1 41 B 35 = L 10 AHAT 22 S0 Al B A (BEI5A) , 7 HE 7 HL AT 1 W A 1) 9 () TSR T 4
JHd o £ FH IFN= v Ab38 2 Hi7 , 3 ik A8 FHGFP-LC3BAA 2 % Guok ik Bl I W A4 1) 1 58 TR 1 (15B)
T A T LC3BI SR SR (1 SR BN 28 (E15C) , SR f 58 TEN- v Ab3E 5 1 H WE 75 5, B A LC3IH)
FRITRE LR, CARWLCI S [ WM s

[0084]  PEGAFIGBREIN T X THLE— v NLZFIN 7 5 1) 41 B 7 TR E W o A 1000 1U/mLF TEN-
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Y 35 B SK-5-Me 140 Mo 72/}, 22 Ji WSC 4 = A B 6 % ARCRY B 1 8 v o e o 58 FH 7-AAD AW
Annexin—Viit A ML E A M8 A0 3 0% (B16A) o ff FHEnzo Cyto—ID H WA Ml HL k) , i it
TN 58 3w P e (L ) R ~F- 25y 588 RO 467 4% , i v 2 4t e v ke il e B Wk (1&16B) - [ 6CH
T, 55%FBS/RPMIAHEL , W7 B2 1 5284k (fold change) , HeH R iEE N AR5 5
14T [ P Xof HER
[0085] P& 70 1 BELIT ¥ BBt R A WS M i 1 1 Wk 15 3 A 52 ) £ B €20 2 80 40 i HP 6 TRN-
Y REZFI ) RS S o 75 20uM A3 2 IR A& BT 55 2 —VADBL LA B AL & W2 FALEAE T, H
10001U/mLI¥ TFN-y 4b 38 SK-5-Me 1 40 72/INI] o WO SR AN ML, 363k vt Q4 v s P Wi, B
EI6CH Bl o
[0086]  PE8/RHE T SK-5-Mel i, £ FH1000TU/mLI¥I TEN=v 7 10uMF) E Wt 301 i 77 3 FF L it
RS (3-MA)FFAE T 35 B 72/ o SR R WSR2 M, 3 ik 97 2 248 2 0 5 4 B ) T2 FIMEC T T
J5(HLA-DR) £k
[0087]  KE9/RH T R H H B MR EEAR (N=36) Bt 7= A2 1 Jieg 40 e 2R A0 TFEN- v b PR 1ok G
SHHE, P HAEMHC  TTSRECA M T 07 I 1 A2 A B B s o Y2508 6 FE == SERF- 3545
[0088]  [&[107~H] T4 TFN- v ALTR 1 40 g , 38 ek vt X4 v A AT B a3 e e PR 1 e
TR TT R 5 1 B ) A A U s HEMHC TTSR B AN T2 o 7 ) TMHC TTSRR 5508 4k L ~F 35
¢GRI T 40 M H 7 2 (Annexin—-VEHE)

[0089]  E11AIE 1275 TMHC TTSSHY5 7 A4 Mo L sk = 2 [ A OC 1 , 7E 452 FH A
W P R e VTR — v LRI e 4 07 78 10 b R A ) R v SR e B A e
A A (B L) FUEAEAF (B 12) .

[0090] K13/~ T2k B =X K AE A H 26 i (Kaplan-Meier) sg 2 Ui £ , 3R B
FEM RIS R R i 552 K A A 4 B T S AN DC-54 (SR ] JTC-T4 (R0 T
B) TC-24 (S50 =M ) BLEDC-18(£k) o I ZE W AT R AEAETC-24 4 38 — I R AF A
TC=74oTC-2445 MY FEAELS S 24432 I S0 v I8 240 0 FD 2 T - DC-B5. 445 A2 I e A i
1> AR5 32 BEAT AL EE , I HL S AL S S A2 B R B AR e 4 B — iR 3 (R 1
FRHT AR R4 (DCs )

[0091] 33— Ui BH
[0092] [ Ao 5% 24t i A ok
[0093] j#idficoled apheresis productsiZERIHLM 7 (plastic adherence method)
(ChoiZF(1998)Clin.Cancer Res.4:2709-2716;LuftZE(1998)Exp.Hematol .26:489-500
CornforthZ:(2011)Cancer Immunol.Immunother.60:123-131),fE4784 % 10001U/mLY)
IL-4(Cel1Genix,Freisberg,Germany ) FIGM-CSF (Bertex,Seattle,WA) (DCEZFRIL)HIAEr
FiA R IAIM-VE; 322 (Invi trogen,Grand Tsland,NY) v, 242 s 54 - % J A6 2L TRN-
v AL R FE R 3 A4 I 40 i S /T R B 6K
[0094]  TEN-y [ 44 Jivied 41 B 2 AR R A2 P10 il £
[0095] #RJECornforthZE(CornforthZE(2011)Cancer Immunol.Immunother.60:123—
131;Dillman®:(1993)J. Immunother.Emphasis Tumor Immunol.14:65-69;Dillman%s
(2000)Cancer Biother.Radiopharm.15:161-168) 4 fe&t i iR 40 . 4% f5 F1000U/mLfH
FH 7 - v (InterMune,Brisbane,CA) 55 & MR AT 2/ N, FHIK B #E VR ) 100Gy 8 BT 75
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17 (SelvanZE(2007)Int. J.Cancer 122:1374-1383;Selvan®:(2010)Melanoma Res.20:
280-292) o NI AF TP R L2 TFN- v AL 38 H 4% A0 JJRg 40 0, AR IR 6 22 o #h 7K (PBS) e
SRIGIMATG TR R AIM (DCs ) , PR G H5 B 2924/ o 38 ok AR S U a7 52 3 01 BRI 3R 07 2%,
THUEIIDCs , H AT ARAF LR IFN- 1y bR 4b 25 (1% Jirv e 248 Jf 0 471 8 (¥ DCs IR 22 A 45 433
43 TR 4 fl & B iE4E 42 (trypan—blue exclusion) JU5E

[0096]  Jz ik Re (4 ZR IR 73 3 (Staging)

(00971 AN BH 1) 25 W) Bk 77 ] DA A T B (e 20 i 3, o B 22 W T HA L TTHA
TTTHABTVIH (MohrE (2009) Ann . Oncology (Suppl.6)vil4-vi2l) . Gl #FR K2 B JFk
(WI4R) & 28 T e X BB b 2 R AR HR 1) F6 3 o T T AL o bk 2 45 5 s Bl Ak 7 2 IR 1
(1), Horh B i — D RHEAE T B B KT 1 /N T80 T 2mmJE 19 78 F 2
(overlying epithelium)ist¥ , BUE 4% KT 2mm H /T 055 T 4mm E 1 F B2 5095 . TTTHH SR
R AR R 0 U S X I S5 BRI (in—transit) F BB L& (satellite) R
it , o B F A B A F 0 D A B AN B 22 R 4 TV R
JoE 8 SUNAFAE IR AL e 7% , o B R AN Tzt b B bk L B2 T A 2R Bk L &5 , Horp 3 R 10 S i
1%, B0 Ho R 18 S i HoAth o DA

[0098] A’k BH AW 5 TR MR iite FH R 77 3%, k2 T W REUA R IZWEoh A B AR 52
R AR A e R 732, Hod 32503 B0 AT O a2 W o B 2008 3F HL UL AT 2458 20 B2
1BIT LATHRR SRR (B 2 il B 3 e % ) , 3F H I A e R i P 14

[0099]  Jiueddit )5

[0100] 7 B [ BB 17 25089 41 i 6 A Mage Mart—1 Me1-5 . HMB45 . S10055% B8 S FR g 1) —
FhEk Z A (DillmanZE (2011 )Cancer Biotherapy Radiopharmaceuticals 26:407-415),1H
FEABE T3 o 75— AN J7 100, e o S ks DU P AR 8 8 T TFN- v IO 40, T AE 53— J7 1, i
JE U R I AEZE TFN- v AbER R 40 M B AT (Z W Cornforth%: (2011)Cancer
Biotherapy Radiopharmaceuticals 26:345-351) 48 KA & R iA5 —Phalk 2 P 1 2%
LR B AL — R B2 P o B ) A A B BRI 4 A W R A 2R 40 MY, WiDubensky
US2007/0207171 A~ FF1#) , Homad 51 FHBAH A S0 AR S

[0101] N5 4t e I -

[0102] T DA A 22 ik i) She A W B 00 o 40 e 0 2, 9 o S B BHAR 10 i B B 1, ol
FGR v i Al 7R e A7 - B T 2R B 1 D (T—AAD) Yoty , ok I 52 2 bidk N IR AR $a 2% , Tl
T 5 - I RS A B R TR AL B AR - 2 L INGeorge s (2004 ) Cy tometry Part A.59A:237-
245 o ZH M A T ) 5 S B0 B e e 22 24 PR 2 R T U ) 7R 1, L] DUd i 't e Bk i
(1) IR 25 A RE I o ] FH ) J7 VR BB A% [X 40Vt 40 L SR DR 40 B B SR 0 4 B R e 30 ) o 4
AR B AT A I 7-ADDIN 5 A IR TR Y B R R AN M e o B B VAl s AR TR
WA AN AEIFN-y B F & Tl e AR T N B A REEA R (DIl InansE
(2011)Cancer Biotherapy Radiopharmaceuticals 26:407-415). B¢ @it —Ffhok 2 P4
YIbr BBl -2 PR A& Bl -3 PH3BAF I 2= TN & A AE P T 1 1 8 0 3 R A i (Karam 5%
(2007)Lancet Oncol.8:128-136) AN BRI ZG A &) XTI AIAH IS VA HEBR 22 TFN- v 4b
PR TP Y B 2 TR A B, 2 PR PR 451 e r Lyn 25 1 36 [E 5 FINo . 7544465 . Thorpe ZE [
e E LR 7T14109k 00 A T, Hod il 51 IR A AL,
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[0103]  JusE H &

[0104] g & FTREffvr 2 8 1 ORI R So 4l B 28 1) B AR A AE I R - BB A S B ) R
Y s R VARSI A0 B 4 A AR AR T 4 o S5 O A ORI B A R B3 (LC3) i I Wk o A
— BT AT DL DS LC3 IR S A e DN ik, Gl R LC3-T B LC3-T T %4k . LC3-1TH
=5 A WEARTEE A BARR UL, LC3 2 4H My B H A ¥, mLC3- 1 T47AE T [ LC3-
ITHAHE KK 458, KN H 50845 (conjugated) o A LIWELC3 N T, 41 i i
westernEIE , T Wk | W /BT E IR AR AT LI B R B 5E « B W AT DAE e S, 9 id
ARSI N TR LC3-T T i o - HA S5 HE B W P X = (compartment ) 2 [R] ¥ BG4 B T8 H
AR A . 2 0L (MizushimaflYoshimori (2007 )Autophagy 3:542-546:634-641;TanidaZs
(2008)Methods Mol Biol.445:77-88;Eng.%5(2010)Autophagy 6:634-641) 4E— 51 ,
AR R AT A A AR ARG T H, T IRBEAEM A Mg, Sp nf IR A — a2
A EARK B B R ) H IR PR Y I 2 7 R B - (1) 18I B AR PR B X =,
(2) 3 A BAR RS B WA , DATE i B VA A4, 5 HL (3) i i3 il 44 o 19 2 1 B K B A B v
RN B AL H— D A RN AL EERE B BRI RE B R ER
T B F R =AM BRI AR AT, AR A BRI B
TP BB T B R AR B N = B R TR AN B A e

[0105]  FHiFK-v (IFN-y ) [F 51T

[0106]  TFN-vy (ITZEFHRF)E T & ST — L B R )R IA , 1 W IFN- v 5244 . STATL .
STAT2.STAT1 A5 — B 4K \STAT1/STAT2 5335 — B 44 L IRF-1 \GASHIIRF-E . #F 5 78 IFEN- v 15
SR ST TPN=- v 3244 (TFNGR 1 ; TFNGR24 ) o 21 il R 11 I TENGR ¥ K 728 B8 W6 BH BT TFN-
v 1555 S R 7 T (Schroder?E (2004) J. Leukocyte boil.75:163-189) fE— NI 1M
AR B HERR AT 2R I TENGRI G 3 10 8 1) F 40 ML o AE 5 — A7 1, AR R B 0 e R i
STAT L7 Y5 A4 (1) S L S 41 ., A7 FH X L 1 g, - HLEE AR T 4R RR IS B AN R IR STAT L [A]J5 —
AR A ML o 7E 73— T7 1, AR B2 a8 e BT STAT LI FE A (22 2R -727) I 4
Mo A% B IR 25 FE HERR SR 1 H A STAT LR DR Hh Tl B8 9 A8 s 2K 11 28 25 1 e 401 i (= D451 4
DupuisZE(2001)Science 293:300-303;Schroder®E(2004)].Leukoc.Biol.75:163-189),
NI SSTE IRFE B KR RF- 1L IRF-2F1IRF-93%) 2 51FN- v (5 546 5 . AR Wi sE 11 %
13X e TR PR e 2k R v 1) — P s 22 ol IR (540 6 40 B, B30 B AR 3R 0 3K 8 R AT o — i
Z PR A .

[0107]  TFN-vy RS HEA

[0108]  7E—SLrR o PR 77 X, AR B & AR WAL KL VA A4 X RN v, SLE R
FHXTTEN=y R (1) R 6 2 90 0 P Bl B S R L I 4 e o ] LA Jd ik — B 2 B IFN- v
MR R IETE , KA X 3 FE PR A 2R AL DTN T2 TFN- v R[]
(2 W45 fiHalonens (2006 ) J .Neuroimmunol.175:19-30 sMacMicking(2004)11:601-609;
Boehm%% (1997)15:749-795) . AT iR I 58 A LA B2 M 355 Hh 22 o — Pl 22 P R €5 23R 4
FEA N IFEN= v A7 AENIANAEAENG 0 T 555 40 M0 IF B 8 A TFN- v 1) B o AE 1% g 1, TFN-
Y 175 1) 2 R Ak T DA a3 DA U A IR SR A I, b I8 DA Bl B SR
A BITEN- v 75 SR 1 5 3+ IFN- v 5 3 B L R I mRNARY R 15 VRIS I 22 IR S8 5 - TFN-
v N FE R AT LA REB 1, T 0008 N G B Sk DR B da B ) R SR IR 4 e O T
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DAL FH T 4t M A R B4 45 10 5 DR T B AR ) ) A 3 M e B (R S DR BB B 5
A I R AU AT 4T BRURY PR 2R A R 1 %2 B BE (established function) i 2R
[0109]  #E— AT, A K B HERR 8 FHTEN- v A3 HA DR A0 FE g 4 i - 3R T
HMHC TISERIEFEAR, FEMHC TSR FRAK T [0 AR R I w4 9 2 (1) A8 4, RILHMHC 1138
RALIGEIN10 % B D, RILHMHC TTRRAAIG N5 % B D, RILHMHC TTSERIAI M
20 % B HH /> 25 % B B 2 .30 %6 B R /D L 40 % B 2D (50 %6 BB D SRS AR — N T, H L
BT B AR AT AE TR H 25 78 52 6 3 B 38 IR 6 AR BR 40 Vit A (340 B € 3% U 4 R 7 7 110 1
BIRILE -

[0110] ATk IFN- v RS 4 M ) TEN- v 95 S AR DRI ) R PR sl PR 2 3%

[0111]1  ab000677, JAB/SOCS1;m63961, IFN- v 5 5 8 A (mag—1) ;m35590 , 5 I 2 Jiw ¢ 74 25
11-B;m19681,MCP-1(JE) ;y07711,2yxin;M34815, TFN- vy 5 1) B K+ (MIG) sm33266 ,
TR FEFEAL0(IP-10) ;U44731, EEM AL IR 45 4 82 1 s UBS328, 4 f K 15 ‘5 4% 4|
Al 7-3(Sup.of cytokine signalling—3,S0CS-3);M21065, & V7K F1:M63630,GTP
S A (IRG-47) ;UL9119,6-F A FELRG-47 ;127990 ,Ro B [ :M31419, 204 L = IH 1L E
;ar022371, FHL 215 S8 12035028404, M1 P-1aZ 44 ; UA3085 , #H 17 JF I8 25 ok 55 Jsz i e [
39(Glucocorticoid—attenuated response 39);x56123,Talin;m31419, 204+ ETHILE
4;U53219,GTPase IGTP; 138444, T4NMuAEF 8 sM31418, 202 T4 &y L& A ;d38417, 75
)& (Arylhydrocarbon) 3244 ;m26071 , A 23K (mtf) sD13759, Cot R sA L A s M 18194, 4F
YEFE R 5 ub9463, ICH-3 ;M 13945, pim—1 5K I ;120450 , DNAZE S B A (S WGil %
(2001)Proc.Natl.Acad.Sci 98:6680-6685) .4 & Bl AL S IFN- v i S ELRICIITA (S W4
Chan%(2010)J.Leukocyte Biol.88:303-311;Kwon%%(2007)Mol. Immunol .44 :2841-2849)
) I o

[0112] AR BAALE X 4R IFN- v 5 3 DR v — Rl 22 B SR s 10 0 & L 7 FH T 5 e
FHZ5 W) B3 () DS B 6 it FH 285 W01 R85 1 I e 1 R o X 8 R PRI 0456 « (B[ 1) FCGR1A
(FEPH2) TL6R. (F:[KI3) CXCLY (F:[R14)CLCSF14 . (F:[R5)UBD. (3 [X16)C/EBPalphafil (JE[F7)
MHC2TA(CIITA) (2 WWaddel1%5(2010)PLoS ONE 5:e9753) o i 40,1 e 5k D] 1) 4 5 A 7 1
N AR A G A , B L [ 1L AN 2 2803 314 415 . 516 .6 A7 L LIS A4 LAIS ., 1AI6
LANT 2804 205 2816 217 . 315 3F16 . 31T 416 L AFNT L5ANT7 DL Bz ix B FL IR () 20 4, 4l 4
1.2.3;8%3.4.5;804.5.6;805.6.7; 801 .3.4; 8135, 8136, 81.3.7; B1.2.4;51.2.
5B 1265801 2. 75555, (IR S AL R g 5 A TR o)

[0113]  FHhzE:-v Ab3E

[0114] BT IFN- v Ab 28 SR I A M 1) R A S T VA U B A T o AR R AL
WIR 408, oA IPN- v R LR S N E A20% WP RRERI L. 265) . E/030% .2 /040%
2/50% 2 /060% 2 /070% . 2 /080% 2 /090 % 24 100% G RRERI2.06%) . & 02.5
B3 065 204 052,

[0115] AR BHHERR Y 2 B A DL TR 1) St R A i, P AETPN-y B 5, /N T
90 % 42 MR L /NT80 % A& AW 1 L /INT 70 % & E WM /N T60% & E PR /N T50% &
I N T 40 % A I PR A

[0116] AN BHHERR I A2 B A UL TR AR ) SE (R A B, P AETPN-y b 5, /N T
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90 % AR T TP /INT-80 %6 S B I T VR /N T 70 % & AR T PR /N T-60 %6 /2 JE P Lo Pk
[~ /NT50 % S B T VR N T 40 % SR B P TR S 45
[0117] AR B HERR 092 B A DA N SRR R S R Al f B, o /B TPN-y B 5, /T
90 % A& AERG B P 1K) L /INT-80 %6 2 AERGB PE) /N T-70 % 2 ARG B PRI /N T-60 %6 S AERG B PR
(1)~ /INT50 %6 SEAERG B PR /N T-40 %6 S2 AR RGP PR S5 45
[0118]  NEMHC I8k
[0119]  fd FIXIMHC TTSSIEDR 7= ks 7 () AR BUZ BRAR &L , AT LI EMHC TISR[RIL . IX
EEMHC 11257294945 HLA-DPA1 . HLA-DPB1 .HLA-DQA1 . HLA-DQB1 . HLA-DRA.HLA-DRB1 LA A%
HLA-DMAIHLA-DO(Z: WL #Apostolopoulos. ZE(2008)Human Vaccines 4:400-409).
[0120] 54, 4 & WIAG S 550 VAR T 5 VR RIS T 7 i , L B85k BB (0 2008 41 o Gk STAT L
STAT2, Wi HL A VEPESTAT IS 5 4% il g B GV ESTAT2(5 5 7 Tl g 508 B A W6 1
STAT1MISTAT25 5% Sl .
[0121] Ak H$R L2502 A W Bk 25 Wik 7] A2 e P 5 v B JiB 7 ik, S BN A&
FHEAE : faFE L (hazard ratio,HR)/NF1.0.HRZ/NF0.9 . HRZNF0.8 HRZ/NF0.7 . HRZNF
0.6 HRZ/NT0.5.HRZ/NT-0. 4 HRZANT-0. 355 o AR S B &5 SR m] DL oAy e AR A7 0 e Je AR A7 40
P P78 1 R ) T8) 00 25 o AR R iR BRIt 22 /40 % L 22 /050 % L £ /060 % B2 /0T0% L 2 b
75% B /80% FE /D85% /90 %  F /095 % 5 116 HPFS . M4k, Ak IR E /40 % &
B50% B D60% JET0%  EADT5% EA80%  FEA85% VE D90 %  FE 95 % ZE 6 H
SRR/ AN, AR IR BEE D40% (FEAD50%  FEAD60% VB AT0%  EATE% VFE D
80% - #/D85% . #7090 % | /195 % SF K] 147 (B 24F )PFS Ak , A W4 (it 22 /040 % L & /b
50% 2 /060% 2 /T0% 2 0T75%  E80% /85 % & 090 % L £ /95 % 2 [ 14F ()
2F ) MEFE (S W IIU.S. Dept.of Health and Human Services.Food and Drug
Administration.Guidance for Industry.Clinical trial endpoints for the
approval of cancer drugs and biologies(April 2005)).
[0122]  TFN-y ffJ AR B R 75 5
[0123]  FEIFN-vy AbER 555 H WG A2 — P o R ME (systemic) IFN- vy ZbFE K RIZF [
D7V W N R EA SR ME T R E AR E - i RAE R T 3R IPN- v J5, 75K
%) R 24 2 8 T Jed 240 L) T 00 P R A 1 R T A 2 0 2, D3R R B 3K 6 J 31 )
i R MEIEN- v AL N A, an S ATE RS R e T IR R, S e Al IR TT
PR A AL AMLIE YT 7 i R B R AR EE P T RSB (adherent) BEIA U2 TFN- v 4bFE
(P EEAL T FfeRe 2 i 2R 145
[0124]  ARHATHEFRAEMN AR IR T AT o B R E2H LA R &
M, BRI AT - v AR B R A i RUCEE R B SR R A RS
CDA TH s 45, H O A& 5PN S B NE K . E A RRERA AT IER
Wik T 40 H (R BB R (repertoire) , X A2 RAFE A Wk PEAH M H 75 3 VA B AR N S 3T
SN iS50
[0125]  FHZRTFN-y b TR 4 M 2 P = A2 i R 0 T PRI 18 W A Jired 48 e mT DA S50 SR 4 i
A, DAIERR BT R B, 1% 2 RO AR | W P I A e R i b s AP R B LA R
AR L TR 21T 21 F P i SR A Rk i e A R B 4R )
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[0126]  XFTEN-y [ SEZFIF 75 5 I W ) 3R AT DA BAAS S B M - 1 77 =035 2l
IR R A B TR AT P 25— v A I AL TR igg 40 i, mT DARE B 40 e 58 T2 (3F e 24 PR Wi 52 4 94
T-A M IR ) B , A ] B R 5 3 B B S A M T TR E SR 3G

[0127] Y4 ¥ T 4t i [R) Isp R B8 A6 70 00 B W MR 4l B ) 72

[0128]  ME€A 2R HIF 52 38 B AE I PR K 56 A 8 O 4 o i) A7 AE 5 22 AR A7 R 2 i) B A O T
(Cornforth%E(2011)Cancer Immunol.Immunother.60:123-131;Dillman%:(2011)Cancer
Biother.Radiopharmaceuticals 26:407-415). TR L T AEESNTEN- v Ab 3R BB 2%
Jed ofryes 2 e S B W P 5 L IO R T FIMHC 1125493+

[0129] tyE

[0130] "N R4t S &7 FEF7 o A% Kk B 07 v DA R ik axX 2e U7 v B AR R A e, HE A T
SR AR T R gH B R E R A MR BV AR S TFN-y AR 2 A fEAE B A e R R
MM EEE S, F— a1 2 A v Dom ] T2 TRy, F B8 a2 gl e m] LR Al T &
A TR AEAR R BRSO R F8 B 2 AR S TEN- v b PR S — 1 4 B 4m e (BB —
SRV 2 ) B 2 B L ARSI SRS e A A T (BB — R IR A ) I AR T AR 2
A SEgt g 2, AT RAS A& AR TEN- v b8 i 5 4 H T 5% 40 e v b ) R 00 2 TR 4 L ) 9
P55 2 SR O Ik A R A T T MR B R R Al A P A T — HAm e T TR
1 BE 8 R A ) RV 42 D A A T, it vl DU X SE 20 il B O £ 57

[0131]  ARTAMFFE A T VA 0N o A6 U5 W S 40 RV T2 RIMHC 1128335 2 AT, F1000TU/mL
[RJTFN=y 35 & H 44 58 00 2 00 Jileg 40 i 3 RASE 2R S8 €00 2 0 i ed 4 i 3R 7 2/ NI o T e R FH XS
LC3TTHHL 44 ) F 28 B 78 3L K FlEnzo” s Cytol DR 19 WG 3 70 £ A0 T R 0 M vk, Sk
A W IS8 FH7-AAD Al Annexin—-VHL B RDNMHC TISS ) Hiid it im 2R A My , 7 ) I w2 48
M E TFMHC 112855,

[0132] AR LS AL IFN-y BE 75 5 DA (2 3R 40 M R rp 1 Wk MR A0 B T v S5 3
PR AR FEVR o U8 TP A T 32 R T T AR RN B BV b, T 1 W0k 2 4 B R A B B0
FH 177 3— FF 22 JI W P4 (3-MA) BEL T (1 Wk 2 11 6 TEN- v REZFIRIMHC 1T FH P 40 B 1 75 5
(39.4%IFN-7 vs.10.0% IFN= v +3-MA) o FVZ = It R A B I3 551 Z—VAD 31 1]~ JD R 4% B
VESk 7528 TEN- v Ab R A By b AN T AH AT A (2. 7520, 15TFN- vs.3.04+
0.271FN=y +Z-VAD , 5507284k ) o 45 BTk , 40 B 12 19 15 5 S5 AR K-/ B R FIMHC TT2895
T IR o A R B B A 5 U T ) 0 L TR IR CR AP A T Y W A 2 L T VA B I DA
TFN- v AbFE B8 % 350X S T 41 B 1) S 3 v 97 1 A Ak

[0133] WM BT E

[0134] [ 44b 5% 44t i A ok

[0135] el 3ok 0w BT ads ) 2R RLAL B 72 (Choi 25 (1998)Clin. Cancer Res.4:2709-2716;Luft
5 (1998)Exp.Hematol.26:489-500) , 4 st SEAM M o 18] 5 2, B AR SR ML AR 7= Wy BEAT
ficoll-hypaque(GE Healthcare,Buckinghamshire,United Kingdom)%5 & e E 95 T
P2 (1) 40 L A% A BT T Hi A R IAIM-VE; 323k (Invitrogen,Grand Island,NY),
R EE AN TG ELLLI5 X 10%cel 1s/mLIT 40 2 323 (Corning—Costar,Corning, NY ) H
£10001U/mLITL-4(CellGenix,Freisberg,Germany ) FIGM-CSF (Beriex,Seattle,WA) (DC
Fiardh) BB — /N JE , BFEARMGM VR IR B S EDCE SR B A BRI BB R ER
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EFEARRGF A, H = S PBSKE FIR B — I, JF B BEDCES F7 4k o SR B B S 976 K
FEIX B[] 31 AT It 2 PP Ad 0 U 58 120572 (A 3 DCZ T ) B AR [RIDCIR) 1 3 BURER AL
[0136] [ 4% Jived 441 i, 3% A= e

[0137] Kl I 1) AF e AR AR 1) 400 otz 4 a7 Jeg 21 242 AN AL, SR JS #E 15 % FBS/ECSH
FERPMI (58 4sk5 %3 ) of FH10001U/mLI IFN-y (InterMune,Brisbane,CA) 35 & 72/Ni, FIok
1 J5 f 100Gy 58 B 3 77 /7 (Choi (1998)Clin.Cancer Res.4:2709-2716;Luft(1998)
Exp.Hematol.26:489-500;Dillman(1993)J. Immunother.Emphasis Tumor Immunol.14:
65-69) , WIHT AT IA o N IRAT H VKB 8 TEN- v AL ER L 55 BRI Jidosg 20 i, FHPBSTHE 3 3K, SR
MNAESNEEFRIIDC, F55 B 2924/ o T3 FH AR B e 7 8 3 T BRUCR SR 1 88 T Bt 5L DC, I BA
FHEEI EAE9- 11 S0 TH R AT  SRAFA I S5 2080 0, TR XA Ry E o, HARR MBS 1Y
DCZH .

[0138]  ym X4z

[0139]  ff I X MBD Pharmingen San Diego,CAIRIRHI R AR LW B rebE iifk: 455
PerCpfMHC TT444 454 APCIYICD1 1 eHifA , CDBOI A . CD83HT M4 | 54 PEI CD86 Hi fs , 13
AT 0 R A T 1) 2 TR SRAE o AT FH [R] ZR 0 HEA I 5 ¥ 20 B PR 4 i o 48 SR FIBD Pharmingen
X2 FITCHIMHC TANT IZEAYHAE  Annexin-V-PEFI7T -2 LM £k B 2D (T-AAD) , BEAT Ji 3
I 0 ) 0 4 Y o AE RS LI T, {3 FH Cal i BRI TEVR 240 R #E (BD Pharmingen) , 3f H.
FEUR U YH MBI () AR I R A P A R A R 8

[0140] Ay BRIl sE

[0141]  FIMammalian Protein Extraction Reagent(Thermo Scientific,Rockford,IL)
INEE A B IR S (Roche, Indianapolis, IN)BA10, 00040 i /ul ZE 9K I, il 4% 20 i J5% f1)
YN B 2 fED - H K Z25uLs/ TE R AN AR AE 1 2.5 % Tris—H &R IR L2 5 , ¥ BIPVDF
Ji, FE FHEE R0 R I oA AT ER U < 455 9 2 (1 (MBL , Woburn ,MA) \Hsp—60 Hsp—70Hsp—90 (R&
D Systems,Minneapolis,MN).HMBG—1(Cell Signaling,Danvers,MA).ICAM-1(Santa Cruz
Biotech,Santa Cruz,CA) . Mel—-4.Mart—-1(Signet,Emeryville,CA). BN (Upstate,
Lake Placid,NY)#FIGADPH(Calbiochem,Darmstadt,Germany) .

[0142] e iy

[0143] {3 Al ey 40 M Ak 22 B8 1y, I 5E RE A 3088 R0t —4H (pane 1) $ JR 1 R34 o FEARAE BLAS
FFAE10001U/mL IFN- v BIIEIL N , FES E 55723 3% i (Thermo Fisher,Rochester,NY)H1 57
FEAML 72/ 5, PR IR SR 5% vh 3 7K (PBS) Wik 34K, FF (8] 58 7.4 PR 1 o BEL BT P 8 2 ik e
Wil e, & A P PR I — Bt (primary antibodies) ¥ & 400 A =T
B (anitmouse) B H i e BR 8 1 45 & B8 UG HO B85 5 55 AR 10 (Super Sensitive
enzyme—con jugated streptavidin labeling) FIEAR L E AL YIEE (4 )5 44 (chromogen ) PA &
A& (Biogenex, San Ramon,CA) , BE4T #5520 2R 4k 5 o R F [A) R4 UG P 4o HE 4k, i 92
WU 2 70 B 5 AR (1035 T - S-100 FTHMB-45 (Biogenex , San Ramon,CA) Mel-2.
Mel-5.art-1(Signet,Dedham,MA) % Z F2Hf filMage—1 (Thermo Scientific,Fremont,CA) .
Melan—A HLA-TZ5FTHLA-T12%(Dako ,Denmark) o

(01441 Geit 407

(01451 fEXUR KR 22 A R B B REACHY 77 2 A0S I p (1 <0 . 05T T 22 5.

20



CN 105999249 A w Bg B 18/22 T

[0146]  ZE—HFFIK 4

[0147]  FEsedesgssdtieh , 6 FIIEN- v 35 8 72/NN RIS, 78 13 440 2 42 25 939 i 8 4 . 3
ZE S S AN T AR TFN- v AR A B RE TEN- v R E (W 4 |, #4T &
W AE ekl i , LR B FEZ8 TPN- v AR 1 40 g rb 1) SEAIRTS 7100 B & 95 (89.1+6.8%
vs.84.949.3% ,p=0.014,N=47) il i C4HHIE A TS B AR R L 2 A i R FE AR
(R T35 5 (B LA ) , 3R B B €0 20 030 40 M S TEN- y 15 5 0 400 e 0 2 22 SR st gl , S
— S A i S s SRR P A T B PR T BV (T-AAD+/Annexin=V+) , 1 HoAth 40 i B R B R
HLR 40 e T B BRI AE T BEVE (T-AAD—/Annexin-V+) {15 5 . IFN- v &b H8 5 B3 21 (1 8
TP 20 M 1 A7 75 5 TT 3 e AR A7 RN AR A7 B b 8 25 B AR 28 (Comforth (2010) Cancer

Immunol . Immunother.Resistance to the proapoptotic effects of interferon—gamma

on melanoma cells used in patient—-specific dendritic cell immunotherapy is
associated with improved overall survival).XfE RIS (log—rank test)F B IFN-
v AL IE R0 FR R IR 2 S AR IKYS 77 5 et o AR v S AR AR I B AR

[0148]  REAEAFAEBUANTAETFN- v IGO0 T K & B4 MR REAT & M2 1 S B BRI
XYL 4T BE A T I EEAN 34 (K 1B) o 72 TEN- v AbFE () B2 8 2R A i) e e b, 44
PRy L4 2 S PR b iR 4%, AR B ATV A2 AR T A 550, JCH 2 fEhsp-TOE L T .
P 2 1 45 R 2 A R RS R A 1 1 (HMGB—1 ) UL 78 5 e 5 150 "R TRN- v Ab B Ji5 4% 1
YA (K 1B) o A , 330 B A R H0 5 (me 1-4 Mart—1 RIS B B ) 10 5 AL 4% TFN- v 47 38
F, 1M TCAM— 14 S5 25 1E VA5 (B 1C) , TCAM— 12— Folr 55 5% vk 28 400 A 5 P10 &40 0 285 e ) A
A I IR 20 i 26 P 4+ (Hamai (2008) Cancer Res.68:9854-9864) , %52 [ &N, £ IFN-
v AL (1) B 0 2R IR 4 B T AT B T TR 2 4 B (CTL ) v PR BB AUk B A , — 2 B 08
FHRPUE I e S 2] UL 22 3R B, TFN- v EUETF 2 B B PR P I8 7 (R1) .

[0149]  TFN-vy (A S EF LEHLHAEME AR TN IE 5 (Bohn (1998)
J.Immunol .161:897-908) . WK IDH BT 7~ , FHIFN- v Zb3E 5 {4 DB €8 2008 41 i S BU L34 i
) HLE = HIMHC T8 IEE (p=2.8X 107%) , F{E 5435 F (median fold induction) A
2.911.13(95%C.1.) BbAh , MHC TIZRI oot B8 &, HfgHf (p=
0.039), FEHIFE T N4.2352.66(95%C.1.) SE ER B EAZIMAMRE EMHC 1125971
AP FEACTMHC 12840+ AHAETO % BB LT , X TFN-y AbER NZF I 6TMHC 11284k
YL 265, IR AERUAMHC  TTRRIE ARG 7K1 o 73T 5 57 B0 IR S 40 e Lk, Frfyed 40
Mo b X 8 23[R 47 AE F] DURALHMICE S48 “ 5 287 (“cross dressing”) Bt )7 241 F
FIHL< (Dolan(2006)J. Immunol.277:6018-6024,D0lan(2006)]. Immunol.176:1447-
1455) ,

[0150]  AHIFN-y & —A MR A R BAZRAR R, JIFEENRBIW R L,
SR 5 T 3k 9t 40 B v U 58 CDBO0 . CD83 L CD8B AIMHC T TS FRIK 45 IR B, 7E A [FN- v
A PR ) FE A Z R A IS, AL 5% 1) 2 5 CDB 3 1R B 5 200 L 1) FH PRV 1 0 501 /i AL B 2 38
(FE12) o A, 7ECD6HL il B (o B R PR ) v b th B 22 (1) R 0 A 5 11 g 4 e , &5 2R 22 CD86 [
PEBEVE 1 3 B0 T8 /b, RO AR 8 TFN- vy AT (%) Ji8g 40 B 75 SR A7 AE o b KR 35 ] B Hb A2 HH
TIFN-y 5 40 M08 1, DR DA ) P 0 JH B R B8 A2 < A4 75 B0 SR 4 AWk

[0151] K3 o, MAHIDCHIREA £ B H K IACD80(39.0£16.2% ) .CD83(7.1+

21



CN 105999249 A w Bg B 19/22 7

6.9%).CD86(73.619.5% )H HAEMAC TTRMHMER, I+ HEA96.2E15.0% 35 /7. 51
DCEAZ 2 W m H 22 CD83(9.4£7.1% ,p=0.019) Fl5 & ¥ = (-3 9L (172.9
+79.0,p=0.0009) , % B FZFEHE M TEN- v b FER [ R 41 o 17 3D CAE — Le v 40 i P 15
T HGA(EI3B) .

[0152]  EE—Hf5E TR

[0153]  fEHu e S % 1 b7 SCob, 70 5L A7 38 B RT it 1) 77 58 DA B AE 2 T B SR 4 e
(DC) F B ¥ T7 1 F8 A A AT R AR 2 EL RN o IX RS I 1 ey 7 A S e iR I B A4 iR
40 M A P R Sk U5 0 B g, 9 LA & 5 s A OC B R ) S 5 7 = (repertoire)
(Selvan(2010)Melanoma Res.20:280-292:Dillman(2007)Cancer
Biother.Radiopharm.22:309-321) ,— %6l ARG AF B R 240 1 B AR S2AA (bulk ) e o 31X
P R IR ] B B A O 5 G AR 4E AN AR ZE 20 21 (0 Rourke (2007 )Me lanoma Res. 17:
316-322) . 5 s T4 e A R I P i v LLAFAE T2 24 4l e 2+ (Di11man (2006)New
Engl.J.Med.355:1179-1181) . IFN-y A FR IR EMHC TT253FIFRIE MHC TTE 5+ TXF
FET MR AN ¥R I T IO R AR B2 AT AE T A o A 1) 43— (i 05 Y £ 11 W HMGB—1 1
PR B ) A S 5 A TTER 1 TR AT DL R 40 MR P IR S ) DTk L A DTk o A K
A HR D Cs 1Y il 2% 3R Bt Rl 2 iy 4, FomT S B T R A B ) m I A 9% (1p (2004)
J.ITmmunol.173:189-196) . C0 28 R I T 40 Mo i) 4 1 -5 06 o8 A B Py A2 1 5%, 5 3
I8 20 P S A0 B AN B BE A 1) B S 0 A L 5 12 40 5 200 it A SRR L 4 i TEN- y 43 b Ty
[Ty QL2 i = AR e 1 D 0 R A D I o N B S G B S\l S e
(proapoptotic)fE MM M EEIF MG KL LA X (Cornforth(2010)Cancer
Immunol . Immunother.60:123-131) . S ZADCH WAKT H 42 -12(1L-12) 7] DL S804l e 55
PEUREL A H (CTL s CD8™T4H B ) i B P 5 2 o Vi A 471 1 3882 157 5 007 A 1) TR e 928 119 I R
LA AT AR, Ik R pRDCTS T 1 PR T M) KU (Rl B B e = HECTLs ) R
A TR FH 40 DR 5 BB KT DO o AR SCIR 2 5 B0 SN 15 5 4% 505 B I 6L 1) 2 3 VP4 DA
HCEDCRL AT B8 o R, 7E AT 97 R 70 AN 75 BEAA A1 21 i DR Rl A 1 17 100 I 448 2 L %) il 4
MeAE P R R 1K) B I P Be A2 DC AR VR TT I SEALIE 1 7735, BN AR SCH SR R BIDCE. 42
FRoE R G 2 T BT L X B “TEAE B (“maturing” ) DCs AT DL 4 Wb #a bR+, Sk 52
B G FE B W) 51 R IEVEAT (1icensing) U JERE 7 HECDAOLE CDA T4 i .
ZEUERH , 18 A % 48 72 A /e FRIGM—-CSFRE 28 ) BT = AL ¥ CCL1 7/ TARCH L i k. IR+ 5 BE 4
(1) T0 33 F A A7 2 0 AT LR L, B 2 41 B 775 L bk L 40 e ] 88 75 ZE3% W1 CD8O AICDB6
B BT T A AN BRI AT A , CD83FE A 7E LB S Al . |, 3 FL 7] o) B2 T- B8 1%
5 5 B AT 50 8 R 25 TR 58 481 i (Prazma (2008) Tmmunol . Lett. 115: 1-8) X RN FEZ5 W4
A T G 5 5 AT I, EADCs B £ B BT LA S SR A N
HREGE A LA AT S N TR

[0154] SE—HFRHIFER

[0155] &1 .15 ] 0 3 S MR 40 B L T M SR A B ) vy T b SR e S A R P o T & - v
N7 25 55 A0 el AH O I i LR 1A KT R AR A
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SERRRRA TEN-y SRR |
ORI G
8100 74.1%  ATA%
HMBAS | 183 ANS
[0156]  § Afeia2 33 538
| MelaneA 11 0.8
Mal-5 18.3 373
s1e 61.5
& . 389 00

[0157] N=27 kA,
[0158] 58 —HFIMM BT %

[0159]  BE{RZR 4N R

(01601 g oMb A Ty 3K 1 B £ 25983 44 il RA375 . SK-Me 1 -5 MISK-Me1-28 M American Type
Culture Collection(F=fh H 3445 :CRL-169,HTB-70,and HTB-72) 15 . #5A375.SK-Mel—
5HISK-Me1-285 % R FFAERPMI 1640 {15 % g 2R L& A (Invi trogen, catal ogue number
11875-085) .12 8 (A B0 11571z —VAD—Fmk J Hoxf B AL &4z —FA-fmk A\BD Pharmingen( H 3%
5 :550377THI550411) WLAF o #2 BB 13 75 1Y Ui BH A5 (InvivoGen, H 3% Spsetz—gfplce3fl
lyec—12) BEATGFP-LC3[ & 4% , 3F HAEOLympus BX-51 {4 b A% HIDP7 24 hs AEAL AT B il ok
K14 . 780 5 2 B, FH1000U/mLI¥ IEN- v (InterMune,Cat#) %% & Isd 400 22 72/Nf . 4
(Hamai (2008)Cancer Res.68:9854-9864;Tyring(1984)]J.Natl.Cancer Inst.73:1067-
1073) Firid , i 3k ZBH e B AR I B Y AL, ZE AN 78 7 R 2R I HE & /N AR 7S (Omega
Scientific,San Diego,CA )N ImMPA R BREN  1mMIK) 45 2 Ik i FIHEPE S22 i IIRPMT — 164041
SURE IR PR 37, KA BB 2 45 PRI R . 7E0lympus  CK-2 4% - HiNikon DS-L1%{
b AR AR A 4T (phase contrast) B4

[0161] [ 4Ab 5% 24t i A ik

[0162] jEilficoled apheresis productsHI ¥ B A5 7L (Selvan(2007)
Int.J.Cancer.122:1374-1383;Cornforth(2010)Cancer Immunol.60:123-131),fE4MN7e45
#%10001U/mLIIL-4(CellGenix,Cat#) MIGM-CSF(Bertex,Seattle,WA) A S Hi 4 = 11
ATM-VE; 323 (Invitrogen,Grand Tsland,NY) 4= okt 5 400 . SR i #E FH S TFN- v AL TR
() B HE R B A rtleg 4 47 3 W B e iRy R0 K

[0163] a4l vZ:

[0164]  JEit A FIXIMHC 11253046  Annexin-V-PEFI T4 F LR TH 2D (7-AAD) , Sk %
TFN=y 825 I i ed 40 B A0 T 0 3= B2 SV AR PR T TSI R I B AL HEAT 437, I fEBeckton—
Dickenson FACSCxlibur® i NAMIAY FoREE.

[0165]  WesternEliZr il E

[0166] ¥ 50 293 Joved A MO 2L AA D 45 R AE 10-12. 5% SDS-PAGE |, B B B S BR 7 4 25,
— PR, H 9456 H HNovex APRE KA (Invitrogen,Carlsbad,CA) B PL =4k
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H (bands) .43 5 LA il i 7 HEFE O AR B LL 5112100 /11 210000, f8 AILC3 B4k (Cel ]
Signaling Technologies,Boston,MA)FIGADPH(EMD biosciences,Germany)HJFiik .

[0167] 58 —WF Ui

[0168] A [ A& AEAR AP TEN- v Ab R B €5 2980 Il 40 Ji fis Wk ) 75 A B R TFIMHC 1T
FKo~ AL B VE AP T AIMHC TT283RI8 2/, A 1000 TU/mLI IFN- v ¥5 & 3 ff1
R R B0 2080 PR AT AR T2 NI o SR FIATLCS T B AR (1) G 3% D32 I8 3R FEnzo )
Cy to 1D F W A WX 77 6 1 e =4 ey s, A i 1 Wk o e 3 A3 A 7—AAD Al Annex i n—V 4 (2 R X6)
MHC TTZEHuAAR i = A MvZ: , 43 750 U 5 40 B 3 TFIMHC. TT2845 % .

[0169] W5 LR

[0170] 25 R EH, TFN- v BE 5 T A 65 200RT 40 i R b B W MR M T v D75 3 0 T PR i 41 i
FE& o R T P ) PR 32 2 R T R B v o, T W A 0 B CR 5 R B 15 o FH A1) 5)
3—FP JE JIREE 04 (3-MA ) LW 15 Wk = I A TEN= v SR ISFMHC 1T FH PR 48 e i 5 = (394 %
IFN-y vs.10.0% IFN-y +3-MA) o FH¥Z ~F Db R A BT 7RI Z-VAD I~ Dt R A Bl vl MR AE 2
IFN-y AL A rh By b 40 B A TP E R (2.75£0. 151FN- v vs.3.04£0. 27IFN-
Y +7-VAD, R 50481k ) AN P T 5 5 B ARK PRI AR FIMHC 1128 R 2 gk T
A it e 4 L 100 b R 4 B 1) R LA O 1 et e AR A7 AL AR A2 I (4 allp 0. 003 F1p
0.002) , %M KA & NG T EE - v A ER AL A0 1) [ifss 40 M RIRAF I HE R T MR 8 W PR 1
UM AE T ER — v AL Ja Y U T P 4 [ P OR3P 35 0 1 1 Wk PR 2 B R R 1, BT B3
9 XX A T A M ) S VT I A A

[0171] B FE RIS 43T

[0172]  F 44 385 3 58T et Jed 240 P (A8 v 1240 P R/ B 5 JER AL 448 ) o TS RS PR
SIE I H E (depots) I 2R 5 21, 3F LT BUE B TR I SR AL R SRR o 1 LL A
FLUE BR AR B 3% S 40 B i B Ji O 13 0 AR A7 ) 520

[0173]  J5i%

[0174] M =AMESLEE I BRIV S 2 , Ir A 38 G B ISk M R e R B R I
A, DAT R FRk B8 R s 40 B i 40 i R R B R i 7 R IT B R RS TR
(S.C.OVES = JEm 8], 28 J5 5 HVEST5AS AR (]« FH 28 5 R o 40 e (TC) yE 5 74 i
F O 28 T4 R [ A4 IR 40 e (NCT-VO01-1646 ) 2 [ 35 35 313 14 [ 4444 58 411 (DC)
SoaN B E ALK ITIH I F, HTCHE 244 &3, FF HIDCIESG 184 B &
(NCT00436930) .

[0175] 453

[0176] K244 1 &ANAS h H A A7 /2 (0S) AR 3 A , A 98N TCHIT2/MDC K
F AEEWS(51,52) TR BIEL 4 (62% ,62% ) VAT TE HURIEYE IO EL 51 (46 % , 47 % ) Al
TRIT IS AFAEML e P 293 L 481 (1396, 14 % ) I T3 1 » R AiE S5 AL 72 DGR Y7 1) B 3w, OSEE K
(P63, 1vs 20.24 H,5-4F0S 51%vs 26% ,p=0.0002Mant1e—Cox Xt B Rt E6 ) B AL
eHhoSH) Z R IR .3 (p=0.007) .

(01771 FISk B B A& 3G5H . B 3 58 Fes 48 e 30 B SR 4 e 1) 3 o DO 1 5 U K MR AR
(AR, I HAR T CieWio N B E Bt 20 1 3 P 1 R R R TOHE T .

24



3

B

CN 105999249 A 22/22 T
[0178]

%2

T #EE #ILT H{E0S 24F0S 54F0S

TC 74 60 20. 3mos 45% 28%

DC 54 31 58.4mos 72% 50%

TC 24 16 15.9mos 31% —

DC 18 5 RIEH 72% —

[0179] R = A B e e M 1 (36 1 AR A7 it 2R T 13 7h oA A iR 4l e, 55

AR 41 (DC) 45 BB 5L 45 4, BT IE S TR AT 13RI AR 36 o B2 R 0 S48 J — Ik
VEST =) L8 H— R GRS H.(5) N H: AR IE R Z TFN- v TRALER 1 o Ay 5 74
b, HE S LEBN AT IR -y TR B 4R s 40 (TC) & [F 15 711 B 1A b 58 41
VR 55447 88 o AERAALA TR RIS A, AR 28 TPN= v FiUAL 2 ¥ Jisd 41 B (TC) vE & 2447 2
& T R R4 (DC) IR 4 TEN- v Fil b 22 ) Jifed 4 e (TC) 559 18 44 JR 3

[0180]  IFN-y AbFE 1 FEAE

(01811 IFN—y AbHE 36 15 1] 40 B 13 1 1) S € 208 41 M Sz B it N 4B 9 1, DR kT A
IR B /AR BB B R AR R W /B AR 2 A, TEN- vy bR A T ECE
K& W P AR TP B A o e Bk R B /- B R S5 A3 R, TEN- v b3 g O &
SEEREN A GEE TR IPN-y A E SO 2 SECE REM B BT
(R, Horp gy B S ECE R PR 2B AE X a3l (cross—priming)

[0182]  [A| b, R4 i I & 87 IR AR AR 7 I8 A T 9 M s it g >R/ s L A
T ) AR B 1R B AR AR AL > R AR IS A2 , 75 AN 25 4% K BH AR/ BROBURIZE SR A5 (1) 6 4 ) 18 0
T ARSUSEARN AT LR R R 205 T 6 7 49 PR S it g 3 AR B R H AN D7 T i
AR I BRI AN o A9, A B B B AR AS A R 1 7 QAT L SRR A
[ P Zh e 15 21 38 A HH ) (1 45 0 I8 88 70 23RN/ 305 720 TR K BT A 4 & A0 A B F v
P o LA, BN TR R, 25 A A R BH (AT ART 2 FF (9 T8 B S it 75 =0 7~ H R/ B3R IR (1 45
SER AN /BT 2 AN/ B V0 SR AT DA N e 34 R 04 — 8 = i 0 A AT AR A A T B
TR B N T B g 3P o R, L A S PRI 1A R BH ) AR 498 ] o i IR P B e 8 Y
FEA H1 35 BT B BRI ZE R AR 4P Y8 N

(01831 Ui 45 0 B 51 F I T At R & 1 & R L SRR B 3Rt Btk 51 IR
A, IR AR SCH SE B R —F

[0184]  RMLFHE N TR A37CFR§L. 72(b) I HLAE , [ 132 F BRI BRI 1 A SO P8
AR AR RN EE £ o LI AR BT PR 28 (A 2 AN B8 FH TP BRI ZE Rk 1 e
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