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Frik.

[0033] DL AT R AR W o ARSI T 225 KDL S | 5 X it o
NS DL N ARSI AT RS SRS EEAR , S T BRI B IR A SCER B35, JF B JF
A B AR A A B TE .

[0034] 5251

[0035]  AFRLHTTS 7

[0036]  ffl. AL - BRI R 7O FERPMT 1640FMcCoy” s 5AIA [ B R AE Ay B R ]
(Invitrogen Life Technologies) . vafEGA-1ME (FBS) W H 282k A1+ (Thermo
Scientific) o2k HIAH LR R 2 g, R TV H A IS - BEE B &5 (Sigma-
Aldrich) TR DL R HUAR ARG T 20 9756 : mCD152 (mCTLA-4) Mgk (9H10,
BioXCell) ,mPD- 1ML 95 HifAk (RMP1-14,BioXCell) ,mCD25 . 75 HifAk (PC61.5.3,
BioXCell) ,mLy6GEHLva %4144 (RB6-8C5,BioXCell) , % iffHampsterlgG (BioXCell) , Bl
PR BPSAMRLF (BPS Bioscience)) ,5-%(Z4fuH (Invivogen) o

[0037] )iy % . 4T1 (CRL-2539, fl FLILRIMET 41 i) AICT26 (CRL-2638, [ &5l E i) 1
HATCC. IR AN A PN AE AN 747 10 % G-I H McCoy s BAFIFE3TC 5% C02 | K.
[0038]  T1luminaZL[AlZHDNASEZE RIS . LR 4IDNA X 44T 1 Tumina’ s (11 1umina) [1]
HEE T3 A DA T BE P 25 - 2ng 28 3pg FE PR 4 DNA FTER B 2 Ae X 100 LR R I HL7E
Covarisii /= &4 7% (Covaris) FHETLI 4 200bp 1 V- ]S . DNASK 5 ] Nucleospinidtifl &
(Macherey-Nagel) &fift, , 7 H F FH50u 1 Y B2z e Bt - BrAE SaMEH , ST DL~ 20
BRIP4 BB K 3T oA 22 A=) 5295 % (New England Biolabs) (NEB) .45ul1424i{k [fJDNA
SR 540ul ddH20. 10p ] [ AR 2 2 2% MR A5 IR AR 8 2 B MR & - TR A i E20°C
IREE30min, HFLRPCRAIE I & QLA (Qiagen)) alifk I H HTHE 270 CH42p 1 PEil
SRR (EB) Vet o SRIG 2R i3 A SN il FH 420 L i) AR 18 &2 [IDNA L 5 1R 10 X dA RS S
Ge P s ] ve A B (37 574N BEATANNRE , HF HAE37 CH E 30min, IR 5 ) ]
MinElute PCRE[fL & A 2lifk . £ 4lifb fDNAK] FH27u1 1165 CHIEBHEML - FH25p1 1A
JHEEFIDNA10ul FIPEHRE 5Pk (11 1umina)  10p L fRISXEA MR ANSn L TR TARE SRS T
oS B GIRSWAE20°C M E 1508 i FE Bs0ul i) SR GWE kA
NucleoSpinZ2 UM T T ) & Gl R 247D 200 INTEE T IR & H A=
NucleoSpinfEHEATAlML A AL 5 2B AEL4, 00082 0 dmin,  FH600p] [ 2%
Ck A R A 7] (Clontech) RINT3) Yok —ok , I HFR B 02min % 584 oK AL S
TGP 5 0u L P28 s P e JDNA « 2 4l B2 S DNATZE I DA N ST 1 . R 201%
E10K I, DL R4, 32.5u1 H20.2.5u1 (DMSO) +10p1f5X PhusionHFZE MR &
10mM#%dNTPF 1. Opl fANTPIR A0 0.5ulffI11umina PE5|4#1.0.5u1 )11 1umina PE5]
Pp#2.0.5ul[JHotstart Phusion ZEATE A5 (K425 DNA o U FKIPCRAR 7 42 : 98°C 1434
98°C1J20%h,65°C30 Fb,72°C30FPHI10R 16K JEIA; LA A 72°C 5min o 2 N ARSI H
KA NucleoSpinz= BT Tt & PCR™ M AINTEE R N L - 2iTR S alift , I A& &1
WAEN I JT 4 . SUFDNAR 70 C Bl i , DNAJK E Finanodropii s 260nm A1)
W R PEA , H HAR S TSureselecth e 141973 5

[0039] AN -f- 2k « NN - 214 K LG SureSe L ec t A /N AN i -4 1)
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& CeHEe (Agilent) ) [T AR, B LA FEEE. () Bl 22 bR &, L&A 25 plid
SureSelect Hyb#l,.lplffJSureSelect Hyb#2.10ulffJSureSelect Hyb#3.F113ulf]
SureSelect Hyb#4. (2)3.4ul (0.5ug) [J_FRPE- S ZEDNAL2. 5ul [JSureSelectPHKT#1.2.5
ulffjSureSelectPHIKTH2HM0. 6pl FIFHMIE3 ;s MIALE384 FLENAPCRAR (SRS AB- 1111 F4-F}
) i — ML, 2R LB ORIk (H 554306311 ABT) %3], 7 HAE95°C
TN GeneAmp R 9700 (=ap Bl /am])  Fbmin, SRIGRFFEE5°C (R FIIFAED) « (3) kA
R (1) 125 228 i E BT IRGE I 5 — N B /265 °C 1 In#ia /D bmin. (4)
SulftjSureSelect HFHliZk )% (SureSelect 0ligo Capture Library) \1plff SR
/KAl 2Rk 2 RNAFGRHIMT (A 1: IRNAFEFHIT A SRR /KR &) IR A7 HAE A
— g 3844 TTIAE65°C NI 2min. (5) £E65 CERFER TSN, 2K F P ER (3) FI13ul 1Y
T MR PRI %5k 228 (4) Tl iYSureSelec tiligR SRR GW, SR Ak H2P
PR (2) SN AW 9ul) RGP 1 PIRAT107K . (6) 384U S EI1 Ha b
TR A (65 °C I IIAAGERS B 24/ NN AEZME 2 e, PATEAE R PR AT B4R I DNASC
g+ (1) 50plffDynal MyOnedriAEas (R 22C1IZBK  (CAT#650.02, Invitrogen DynalZ/N)
N . bmlfcE B0 B8 I B RIZUERTR Gas LS BRR 23 IN200p 11
SureSelect &5 H L MR IR EMIETRG avrhiRa b, i HAR GRS Higi e
JEAE  BNAE SR R P A R AR 28— IRk 2, BRRLAE200p] [SureSelect &5 &
SRR AT . (2) N T EEGHER DNA, R IR bR G 29ul) B EMNPEIMUAL
EEPRRIRROT B B HEE B4 IRUAR G 2T S/ BRI R R IR A Eppendor fFHAGE 5
frrh PA850rpmfE ZE il M55 3 30min. (3) N T PEVRERKL, /LB Dy na L FEVEREA 2 i MERKL
KBx BISWL I HER R imiE G e LIRS 4R /E500u] SureSelect PERZEMR#1H
HEFIH AR i M E 15nin /ERENED B 2 e, IR WBRRT LR BE 28 s 1 /165 °C
N Omin ZJ5, BRIk, B — R TI500u ] FUFHI [ SureSel ec t Prifkk s
24F AP JA , SureSelect Peifk Gz MIRH25C 2 2R . (4) 20 T HEbiAisk DNA , Bk &
I 150ul SureSelectP/iiZeHa, i - TS HAEZE R FEE 10min ERMES E 25
KB BIE WERAERTL . Sl i B DML b, JF H 5550ul [ SureSelect i MIZE MRTE
G o A THLZAMinELutedE 4k I HAE 1711165 C L% R EBH BE B LAFT 21 15p LY itk DNASC
J o (5) HARTIDNASC 42 R DA 1 5 i 1 . K2 15K PCRIC I, B2 19 5l [H, 0. 3ul
fJ5x Phusion HFZEM.0.3ulfJ10mM dNTP. 0.75ulf#JDMS0.0.15u1f¥T11umina PEJE4:
H151.0. 1501 (K IBPECR 782, 0. 15u] [JHotstart PhusionZ &It FLi & 1l 1)
AR IANE 12105 A I PCREEf7 /2 : 98°C 304311598 C 10D, 65°C 304>, 72°C L 30FD(1]
LARAEIN; LA T2 "Chmine oy T 4fifKPCR™ N, 2251 [IPCRIE ¥ G [ 15K PCRI ) 552k
FINucleoSpin AZHT T 5 & 1 450ul FRNTZE R A9 HAan FSCHT iR aifl i
JZEDNA FH30u1 (165 °C Helii 2% i Bl HLDNAJ EE FHOD, o b I 11 o

[0040]  Ji1J5E J37 20 AT 1) c DNAFR) Il 28 o fit TP 8 5% - A B0 FHIDyna 1 S5 /BE SEU R A B A%
eIl 7 5 s (R PR HBug 2 10pg SLRNA 2 mRNA , I FH 13 e i 2 it 28—
IR o WUk (ds) cDNAME I Frds - cDNATRTI G (98237 ] (Invitrogen) ) il e, A DL F I
12u 11157 B I mRNAZS N2 2u1 (1) 50ng /LA L S EEAATT HAEALT0CEE & 1043 9], IR 5 U
VK E o4 AplfR5XEE —5ELE MR L2 201 (90 1 M DTTAIL. 1plff10mM dNTPIR S NS &4
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JFHASCE T2, A AN 1. 5pl (SSTIfE I HaHR S & 1N, If HAR S
BEVK b 2R N90u 11ddH,0.30u1 5X55 " SELE IR 3ul 1 10mM dNTP 4plf{JDNA Pol
I 1p 1fRNase Al 1) KNz e DNARE i 22 55—k S N R 1555 B DNAL SR IS TR &9 1
16°CHEE 2/NN, 7 2 S iR In2ul TR S BT H BT & 55 8l FT{S cDNASR S il TIBILZSPCR
alifb ) S PR p r ui B B alifl, I B R0 70 CHeliZE el iR - 100w
1) cDNA¥Z I FLA A L PR 4 DNATR c DNAFR FE IR DNASC A 5 iR T 91 11 lumina SO
[0041] (RN LA AT Tumina GATIxukHiSeqZ& R4 /3 A s PN SCESA TN
320U TICASAVA (11 1umina) 43 Hr9H H 5 /INREE R A mmOPE G A2 (1) APERCIY s
AR T A 2 D 2O S 5 TRl R 2 YA s PH A PA AR S S 31 IS DT
FIREE A 2 BN RAT 5 (1) S B VE LB SE A IR RGBS N EA FIFRICHI 2
130%

[0042]  flE FRIEH2 - (d) SR 1% 7 2 BRI 284 22 X 2 IO BERNAS e a 25085 DA T
JE WPE IR AR IR T ol i 40 B AR FRIL I B N8 N S B , 6 BT BH I S A [y B i
FRAZ IR I T T RAE A SR o X B SRR 3 A1 i ] T 8JH2-K (d) ,H2-L(d) A1 H2-d
(d) AL AR S5 5 77 ne tMHCFR A B2 B 57 (netMHC v3.4) 40P IR #k{E 2
500nMzF R i B =, 1306 R 18 R B i A1 45555 A SRRNASea 208511 A—10 1015k
(H—b 2 K/ B E80 K T10.5, MIEL R fE #ik »

[0043]  ZhWpR A . Zh I 50 R 2980 % <5 B KL Sh W b B K il T2 12 (Johns
Hopkins University Institutional Animal Care and Use Committee) H7ftbam < A1
6 A 8 CMEEBALB/ e/ N (15 244N W52 2= (Harlan Laboratories)) JI T 352
S5 X 10°4T 1R ZRES X 10°CT26 IR ania Ry N R R — N A e M. £EBENL
EAIGTY Z 11, R AE K LUK AN G BB L LRV BRI RVEE 15K VEBLT R VEE20K
23 RANEE 26 RIEHTCT26/[19/ NI N 45 T 10mg /kglt) HTPD- M1/ Bk HiCTLA- 441044, FI14tE
AT/ INSRAE IR A BB L LR VBB 13K EE 15 R AMNEE 1T R RN 451 10mg / kg hiPD- 1
A1/ BTCTLA- A5k HE T AT LR /NS R RN I 28 L2 R RSN 457 F 1 7101 10mg /
kePiCD254 11Kk 10mg/ kg HiLy6G AT T4 IHREMT 7T « 2 EBH T 100u] K I [FJPBHE \Ph
7.4 GEAREMHOK (Invitrogen Life Technologies)) Mk A il ik I o AE RN 26
12 K55 BILA20 mg/Kg 0. 8mg/Kg 1715 JT-4f AR A5 - St aT  #E7AT 1 /N
FES 12KV 1AR VB 16 RS I8 R IEIR N TE N o J32FAEAT MR SE 12K BB 14K 26
16 KA 18K VA22mg/ kg2 IR IR INTE S 45T o AR 45 B A $a e Rl bs , INia ST T a6
TR B0 K o DA X B2 X 0. 5Ty A4 o

[0044]  FERZSTHT AL N G U EE46 K, #EHTAT LR 10/ NRAR B TACUCHR I I 2 I
G o AR R ELA L[ 2 A2 10 % A PEZE A8 S A (FEAR L - B 1 2y) gt
HMWEHZE D =AY NG A2 .

[0045]  Japan il s AR LA Hodin a1 2Can i il i K : CD16/32 (BDAE R}~ (BD
Biosciences)) .CD3e AlexaZe)t71488 (14-C11;BDAMFELS) .CD4 Brilliant Violet 421
(GK1.5,BDAEWR}5) .CD8a PerCP-Cy5.5(53-6.7,BDAEMFI4) .CD25 PE(PC61,BDARH
*#) \Foxp3 Alexaz<)(ifl647 MF23,BDAYFLY) (CD11b Alexaz< (7700 (M1/70,BDAEY)
B (I-a/I-e Alexa?@)tH1488 (M5/114.15.2, BDAEMIFIS) Ly-6C PerCP-Cy5.5(A1-21,

10
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BDA:WpR}¥) .CD11c PE (HL3,BDA:#F}5) \F4/80APC (BMS, Biolegend) .Ly-6G Pacific
Blue (1A8,Biolegend) \CD45 Pacific Orange (30-F11, B/RAariA) , FfFIE /4L vl [H E
B L IRFEAIE AL 8 (BEARARHA)  FHLSR 11 BDAEMFRLA) Ui A gnfe e A3 H.
FPEFIHFACS Divafiff BDAMRLF) 5381 8 T v EFEIAG-MDSCHN R E M A, 725 Bk
AESED/ BB GL N IFAEHTIPD-1/ HiCTLA-450AIaT T TR 2 i M/ INER BB I 7 A
A AT Bk AN TfT bk 150p L (1. W Be 2K EDTA BDfftidRIfl (BDAEM R ook H Pk
[i] P LR AT RBC i i 2m1 Y] 1XBD FACSZYfiR (BDAEA A7) BN Z1I 248 303 B HAF S A
7K-¥2BD FACSZZ ML (BD AWML HaPe iR o £E S A5/ SL mT [ E 1) L IRSb AN e
—EEES M E, FEHRITUKASBD FACSEE MR BEIA N R 2 Ji , BE5h R T s Hiik gy
0 T4, BT 1 XSS 4R EFRCD45 CD11b Ly6G Ly6C °F4/8OMHCT T £ a1 CD45
VA TR ST I Fabr P ESL IR RR P o o0 1~ 988 P CD8 R M T4 et /K
ANl B el A A5 - AZA BRI RIS &0 N TR PtPD- 1/ $TCTLA- 48t kR
TR T WG ARI IR AR A Sl o 117 B R, A TR 2 21 28 R A R FRI IR 1) &2
YU 10 B AEHBSS (AR Ay BAR) W) Img/m] I 2R I TV (PUAR S - B /R B EL 7Y) - DA
1m1/200mg ¥R 41 25 bb 28 8 DN BB — b o FEAL AR 3T CHE B Ll R4 B R: H 304>
Bh AR A1 20  Aum, 1538, 75 VK-8 BD FACSZE i (BDAEWIRLY) vhkik3wk, I HS
X 10N /AL L T TR BRI - f FICD45 CD3 CDS b i 57 % BRAUF AR A CDS T4
ffa /K H 28 44CD45"CD3 4t FHAE LRI ME o F - CD457CD3™CD4"CD25 FoxP3 [ i T
TR Treg AN /KF 5 HAE4RCD45 CD3 CD4 4 FHAE LRI RFI4

[0046] 443 B9 o A FHYR 1 F B 1O 30 4 0 2 R 6 /N GERTRAE W H R 24 7]
(Miltenyi Biotec)) MIBD FACS Aria ITT4RfE4yHas BDAEMRL) WMo 20k - #5417
AT I SIIIMDSC o 4 FTICD8a TANM /3 Bk A 1T - /N GER AR 2 7)) FIBD
FACS Aria ITI4HJsy#as BDAEMRL) MHIHTPD- IAICTLA- 44tk RS I AT )
WIIRELER 23 5 CD8 4RI o e R T 10 77 SN 5 5803 IS MRS & MDSC Treg FIICDS T4y
(38,39) o Qa7 4 I AR A2 1, G-MDSC (CD11b Ly6G Ly6C °F4,/80 MHC-T1°) FICD8
(CD3'CD8") T4l R T95 % , FF HW Fix s Jf, Qi dols deta b 19, /75 STk T
95% o

[0047]  {RAMETEFS E MDSCHICDS TR DAL P 78 45 10 % FBSIHIRPMI 16404 JFT 12 X 10°
AN/ =TT 296 FLHR - CD8 TNk 7 B4 5845 2000U/mLIT EE 41 A 5 -2 (. ANA=dr
FiR) «ATIAEAN A 10 % FBS[McCoy  SAHTIANIRAEI6f L Fissmdf HEFE HEE AT
>T70 % Rl FE o IR T RS 5 - BRI 2k T 324k FE Yl OpM . 50pMAE37°C 5% (O,
NEEF 24/ il H10% (v/v) A5 AAIWST-1 (P N HEY (Roche Applied
Science) ) KrAfifr37°C NE5E 3/ IT HIUF TR T ShAI0D o W' B I T 4 it Lt
1l

[0048]  TEN- v £ o MM IE Y AT 1A 1 2D 45 B FIMDSCRICDS ' TZm s LAMDSCLEE | CD8'T
YL R5:1.2:1.1: 1.1: 201 : 57520000/ mLANEE 4T IL-2 (BEARA B R) f74E R AICD3/
CD28HURIEAT IR (Miltenyi) f7AE NE5E MDSCHICDS T IR EEIE [FEOpMPLO . 25uM
) RVBRE R DAL LRI B AE3TC N 24/NN I E 2 ]G EE o4l i 1 15701 B FH/INER
IFN- y DuoSet Elisa/f &Ikl #r (RDZAZ: (R&D Systems)) AR Ja il w A0 B E TFN- y

11
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KA.

[0049]  MDSCIHAFEANE RALFE o Ol 1T U T FEMDSC, #5174 T L8 (19 /N A 25 1T 1
mLy6G g FEPUARLE AN LS VA 10mg / kg IEIE N % 1677 T MDSCHYT 4R FEFS ,
SR BT AT LI/ INER R I ELMDSCAI T i - i AR il A oy 2 sn s alife , Nl G2 K
TRAEARATD AT AR R alifl 2 Jo , g AE VK-8 1 X PBS (iAsAEAan s R)
BRI T H ARk B R E 1x L0 MR/ = T AR A ch i et i g it , AR R
K T95% I ELInZe thim Al R e (44l 1790 9% o B 2034y 59, 1x 10°4
A/ 2T 100p 1 FOMDSCAEAT LRI NS TR EB 1R VBB 13 RMNES 15 KRRk
Yo

[0050]  fuisad 't AR THU TUCACHE T PR INER 2 S 4K, I HLR F AT LA (19 /N i
B R FH K B — R T R f#) )] (Bard -Parker) B BRI AN 2ol 4147 - Tek I
fi-10 H (Andwin}5) gt 5 g H A - 80 CAigf7 B2 fli 1] i J[lLeica CM3050 S {Hifi{H
ey Pk A A S (Leica Biosystems)) VP REEHAZE, 3 H A 4% 258 FIEE Bk
Wy (Alfa Aesar)) <0.3%Triton X-100 (PUk%HL- B &) AE1X PBS GRAS A myHoAR) iy
B E 422108l ) A1 0. 05 % T - 20 (PR FS - BRI 27) /E1X PBS FRPEIR3K, M e
H 0. 05 % I3t - 2075 1X PBSHHREAT A5 B ik A I3 % BSA (P A3 - B 75)
0.05% i - 2045 1X PBSHIBHIrZH £ 3043 8, B J A1 10 % a1l -1 GEASAE AR
FIRHEMT3045 5. BHIKT Y 2 2414 HTCD8 (YIS 169.4, Abcam) H1 5k DLIKEE 1 :50.1: 100411 : 200
[1J3iLy6G (RB6-8C5,Abcam) H{E4C M E I . fEd & 2 )m, A TR g e, U1 R 7
FH0.05 % IHhiL - 20761 X PBSHPEA 3k H. 51:500111 PR AF488 (BEAS LA HOR) skl
FPURINAFS94 A A HIR) 2 Puiqr20°C N85 & 17NN 1 FH0. 05 % i - 2041 1
X PBSHIYI P Ik, AF TN &I v 2 AT, —1#Gold/DAPT (SeAS A= B I8 N2 20 20
K, HFHYVIRAEAC FAERG AL AF o0 T %, i e BEC1Lo i L 24 (Nikon Cl
Laser Scanning Confocal System) , . tufHH T JEECIHHv. 2. 30fJECLIPSE TE2000-E
WA EZ-LIMO.

[0051]  Jz#%3%PCR (RT-PCR) .5 X 10°/NCT26 5k 4TI 4450, 75m] Trizol LSIRF (B8 7K4:
AR F10. 25m1 S5 (PRSI - By /R 7 B &%) v i AR IR a1 HLAE 20C B A
10731 /E4°C F12000g B L1553 812 i Ue F/KARIT HLZR 0. 5ml (1100 % s A (PHA%
Hh- B 2Y) AR E4°C R 1200080 04 B, 72100 P2 AR5 5 20°C . FrfFEkhn A
THENT 105380, FF HLA T JCRNABR /K Gz 2By HoR) FRE T 2 249K E11500ng/u
1o R A ATagDNAR S GEARAEmrHOR) | BRITTHPRT -PCR R G TPCR o X §-H-2D
(d) \B2mANTAPL, 1B K AR EAES5°C , Ff HATTBAILEN & 18 E 60 °C o A1 1 % B Ighi i L
IIRTRESL LA N 519 I FRT-PCR: H-2D(d) {ijjA]5° -agggcaatgagcagagttte-3~ (SEQ ID NO:
1) \H-2D(d) Jjz/] 5’ -CCACGTTTTCAGGTCTTCGT-3 " (SEQ ID NO:2) .p2mpflil5’ -
ATTCACCCCCACTGAGACTG-3" (SEQ ID NO:3) .B2mX []5  -GCTATTTCTTTCTGCGTGCAT-3" (SEQ
ID NO:4) \TAP1HG [f]5  -GAGACATGCTGTGTCGGATG-3" (SEQ ID NO:5) \TAP1X |5’ -
TGGTGAGAATGGACATGAGC-3 " (SEQ ID NO:6) .p-NlahEHAM I 5 -
TTCTTTGCAGCTCCTTCGTTGCCG-3" (SEQ ID NO:7) .B-WLzh&EH KI5’ -
TGGATGGCTACGTACATGGCTGGG-3" (SEQ ID NO:8) .

12
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[0052] %1t fIPrism 5.0 (GraphPad® -2y w] (GraphPad Software, Inc)) FifT4 8 4o
AT o B 5 DB ANOVA S A S5 A R AR 28, O LR S R IR 8RB o
FAIASES (Wilcoxon rank-sum test) PEATEEAR o« FIRF BRI /0 A 35 24 - 158 (Kaplan-
Meier) f7if 2% ALV VI sh =g i A o3 A A SN E 1) e v Sl 25 T i
IR ARSI W E

[0053] 52452

[0054] LA o 17 S FATIN FF CT26 FIAT L 4R 9 5 1 A k141 (24, 306 FE[A) o 7=
R I \AN3 . 5T IR B IE 40 i Gt 2= - CT26 F04 T LY JE A 4H o A58 [A] [X 35183 .5 %
(CT26) M172.3% (4T1) AUBRSE A 71 R DNAFR) 22 /D 10N HE— TR BN - S 20 19l
FEAR7R I3 IAECT26 FNAT 1 FR{I683FN4 TR 28 3E o

[0055] L7t AR A ZREE 1A B AN FL I A AR 4 28 22 G ~ 10 % [ R AR S IR 5 |
e L, HINARES R OMHC- TR LR (17) 0l T 2 5 M S RS B
J17 (CT26) FIFLIR (4T1) g , B A 1l B SR R AR A i 5822 v I I %8 BALB/ ¢ MHC- 1.
A AN Y S AR B PRI R IN TR A AT T, FRAT JTIRNA - sea i E PRI & (1%L =41 o £
HHIE T C AR SR FR R CT26 A 68 3 RAS R = — DU, Horr 284 RAZ A0 T
F D@ o AN )45 G 24 BALB/ e/ NsUR IAUHZ - (d)MHC- T4 FEPR GR1) Hh - 4T14 g
{E O FR B PR 27N 582, HOFp AT &5 5 21 H2- (d) MHC- TS5y 24 (A o iX 255K
PP G 7 : CT26 AT B e i REATE Rk B A7 B S8R [ A7 o FLB TS0 -
SIS AR CAUVIEAIA AR ZS) SRR TR HAT L B R B 20 5847 Ak (18)
[0056]  3R1 . ik SR A AL S 24 20 A T 9 AEMHC - TR A2

13
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CT26 At 7% m fie 4T1 Af 9% m fie,
245 s i’f;)j’ H‘;E‘i 24 kE m{")’j B-2 Allele
AE2f8  SGPSYATYL 362 H-2Dd  Qars  FPPDAINNF 27 H-2Dd
Haus6  SYETLKKSL 21 H-2Kd
Slc20al  SYTSYIMAI 28 I-2Kd
Selll  RYWTGIGVL 46 H-2Kd
Gludl  AYVNAIEKI 49 H-2Kd
Noc31  SYIKKLKEL 58 H-2Kd
Enl5 HYLNDGDAT 66 H-2Kd
Gnas KVLAGKSTI 74 H-2Kd
Mtor HHTMMVQAT 126  H-2Kd
Map3k5  AYALNRRNL 131 H-2Kd
Slc20al  SYIMAICGM 146 H-2Kd
Dhx35  YYMRDVIAI 21 H-2Kd
[0057]  pigo LFLKSPTAL 265  H-2Kd
Ptpnl13  PYFRLEHYL 311 H-2Kd
Qsox]  SYLRRLPCL 316 H-2Kd
Tarsl2  TYWKGNPEM 332 H-2Kd
Anks6  GYEAVVRLL 338 H-2Kd
Slc4la2  PYLTALDDL 365 H-2Kd
Pdgfra  LEVIVLEVI 404 H-2Kd
Rwdd2b  VYFTINVNL 432 H-2Kd
Vps26b  SYTEQNVKL 460 H-2Kd
Qsox]  FYTSYLRRL 496 H-2Kd
Phf3 FPPQNMFEF 5 H-2Ld
Trim26  SPEAQLFAV 112 H-2Ld
Zfpd449  EPQTAMDDM 115 H-2Ld
Csnk2b  IPDEAMVKL 184  H-2Ld
Zebl EPQVEPLDF 2712 H-2Ld
Ttcl5  DPFATPLSM 485  H-2Ld

[0058] 52513
[0059] sk s
T ALy

BT RSSO o SRS B AT T SRR T /N R ) 1X S o g 1)
P BTN o 185 H1 RS (~ 400mm®) (455 B2 F CT26 9B IBALB/ /Nl
THIE 98 . IR HIPTICTLA- 4B FIPD - LU AN A 2551 IR RS AR S TR, ok WL 2]

R ARES: (B LARIELB) o PRI I 457 T AE R0 1/ N = A AR R 988 o AH S
K T-600mm’ R A~G 45 5 I HTPD - 1/FTCTLAAYE FAEH S 87 (1) , Hor 114N AR

KIS (EI1D) .
b, AT
RS B A

[0060]

HONPUATAT T FRF AR
TRITIN, 10D SRS R 5

1EFIIF) .

[0061]  52f5l4
[0062]

AL

14

BB LR - Bl Mk, A2 Zh P AR TE TR v P

LA B ST 94T YRR [P BALB/ ¢ /N (~ 400mm”) 5 1326 g [
T AT 2 BUR ST Al mmlbon K, B g 75y (16) » shi
AT TR , H 2 Y IR R AR U EBRIN (19) B/ D BOR R I A R 7~
o ST AT KR CT26 R IR/ N, 75 FHEPD - 18T CTLA- 440k
SR BRI A R, I BAGX S SRS (K

S A R AR R R R
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it AL UTER FYAMHC- T-AHoCEE Rk o 3B b, ZARE TR T8 s A4 815 (20) 7
TSR, 12T 1 sk DNA FR RS AR el 41 45 1 B C IR (HDAC) P dmeil il oy 1 kAl
ZATHEME , BAT TR TIHTPD - 1/4CTLA- 45 TAR DA M 5- BRI (AZADNAFHEL AL 5771 A1
RUBRE S (ENT L T2EHDACHIHIF) 7477 40 b SO iR o4 K EECT26 Jifeg (>600mm®) 115
W) o IR T 37 AR S B S M e, A1 L/NER RO L0 HRARER B & IRg o LA IR AN 60K
ZJF100% 1735 (B1D) o J5{Uh, HpTPD-1/HTCTLA-4 01 (2% /ENTIAST , FLAF AT (~
400mm’) /N AR IETT 28 = 2 I W IO IR. 2R & hdig 7 ELAE RN > &
80 % 75 100K (BILEFILF) o 24 f6ff T R i e s 00 28 I P 1 PR ) 0 , anph AR A e 4
7D SR, PR IIPTPD- 1/ 9 CTLA- A5 TART A I8Ntk

[0063]  SZEGH IR, FRAT T SCHT R IGT T AT 1A /NG, (HAE R AR\ 28 6 5 2 f Ak
FCEA T SR FAT I & AT T I A IWRE DA M AN & 2 B OB RS o 46 HTPD - 1/$71CTLA - 4
PUARINAZA/ BRE AT AT A /N R ARBR A 98, OF B A s E S 7
(B 16HA5%2) AL, FIHHTPD-1/HTICTLA- 476 7 A5/ N Uk R K ik
JRE RS 2491 1 s 6 A2k « oAl 1R FH3TPD - 1/H1CTLA- 43Tk i BB E Frak AZA fT—F4
7 TarIRA I/ INER o« £ FHTPD - 1/ PiCTLA- A3 T I RS RR AT T TN AR & BUMRT
Fe kb, 12 5PD-1/CTLA- AW 45 A, T2EHDACHI R Bk (FEAC DNAFR LAY A 771
L) DARER IR e AL R ix i = (RI1GANFE2) o fEHIHT PD-1/$HiCTLA- 44 nsiAx
TETT /NG ARARBR L IR, AN AW BN FE RS kL o 45 JoPD- 1/CTLA- A4l B O, B
AR B, PG, A REEARBR IR I SR Eie e (B 1GRIER2) « 4 AN finPD-1/
CTLA- 44T, AV ER A BRAE N R I8 2622 AN 3B A2 2w B HOU 2] .

[0064]  F2. AT1JHUE MR RS AL
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[0065]

B FTA R%T REMRAEAR (on’)

Miset  FTEEB RS

P+C 1 0 0 0 0
AZA+ENT 2 0 0 0 0
3 0 0 0 0

4 0 0 0 0

5 0 0 0 0

F4E 0 0 0 0

RAE 0 0 0 0

P+C 1 0 0 0 0
ENT 2 0 0 0 0
3 0 0 0 0

4 0 0 0 0

5 0 0 0 0

FiME 0 0 0 0

AR E 0 0 0 0

P+(C 1 435 0 0 0
AZA 2 595 0 0 0
3 1069 0 0 0

4 754 0 0 0

R4 713 0 0 0

R E 271 0 0 0

P+C 1 2221 12 0 0
2 1768 14 0 0

3 2456 21 0 0

4 577 0 0 0

5 1874 9 0 0

F#)E 1779 11 0 0

mAEE 726 8 0 0

AZA+ENT 1 2891 34 10 0
2 2855 14 0 0

3 3613 22 49 2

4 2726 25 0 0

5 3597 22 7 1

F34E 3137 23 13 1

A E 432 7 20 1

ENT 1 3005 25 10 1
2 5038 20 3 0

3 2275 0 0 0

4 3063 22 6 3

5 4032 20 0 0

F#)E 3483 17 4 1

wREE 1070 10 4 1

AZA 1 2345 20 0 0
2 2454 16 43 3
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3 2477 20 0 1

4 4358 17 16 0

5 2117 14 0 0

ki 2750 17 12 1

WRE 910 3 19 1

[0066] ABER 1 4359 32 3 2
2 3432 28 0 2

3 3185 18 28 0

348 3659 26 10 1

wREE 619 7 15 1

[00671 524315

[0068]  AJLHIVENTFT - A1 Frad , FRA THUIZ 5 (£ 75 784 IIMHC - T- AH S A 7k, M
1 B AR 2R B e TA I 28 K 1 O Z 52, FoAT 1o A /e FHAZA L BB R el b
(EH S A TIRS T NCT26 FIAT L 40 258 Fh SOHG S 28 B SR (RT-PCR) 2 5MHC-T 3k (1)
SR %05 MHC- T B- 24k & 11 (B2M) A1 S Bl AbFE L (TAPL) PRSI s kil
TCIRIT AL RO IR 40 B 2 Fp A o SR, R Rt L A 9 A0 A B2 R m ik
(E7HHIA-D)

[0069]  SRIGFRATTHAE , T &S LS 5 S M 7E R N TAN I SR R 22 F i L Am i
ERPEEM , /EPD-1/CTLA- 441l 2 5 IR = i CD8+ TAm i 4 I 17K 294 £% (B2 FIE
2B) o S IIAZARI BB R A I — 2D 5 i R IR I CD8 T4 SR T, SARLA IT IRk
FHPTPD-1/CTLA- 440 AR Y IR AHLL , 70767 77 2 B S AZAF R e 7 A 0 35 g
I=IHFoxP3+TreglIFHAL (BI2CANEI2D) »

[0070]  FhAI 1 f5 200 3 7 2 i 00 AR APMDS C, PRI A3 B3 B ) A S A4 i o e A
fr B RS B A s B TG B (21, 22) JHRAVAIR, SR, 4T1
TR/ INFRAE T ERRI AR BEMDSC (G-MDSC, # 5E X HCD11b ' Ly6G Ly6C MHC-11") [ A4 5(5%7
{3040 (BI2E 6 AFIEI6B) o A 7E JHUFTIHRE Fh Ui 2 &G -MDSC (16B) o B B E ik AZA
BRI INEIPD - 1/CTLA - 4400177 4= G -MDSCROTE ER S B I I A R/ D BT R ZE 28
LT AEAEfEE /N R LI 7K (B2EFNEI2F) o A5 BRI 2 , 2 Wt A4 1 7 s sk AZA S
P1-PD-1/HTCTLA- 4B TR AR I R TIRG-MDSC. 2 5 7o Behss 2 S BHIr &5 i, St (%
FAREL I D IR G -MDSCI £ (B26 1 21) .

[0071]  SXEEHGIRFF BT « A A S BT 5 g 25 KRN TN (Tef £s) UG, {H
T (Tef £'s) ASERNERHATVEIN, AR s il an i 22t F &5 7196 7 i
Do Rt PR , FoAT VB AT Ao FRCD25 8 Ly 6G A4 B I AE (L5 Ay 4T 1/
/N R Treg sk G-MDSC (23-25) o 3R A 1A 024 54PD-1/H1CTLA- 4504k 41618 TN i
Ly6G U] Wbt % A 15 75047 35 (BI3A) o i XA R HHAEBTLy 66 1RYT 2 J5G-MDSC/K
SRS BTG (B13B) oAHEL 2 B A SR i S BH 25 S CD257R 7 ORI AE LR
RO INSCEE (RI3A) o SR 1T, SRR PTCD2574 T 16 Pl SEMiL ETef fs, Hn I 3855CD25 .
IEANIHEE  FE o sk A5 s BHIMT I T, HUCD25 14T Ly6Grg ARy (&134)

[0072] 25 7 B AL YRS A G -MDSCT Pt S e 785 n A SO 8 7, B Al i 2% A0
alif NAT LR O/ NS 00 B ARG TR AT TR N2 4K G-MDSCEI FHHTPD- 1/$iCTLA- 4 $iifk
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TNAZA/ BB IOAT LRI /N, o G -MDSCIR et Ak L 75 i 25 D 20 A7 Tk s (I
30) TP LSRR, AW A58, 5 EReHAETreghll , ML I35 W B Ny rTRETH
FEG-MDSCIIZE

[0073] 1 A ML 1 A2 75 BLEE 2 MG -MDSC, T AT 120k a0 b SR 4T 14
AR/ Ee A it HLAE RSN RV R BRAZATR T EAT o AE LT AR A 7 =0
ERHAIT 25, G-MDSCo H g I D A7 7 (B14A) oAHB, AZAEAS IR S Fie s 1R
(B4B) o FoA Tk AT e i 1 RV I R s AZAJA T AT L IR 4 it , 7 FLE B e AT To R
(EI4AFIE]4B) - BRI, BUERE RN AFCDS T4mfit | A& Y. (B 4A) |, FrA K mia
7T, FHG-MDSCH] DAJHSRE RIS BEH-CD8 TAM o i, FA TR A G-MDSCHL[FI %% 75 CD8 T4y
H HLAE A FICD3FNCD28HT AR IF) TAR i AY, 2 Jm 48 F R EC B, R 43- A (BLISA) 3 M/ i i
R -y (TPN- ) IR - G-MDSCHAITEN- y 43k (B140) , ARTTIAE RS B e fu 2
R LA AR T s i) (B44D) o 13X Ee S804 S R : G -MDSC EL I CDS T
4 Dha I B E R E R G-MDSCEZ AR«

[0074] Tt —Eizgsie, LU THREEEIINGTT 5 i LS 2IAE A AR, FAl 148
Z ARG MDSCIIREINH B 76T T 71 . S NE M ILEE 3 - s (PI3K) ShE FE ik i 4niu =Y
Hh R A S At H AT DA fKGr1 /CD11b "B G 4uiE (26) « FoAl L AT T & PI3K 7
AR B A I 5T = 4 e R 3 e e 5 ik — 4> (J32) (27-29) o J32# uk RN EE RIS
(14.3nMfJEC,) FXFT-G-MDSCI24uf 5 2 HATCD8 T41f (94. 6nMIJEC, ) h/IMTFZ &tk
(EI8A) o AR 132 (22mg/Kg) S5 HTPD-1/PICTLA- A TIRSE SI6T7 AT LRI /INR
FEAEAEERG-MDSC i 2 /D (KI8B) |, - HAES0 % [ B ARERATL ieg (BA8C) o J32 B futS
AT AR AL A B RS2 o

[0075] =445

[0076]  AT1JMVEFANNUAZ T3 NBIBALB/ e/ Nl o AE R AR N 2 I S5 10K VBB 12K 5
14 KFIEE 16K, HiPD-1 (10mg/kg) FIH{CTLA-4 (10mg/kg) HiiR PAEIEN 77, FENE]ZE2.3.4
S/ N AT AESE 1RV EE L3R VBB 15 R MIEE 17k, B F (ENT, 20mg/Kg) A15-A(44/d
1 (AZA, 0. 8mg/Kg) BRI NN 2 S84 FI5ZH 1/ N o AE S 13 RN EE 15K, T AEIRAR b -NT 2
i (50T J3//NE) FLEERZ PIEANRILE 851 3FN5ZH M0/ N AT UIRg v o SR 3 DD MR 1
N EEAE IR AN Z A 100K AE IR TG IR o Ry TR ER I PEAL , fiRt
IS/, SRR 2 R AL .

[0077]  JRHAAEIZ S TP A 2 A ST (BTPD- 1/H1CTLA-4) JIZe ML 3] (ENT/AZA) 1 I
35 (50 % JE 7R A MR AR T /s AR 2 BTSRRI 2R (80 % 1) o JRIf, 1%
S HETPD - 1/$TCTLA - 4 U DSURAG (HEAR 10 % iR a2t 2 jif Sl 30 %) « fEdlE
7 AN DS i AR DS o DR AR T RE FH T2k B AN ATl e R BT S 5T .
[0078] 2% \CHik

[0079] 52 H AT NAENIH T NSO,

[0080] 1.Korman AJ,Peggs KS,&Allison JP (2006) 7£ ¥ G057 12 WP A4S 25 5 FH Wy
(Checkpoint blockade in cancer immunotherapy) {f ¥~ &k (Advances in
immunology) »90:297-339,

[0081] 2.Pentcheva-Hoang t.Corse E&Allison JP(2009) , T4HuiE 1L a8 -1 Al
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- T BRSEEB ARE A G R PR T T 7/ 845 (Negative regulators

of T-cell activation:potential targets for therapeutic intervention in

cancer, autoimmune disease,and persistent infections) ,{H e F1F1¢ (Immunol
Rev) » 229(1) :67-87,

[0082]  3.Pardoll DM(2012) , fEf ey ik FR I S ek 2 ni HOFHIET (The blockade of
immune checkpoints in cancer immunotherapy) .{Hk1PFEiE % (Nat Rev Cancer) ) 12
(4) :252-264.

[0083] 4.Nagaraj S.Youn JI&Gabrilovich DI (20134F) £EJ5 B & 5E 0300 20 i AT 48
=z BRI %< & (Reciprocal relationship between myeloid-derived suppressor
cells and T cells) {544 d (J Tmmunol) p191(1) :17-23,

[0084]  5.Chen L&Flies DB(2013%F) TAHM L [FRIBFANIL R K5 AL (Molecular
mechanisms of T cell co-stimulation and co-inhibition) .{H RV IIE TR
(Nature reviews.Immunology) )13 (4) :227-242,

[0085] 6.Talmadge JE&Gabrilovich DI (20134F) J5 & &E i 40 9% 5 (History
of myeloid-derived suppressor cells) .{HRPFEiE 95 (Nat Rev Cancer) »13 (10) :
739-752,

[0086]  7.Lippitz (20134F) {2 h I gu s =B 2 5 A (Cytokine
patterns in patients with cancer:a systematic review) {#H JJHEE~~ (Lancet
Oncol) » 14(6) :e218-228.

[0087]  8.Zou W(2006) Vi METHHM  JHIE TP A o BEF7 3 (Regulatory T cells,
tumour immunity and immunotherapy.Nature reviews) .{ HRTEIC, o7 (Nature
reviews. Immunology) )6(4) :295-307,

[0088]  9.Hodi FS&: (2010) F FI{IRA BAHUAESE RO PE I 2R (B8 g A7 1 (Tmproved
survival with ipilimumab in patients with metastatic melanoma) (ot %= 44
i (N Engl J Med) »363(8) :711-723.

[0089] 10.Topalian SL&F (2012) £EJHHIHTPD - LHUIR 24 TG PEA e A e R &
(Safety,activity,and immune correlates of anti-PD-lantibody in cancer) {Goif%
2P (N Engl J Med) 1366 (26) :2443-2454,

[0090]  11.Brahmer/NEE/Emp e R H 1) (2012) HTPD-L1Fifk e NS, (Brahmer JR,
et al. (2012)Safety and activity of anti-PD-L1 antibody in patients with
advanced cancer) (g% 22 (N Engl J Med) 366 (26) :2455-2465.

[0091]  12.Wolchok JDE A (20134F) &M U1 208 i V) JE IR S BT i O Ik 1) B 45
(Nivolumab plus ipilimumab in advanced melanoma)«%ﬁy%ﬁ%zé[gﬁéﬂ<&)(N Engl J
Med) »369 (2) :122-133.

[0092] 13.Corbett TH.Griswold DP.Jr.Roberts BJ.Peckham JC&Schabel FM,Jr,
(1975) W0 2 57 15 A8 1R A /N B 45 1 R R A 98 T A2 v 1 iR R ¢ &R (Tumor
induction relationships in development of transplantable cancers of the colon
in mice for chemotherapy assays,with a note on carcinogen structure) {JEHT 77
(Cancer Res) »35(9) :2434-2439,
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[0093] 14.Belnap LP.Cleveland PH.Colmerauer ME.Barone RM&Pilch YH(1979) {t=
5 &I B Eh e T 2 )5 (Immunogenicity of chemically induced murine colon
cancers) (JEEF2T (Cancer Res) $39(4) :1174-1179,

[0094]  15.Dexter DLEEA (1978) 3k [ B4 /INER FL R I IRE 1 Jh 88 41 it 11 A~ 350 &) 1
(Heterogeneity of tumor cells from a single mouse mammary tumor) {J&EMTT
(Cancer Res) »38(10) :3174-3181.

[0095] 16.Pulaski BA&Ostrand-Rosenberg S (1998) 7FF]H T 3HLFARMEL SAKIT
AT TBT . 1B 1Y R 5 P ) e 5 I T 2 e A ) R FL B R R S RS L 1 i D
(Reduction of established spontaneous mammary carcinoma metastases following
immunotherapy with major histocompatibility complex class Il and B7.1 cell-
based tumor vaccines) {JEh57 (Cancer Res) )58 (7) :1486-1493.

[0096] 17.Segal NHZ: A (2008) F /5 HF145 17 B0 2 i 5+ (Epitope landscape in
breast and colorectal cancer) {JEEi/F%T (Cancer Res) )68 (3) :889-892,

[0097]  18.Vogelstein BZE A (20134F) itk A 401 5 (Cancer genome landscapes) (F}
¥ (Science) ¥339(6127) :1546-1558.

[0098]  19.Rashid OM% A (20134F) DRI & g £ i /D J8 Ak g 2 frbeadk 6 o ME 3L
LTS (Resection of the primary tumor improves survival in metastatic
breast cancer by reducing overall tumor burden) { A (Surgery) »153(6) :771-778.
[0099]  20.Lampen MH&van Hall T (2011) £EH9E A HEEMHC - TBRPAMI SR (Strategies
to counteract MHC-I defects in tumors) {fRe Y & (Current opinion in
immunology) »23 (2) :293-298.

[0100]  21.0strand-Rosenberg S&Sinha P (2009) J [ & AOFHIZHAD : BEE & 4 Frjes
(Myeloid-derived suppressor cells:linking inflammation and cancer) {4 s
(J Immunol) »182(8) :4499-4506,

[0101] 22.Gabrilovich DI.Ostrand-Rosenberg S&Bronte V(2012) ByHEEE4nli Homd
&7 (Coordinated regulation of myeloid cells by tumours) .{HIRIE, ¥
(Nature reviews.Immunology) »12(4) :253-268.,

[0102]  23.Couper KNZEA (2009) TZHMOHFRN - HIHTICD25 04 - I A et/ Nl
M AS S M W 5 e (Anti-CD25 antibody-mediated depletion of
effector T cell populations enhances susceptibility of mice to acute but not
chronic Toxoplasma gondii infection) {fr2¥Z4 & (J Immunol) Y182 (7) :3985-3994.,
[0103] 24.Setiady YY.Coccia JA&Park PU(2010) 11 PC61HTCD25 A va [ HifAR K CD4+
FOXP3+Treg MG A N M FE L FHFcgammaR T T T+ B 4H i )7 (In vivo depletion of
CD4+F0XP3+Treg cells by the PC61 anti-CD25 monoclonal antibody is mediated by
FcgammaR11I+phagocytes) {WRIN T s 744 & (Bur J Immunol) 940 (3) :780-786,

[0104]  25.Srivastava MK&F A (2012) £ fifi i b i 400 ) 240 6 00 FE b s e Irgg 1 12
(Myeloid suppressor cell depletion augments antitumor activity in lung
cancer) (AFRIFEBELES (PLoS One) )7 (7) :e40677,

[0105]  26.Schmid MCZF A (2011) SZAAMNS S BRI ANTLR/ TL1Rs P BRI HIIS (LB dE 4
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P 3kgamma e BEIIEE & 2 Lk BN EE /5 (Receptor tyrosine kinases and TLR/
IL1Rs unexpectedly activate myeloid cell PI3kgamma,a single convergent point
promoting tumor inflammation and progression) (&AM (Cancer Cell)) 19(6) :715-
727,

[0106] 27 .Schmidt-Kittler 0% A (NI PI3Kalphafi 7 (PI3Kalpha
inhibitors that inhibit metastasis){Oncotarget)1(5) :339-348,

[0107] 28 .Mandelker D% A (2009) {ii f£P13KalphafI4n s > ] B 22 (0 S s
ThEeE 284 (A frequent kinase domain mutation that changes the interaction
between PI3Kalpha and the membrane) {E[E [E X R #Febi ) (Proc Natl Acad Sci U S
A) 106 (40) :16996-17001,

[0108]  29.Zheng Z%5 A (2012) i R PRAF S SERR IITE AR INGEAE U5 &M I (BRI IV 1
3- Il o - SR ) 45 SR E XOMIB) /)3 4T (Definition of the binding mode
of a new class of phosphoinositide 3-kinase alpha-selective inhibitors using
in vitro mutagenesis of non-conserved amino acids and kinetic analysis). (4
Wik 728 (Biochem J) 9444 (3) :529-535,

[0109]  30.Dokmanovic M.Clarke C&Markes PA(2007) 2H4 (A i & M iE Bl 7 . Mtk
FIW A (Histone deacetylase inhibitors:overview and perspectives) {51 FEHF5T
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[0110]  31.Khan O&La Thangue NB(2012) 7E3A= Ym0 (O HDACHPHIF - g HHERS ALFEEAN
RN ] (HDAC inhibitors in cancer biology:emerging mechanisms and clinical
applications) {HEF M A Y)F (Immunology and cell biology) )90 (1) :85-94.
[0111]  32.Lyko F&Brown R (2005) DNAFHELHE LR il 71 A1 2 W it (497 T2 075 AZ (DNA
methyltransferase inhibitors and the development of epigenetic cancer
therapies) ([EZ M7 24E (J Natl Cancer Inst) )97(20) :1498-1506.

[0112]  33.Griffiths EA&Gore SD(2008) fEFTHfiA 5 AR LR A AERIIRTT FHAUDNART LA
A 2H 5 i O e SE R i) 751 (DNA methyltransferase and histone deacetylase
inhibitors in the treatment of myelodysplastic syndromes) {Semin [} (Semin
Hematol) »45 (1) :23-30,

[0113]1  34.Baylin SB&Jones PA (2011) #R5i FMIE N 41 - A=W A2 5 X 4 (A
decade of exploring the cancer epigenome-biological and translational
implications) { HRTFIC 98 (Nat Rev Cancer) )11 (10) :726-734,

[0114] 35 .Wrangle J&F A (20134F) H %020 10 3F /N4 it i o 95 SO (1) A2 fE
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[0116]  37.Pulaski BA.Ostrand-Rosenberg S, /NSAT1FL BRI ol am it 75
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