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L. —MHLAG - 3HUAR B H U 85 A0y, FHIZ B TLAG- 3PufAast [ FH LA N A 4 -

a) H Ak 5 4JUE X (H-CDR) 31U 75 SEQ ID NO: 431923 MR Bk ;

b) HH-CDR 1-345 HI432:SEQ ID NO:41-43[ 5508 (i ;

o) HAEHE AR, (VH) S5SEQ 1D NO: TR EERR 714 22 /090 % F 4l —E ik ;

d) HVHEIA:SEQ 1D NO: 71 L A h Tk

o) Hi 5k (HC) fUArSEQ 1D NO: 7THI301 S LR FE A bif s

£) HER5E O ANRGEIX 1-3 (L-CDR1-3) 43 B 5 SEQ ID NO: 44,45 F14001) 2 3EF R f3 4111
Ptk

g) HARBEn] 4RI (VL) 55SEQ 1D NO: 8RS IR 41145 22090 % 71— B B ;

h) HVLEIASEQ 1D NO: 8/ L FE A M H T

1) HA4% (LC) U4 SEQ TD NO: 8FN34MH S ILE FE A Pk ;

) HH-CDR3494;SEQ 1D NO: 4311945 518 e 41 H ELL-CDR3{UASEQ ID NO: 401583tk
FrAIRIPT s

k) H:H-CDR1-3F1L-CDR1-34 45 SEQ ID NO:41.42.43.44.45F1401) 2 3L 0 FF 41 11
Pk

1) HVHESEQ ID NO: TR IR T /A 22090 % J7 41— HIH VL SEQ 1D NO: 814
B A %7090 % 54— B HTA

m) FVHE A SEQ 1D NO: 7/ SRR 41 H VLA 5 SEQ ID NO: 8[H 2 LR 7 A Bk ;

ALK
n) HHCHI 75 SEQ ID NO: THI30M) 24 2512 f7 41 HHLCHI A7 SEQ ID NO: 8HI34[H 2 ILIR 7
I ETIRE NS

2. —FPHILAG- 3R TR &5 5507, FLHIZPLAG- 3pu e I i DA N 414 -

a) FH-CDR3{U4SEQ 1D NO: 37T[HEL IR T A HTiA s

b) HH-CDR1-3%3 BIF32:SEQ 1D NO: 35- 371 LR A b1k ;

o) HEEFERTARIE, (VH) 5SEQ 1D NO: 3[HS LR 41145 227090 % 4l — Bk ;

d) HVHEIA:SEQ 1D NO: 31 L T A [ h ik

e) FLHBE (HC) £ 57SEQ ID NO: SFI30M A LR T A A ;

£) HL-CDR1-373 BII4SEQ 1D NO: 38-40[ S FLR A 11k 5

g) HAppEn] ARt (VL) 55SEQ 1D NO: 4RSS R 4114 227090 % Fr 71— BB ;

h) HVLAESEQ D NO: 41 SR 4l Tk ;

1) HA2%E (LC) A34:SEQ ID NO: 434 LR FF A I Hifk ;

j) ELH-CDR34U2-SEQ 1D NO: 375 LR 741 HELL-CDR34U2A-SEQ ID NO: 405 LR
FrAIRIPT s

k) H-H-CDR1-3H/L-CDR1-343 AI{u75SEQ ID NO: 35-40F1 IR FF A Pk ;

1) HVHESEQ ID NO: 3[HZ IR T /A 22090 % J7 41— HIHVLESEQ 1D NO:4[1)%
B A %7090 % 4 — B HTA

m) FVHE A SEQ 1D NO: 3[R i 41 H VLA 5 SEQ 1D NO: 42 R 7 A ik ;
PAK

n) HHCHESEQ 1D NO:3MI30M IR 741 H HLCHIErSEQ 1D NO: 4MI34[1 s KR 7

2
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3. —FHPTLAG- 3Pkl U 45 53500, FOHZiLAG- 3PupARe F FH DA N 4LAk 4 :

a) HH-CDR34U 5 SEQ 1D NO: 46/ FER A 11 5

b) HH-CDR1-343BI104-SEQ ID NO: 3542146158 LR FE A B s

) HABE RIS, (VH) S5SEQ ID NO: 1WA T A4 %090 % 3 41— BUrdiia

d) FVHEIASEQ 1D NO: 11K S LB e A Bk 5

e) HFTBE (HC) fU24rSEQ 1D NO: L1301 S8 L/ A i did ;

£) HL-CDR1-343 BI{UASEQ 1D NO: 4447401 S 55T A I b ;

g) HRgE A AR (VL) 55SEQ 1D NO: 12[ 5 SR 7411 /090 % i Al — BB

h) HLVLAU2;SEQ ID NO: 1215 LR FE A I P ;

1) HAREE (L0) HASEQ 1D NO: 12F13 411 S8 17 41 1 Frufa 5

3) H:H-CDR3{U2rSEQ 1D NO: 461144 L4 7 41 H L -CDR34U4;SEQ 1D NO: 40[4 44 Itk
FEAI P

k) FH-CDR1-3H1L-CDR1-345 HI43 45 SEQ 1D NO:35.42.4644 47 FI40/K 2 LR 741 11
ik

1) HVH5SEQ ID NO: 1125 741 22090 % Fr oIl —EH HVL5SEQ 1D NO:12f1
SRR /090 % 75— BBk

m) HVHEESEQ 1D NO: 11 SR e 41l H VLA 5 SEQ ID NO: 12/ 3R 7 41 it
& VA K

n) HHCEASEQ ID NO: 11301 &AM 7 /1) H L LCE A SEQ 1D NO: 127113411 2 1R
FrAIRIPTA

4. —FILAG- 3Pk sk HBU 85 58047 , L FZbiLAG- 3huidde F R LA I 2Rk 4

a) FH-CDR3f4:SEQ ID NO: 501 S IR T A M H ik s

b) FHH-CDR1-343 B4 SEQ 1D NO: 48-501 4 R T A I Hi ik 5

) HABE AT ARdk (VH) S5SEQ ID NO: 15/WZ MR 74143 %090 % 3 41— Bk ;

d) HVHEUASEQ ID NO: 152 SR A BTk ;

e) HLTE4E (HC) £U4SEQ TD NO: 15F130[ 58 IR B4 I iiA s

£) HL-CDR1-343 BI{UASEQ 1D NO: 5147521 S8 5500 A i dif ;

g) HApEEn ARtk (VL) 55SEQ 1D NO: 16/ 24174147 %090 % 3 41— BUrdiiA

h) HVLAUSEQ ID NO: 16192 SR A BTk ;

1) HAREE (LO) HASEQ 1D NO: 16134115 B8 7 4 1 Frufa 5

§) H:H-CDR3{U2rSEQ 1D NO: 50[( 44 L4 P 41 H L -CDR34U4;SEQ 1D NO: 5211 4 itk
SRl NENTZ S

k) FH-CDR1-3FL-CDR1-343 HI{494SEQ 1D NO:48.49.50.5147F15211 5 518 F 41 11
ik

1) H.VH5SEQ ID NO: 15[%4 5L 741 22090 % Fr 41— 2 H HVL5SEQ 1D NO: 161
SRR IF A /090 % 75— B HTA

m) FHLVHE 5 SEQ 1D NO: 15[ 25 741l H VLA SEQ 1D NO: 16[1) 2 R 7 41 It
& VA K
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n) FLHCALASEQ ID NO: 1513014 44 741 HILLCA A SEQ 1D NO: 16 F134[1 2 3L ik
FrAIRIPTA

5. —FHPTLAG- 3Puik sk U 45 55500, FOHZiLAG- 3Pupke F FH DA N 4Lk 4 .

a) FH-CDR3£5SEQ ID NO: 551 S L IE T A M H ik s

b) HH-CDR1-3%3 BIf02:SEQ 1D NO:53-55[) S L 4 ik ;

) HABE AT ARd, (VH) S5SEQ 1D NO: 19/WZ /e 7 4147 % /090 % 3 41— Bk ;

d) HVHEUASEQ ID NO: 19925 e A B ;

e) H Bk (HC) £ 4rSEQ 1D NO: 19301 S8 L/ Fr A b ;

£) HL-CDR1-343 BI{UASEQ 1D NO: 44 A5 401 S8 55T A I did ;

g) HApEEn[ A8tk (VL) 55SEQ 1D NO: 201 2 4174147 5090 % 3 41— BUrdiiA

h) HVLAIA,SEQ 1D NO: 20/ K 24 K8 41 Ak 5

1) HAREE (L0) F5SEQ 1D NO: 2013411 S FL 8 1 4 1 Fruf 5

§) H:H-CDR3{U2rSEQ 1D NO: 55/ 4414 741 H L -CDR34U4;SEQ 1D NO: 40[K 44 Jikfie
SRl NENTZ S

k) FH-CDR1-3H1L-CDR1-345 HI434SEQ 1D NO:53.54.55.44 45 F140// 2 R 741 11
ik

1) HVHESEQ 1D NO: 1924 3L 41 27090 % 41— FHILVL5SEQ 1D NO: 20f1
SRR /090 % 75— BBk ;

m) FLVHEI A SEQ 1D NO: 19/ 2 51 741l H VLA 5 SEQ 1D NO: 2011 2 5 1R 7 41 1t

;5 VA M
n) HHCH A SEQ 1D NO: 191301 24 5L FR 7 41 HILLCAI A SEQ 1D NO: 2013411 24 SR
R AT o

6. —FHPTLAG- 3PuiR ek U Z5 &350, FOHZiLAG- 3Hupkt F FH DA N ALk 4

a) FH-CDR3 £ SEQ ID NO: 581 IR T A M H ik s

b) HH-CDR1-3%3 BI102:SEQ 1D NO:56- 581 S LR 4 114 5

) HABE AT ARd, (VH) S5SEQ ID NO: 23[WZ /R 74143 %090 % 3 41— BUrdida ;

d) HVHEIA,SEQ 1D NO: 23[R 2 58 41 O HiAAk 5

e) HHTBE (HC) £ 2rSEQ 1D NO: 231301 S8 L/ A b ;

£) HL-CDR1-34 B4 SEQ 1D NO:59-6 1[5 TR T A I HTiA 5

g) HRgE R[4, (VL) 55SEQ 1D NO: 2412 SR 7411 /090 % Fy Al — BB

h) HLVLAU2;SEQ ID NO: 2415 LR FE A I HTAA ;

1) HAREE (L0) FASEQ 1D NO: 24FN3 411 S BL 8 11 4 1 Frud 5

§) H:H-CDR3{U2rSEQ 1D NO: 581K AL 741 H L -CDR34U4;SEQ 1D NO: 611154 Itk
SRl NENTZ S

k) H:H-CDR1-3F1L-CDR1-3%3 BI{U7SEQ 1D NO:56-61[1 2R 54 1Pk ;

1) HVH5SEQ ID NO: 23S 3L 44 £ /090 % FE 41 —5 HILVL5SEQ 1D NO:24(1)
SRR /090 % 75— BBk

m) HVHE A SEQ 1D NO: 23124 5L F 41l H VLA 5 SEQ ID NO: 2412 5L R 7 A1 bt
& VA K

2]
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n) FLHCEA;SEQ ID NO: 23F130019 5 L 741 HILLCEASEQ ID NO: 24 F134 1 S L%
FE AT

7. —FHILAG- 3Pkl U 45 5550, FOHZiLAG- 3Pkt F FH DA N 4Lk 4 .

a) H-H-CDR3{UASEQ 1D NO: 6415 FEIL - HI BT

b) FH-CDR1-343 B4 ArSEQ 1D NO: 62- 64115 L TR FE APk ;

o) HAHEATARdk (VH) S5SEQ ID NO: 27/WZ MR 74143 %090 % 3 41— BUrdiia ;

d) HVHEIA;SEQ 1D NO: 27 (K2 58 41 Ak 5

o) HifE (HC) fU2rSEQ 1D NO: 2713012 3R Fe 4 o Frifk ;

) HL-CDR1-343 BIfUASEQ 1D NO: 65-67[K 2 5L 7 41 IHiAA s

g) HApEEn ARtk (VL) 55SEQ 1D NO: 28[W 2 /74147 5090 % 3 41— BUrdiia ;

h) HVLAIA,SEQ 1D NO: 28[ K2 KR e 4 O HiAA 5

1) HAREE (L0) F5SEQ 1D NO: 28F13 211 S S 7 4 1 Frif 5

§) HH-CDR3{U£rSEQ 1D NO: 64(1 5 LM R ¥ 41 H L L-CDR3FU A7 SEQ 1D NO: 6715 Jifik
FEARSTA ;

k) F-H-CDR1-3#1L-CDR1-343 5I{U 75 SEQ ID NO: 62-67H 2 350 A ik ;

1) FLVHSSEQ 1D NO: 27(R 2 KR e 41 227090 % F 41l —E H HVL 5 SEQ 1D NO: 281
IR T A 2090 % FE4l— i

m) FLVHEI 5 SEQ 1D NO: 27/W 2 AR 741l H VLA SEQ 1D NO: 28[W) 2 1R 7 41 It
& VA K

n) FLHCEA:SEQ ID NO: 2713019 %L 7 41 HILLCE ASEQ 1D NO: 2813211 S Lk
FE AT

8. —FHTLAG- 3fuikk Hou I 45 53804y, b ik Huf B 5 DA MH-CDR1-3#11L-CDR1 -3
IR T :

a) /> A HSEQ ID NO:41.42.43.44.4571140;

b) 43 BIPNSEQ ID NO:35.36.37.38.39F1140;

) 45 MISEQ ID NO:35.42.46.44.47H140;

d) 733 ~SEQ ID NO:48.49.50.51.47F152;

e) 4> HISEQ ID NO:53.54.55.44.45F140;

£) 43 AHSEQ ID NO:56.57.58.59.60F161 ; 5k

g) 7 BIPHSEQ ID NO:62.63.64.65.66H167.

9. —MHTLAG- 3Pt IR B P U &5 53155y, H A Z PR SAUR K 1 - 84—k Ak
U G S S5 S AR 2ELAG- 31 A7

10. —FHTLAG- 3Pk sk H U &5 & 300, HZpu ik AR R 1 - 84— Tk 1t
P GG e 4 G AN ZELAG- 31
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FLAG- 3R KB A

[0001] A H i N EHE, HHEENHIGH N2017HFE10 H13H, Hif5h
2017800744992, % B4 FRA “BILAG- 3HUA M 41450

[0002] RS S

[0003]  LAG-3 GARELANAE -1V AEIN3) (tWMRODCD223) f& e Bk I SR e e 11 5T, H Db g
NP LT R o R [ BN B AT U e sh 261 gl (Ig-1like domain) f503 234
R TR B IR 1 o HLAE S AP g 3808, U FRTS (LR TAIME TS (Treg) 40 2R
A0 BN AL 4HUAE (plasmacytoid) FISSANI . ST A ERE NG/ N S FHEZL
HILAG- 3[R E A A5 B R, B 5 DA% DIAH I . S5 CDAAHAEL , LAG- 3455 TT2RMHC )y £,
SEAHIR T CDAA B s A BAEAS RIS .

[0004]  LAG- 324 52 4, Hap A PLISELT-CTLA-4F0PD - 11 75 =I5 TR B55H 0
TEFIER S o M AL A Ao SN N, LAG - 335 1k B J5 1 2 4 it B 110 15 51 SR K FE HAE
FH o LAG - 3fP) i FE A SR AL A A TT2EMHC (MHCTT) |, 1 EoAtLAG - 3ECAA T ik , (0 FELSECt in.

[0005]  LAG-375A7 B T TIME ITSMAEf 7, (EAT @ A Aok 1 5 i TR MR A HR il Do
AR 7 RSTIEKTEELESE ST (SEQ 1D NO:73) o bFLAG- 352 M TAm At iE I O s LR LI ) T fie
H/D o LAG - 338 1 BE Wy 7 A A T4 it N 4 it J P 0 A= SR A Tam 3 14, o e S 1 (S -
phase) FH LI SE AN « LAG - 37R i A AT B A2 PR TR 4l T Ve LA S Fa b o4 it 1)
BEIOVE ] - 4nia RS 2 538 TR _E IILAG- 385 & FIOMHCT LSR8 , PRI il - e
H5 TR o2kt (immune escape) o

[0006] % TLAG-31F N Gue i 1o S €, T 2R FILAG - 3LATRI T E A S B fis 31
SPRAE T I HLBSCR R e T ik

[0007] i HIHBEA

[o008] A KB THEMILAG- 3R A T ALPTiA , DA AD & X B H TR — B 22 Rl = 25
HEW, VASAZHUARRIE: 2520 5 TG AR5 o5 1A T e ia 7 i i 1z I
ERREF YN EANS g RNiNI R /NI N N )TN = B S EA A 282 NSV T BTN
JHJBEIDE 3L 55 5 RBNE AR T H RN T 2 n m] I IaY (RERDUARTGTY) |
TOYIA A B Ho A spoptiel 55 ) — Bies e ia 7 71 G e ) o — e e i 25 1 28 B i)
A AR IR IR SN o

[0009]  fE— A3 T SR AR IHER HEPTLAG - 3Pk sk H P 45 55557, FLFRIZILAG-3
PUAR AR AR ik 15646.15532.15723.15595.15431.155728k 1501 1 i Hifk > 4F—ok =
AR, FHRZ AR R A] SRy () ASRT S [T RR 2R Bk [ R AR 2 (subelass) M /Bl A7 LR,
THiik15646.15532.15723.15595. 154311557288 1501 1[5/ N RIS T % A 12 o
ABifk (parent antibody) RO 5 S RE T4

[0010]  fE—Aa0JE T 56 H 1% BTLAG- 3Bk 5 BAT DA I HiE (H) CDR1-3F1%4# (L) CDR1 -3
bR s & A2BLAG-3: 5hiA&15646.15532.15723.15595.15431.155728% 1501 1{/JH-
CDR1-3FMIL-CDR1-3AH [k I [ T3k 15646.15532.15723.15595.15431.155725 1501 1]
H-CDR1-3HIL-CDR1-3,
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[0011]  fE— A0y 5EH 1% HTLAG- 3Bk 5 HAT DA 1 Hi%E (H) CDR1 - 3144 (L) CDR1 -3
HIFUAREE AR B A ZKELAG- 31750 « 541K 15646.15532.15723.15595.15431.155721,
1501 1[{JH-CDR1 - 3L -CDR1 - 3R =k i 14 T Hi/4 1564615532 1572315595 15431, 15572
51501 1[/JH-CDR1-3H/IL-CDR1 -3

[0012]  fE—ANSjET 2, % 3HTILAG- 3h /A0 4 H-CDR3, i%H-CDR3 {0 5 Hif& 15646 15532,
15723.15595.15431.15572i 1501 1[{JH- CDR3ISAILEL 5 471 o

[0013]  fE—NSJiE /T S, 1ZPTLAG - 3HTA 5 H-CDR1 -3, 1ZH-CDR1 - 343 Bl U & ik
15646.15532.15723.15595. 15431155721k 1501 1 [{JH-CDR1 - 3[4 .

[0014]  ZF—ANSjE T 2, ZHTILAG- 35U/ f0 5L -CDR3, 1%L - CDR3{U 71k 15646, 15532,
15723.15595.15431.15572i 1501 1 [¥JL- CDR3ISAILEL 7 471 -

[0015]  ZE—/N9fE T, 1% PTLAG- 3K 5L -CDR1 -3, 1%L - CDR1 - 343 Bl 4u & Hifk
15646.15532.15723.15595.15431.155721k 1501 1 [{JL-CDR1-3FF 4] .

[0016]  {E— A3y &, 1% HTLAG- 3R &Pk 15646, 15532.15723.15595.15431
1557251501 1[JH-CDR3HIL - CDR3EIETR T4 o

[0017]  {E— A2y &, 1% HTLAG- 3P &Pk 15646, 15532.15723.15595.15431
155725515011 1JH-CDR1 - 3F/IL-CDR1 - 3% LR 741 -

[0018]  {F— /NSy &, 1% LAG- 3P TR 5k 15646.15532.15723.15595.15431
155725k 15011354454 A2SLAG-3.

[0019]  fE—/NSjE )y &, 1Z5TLAG- 3P TR 55k 15646 .15532.15723.15595.15431 .
155728150 11855 A0A] 1 A\ 2ELAG- 324

[0020]  ZF—ANShE T R, ZHILAG- 35U &40 A-SEQ ID NO:37.43.46.50.55.581k64
(2S5 R Fr A1 i A NJUE X (H-CDR) 3,

[0021]  ZE—A9505 R, 1ZHILAG- 35U {02 H-CDR1 - 3, 1%H-CDR1 - 343 HI{04SEQ 1D
NO:35-37;41-43;35.42F1146;48-50;53-55;56-58; 5%62- 64K 5 LR T 41 -

[0022] NSy 6, i TLAG - 3 LA Hi g T AR (VH) | 12 B ] A7 5 SEQ 1D
NO:3.7.11.15.19.238k 27/ VHELIEFR 741 22 /090 % (Bl , 2 /092% 2 /095% . £ /098 %
32§:99900))‘?§U~ﬁ(o

[0023]  {E— ANy &, ZHILAG- 3P TR A 15 SEQ 1D NO:3.7.11.15.19.23552711
VH,

[0024]  fr— ST S H, 1% HTLAG- 3PT R B AT Higk (HO) iz AR5 SEQ ID NO:3.7.
11.15.19. 235k 27 VHE ZLBL T4 FNISEQ 1D NO: 301 B 1E 1 X AL 7 41 o

[0025] {1 — a0 )T SEH % HTLAG- 3P TR EL & 60 5 SEQ 1D NO0:40.52.61 886712 3R
FE AR B ANJSEX (L-CDR) 3.

[0026]  ZE— A9 K, 1ZHILAG- 35U {045 L-CDR1- 3, 1%L -CDR1 - 343 HI{04-SEQ 1D
NO:38-40;44 455140344 .47F1140; 51 47TH152;59-61 ; 565 -6 71 S L BL T 41 o

[0027] NSy ZE R, i HTLAG - 3Pu iR LA i nT AR (VL) |, 1245 i) A2 5 SEQ 1D
NO:4.8.12,16.20.245k 28N VLE IR THI4G 2 /090% (B, £092% . & /095% . & /D
98% 5 2 /099 %) [y All—H.

[0028]  ZE— ANy & 1ZHILAG- 3H A AU A SEQ ID NO:4.8.12.16.20. 245k 28[1]
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VL.
[0029]  fr— ST S H, 1% HTLAG- 3Pk B A e (LO) , 1ZBe 05 SEQ 1D NO:4.8.
12.16.20. 245k 28K VL FLBL FE A1 FISEQ 1D NO: 32k 341 e H & X A B R FE 41 .

[0030]  ZE— ANty &, 1ZHTILAG - 354347 H- CDR3FIL -CDR3, %H- CDR3FIIL -CDR345 51
J9SEQ ID NO:37H140;43F1140; 46 F140 ; 5051152 ; 5541140 ; 58H16 1 ; 5k 64F16 711 2 L e 7 41«
[0031] 1 HEeb sy 7 S v, AR BHIWHTLAG - 3Tk sk Bt &5 5850 B 3 DA FH-CDR1- 3411
L-CDR1 - 3% 2741 :

[0032]  a) 43 B SEQ ID NO:35.36.37.38.39F1140;

[0033]  b) 43R JSEQ ID NO:41.42.43.44.455140;

[0034]  ¢) 43R HSEQ ID NO:35.42.46.44.47F1140;

[0035]  d) 4RI J9SEQ ID NO:48.49.50.51.47H152;

[0036]  e) 43 A HSEQ ID NO:53.54.55.44.45%1140;

[0037] )43 B ~SEQ ID NO:56.57.58.59.60F1161 ;5%

[0038] @) 43 BIISNSEQ ID NO:62.63.64.65.66F167,

[0039] {1 K65 7 S, AL AT HILAG - 3Pt ik Ui 45 55557

[0040] &) HAA5SEQ ID NO: 3fLUER 7412 /090% (flan, 2=/092% 2/ 095% = /b
98% 5k /099 %) JF A —E I VH, DL 55SEQ 1D NO: 4[5 LR 741 /090 % (Al , &b
92% % /095% . E /D98 % sk £ /1099%) FrAll—E VL

[0041]  b) HAG5SEQ ID NO: TR 41 2090 % (B, &=/092% & /D95 % % /D
98 % uk & /099 %) FF A —EVH, DL 5 SEQ 1D NO: [/ s iR 41 2090 % (i, &= /b
92% % /095% . E /D98 % sk £ /099%) FrAll—E VL

[0042]  ¢) A 55SEQ ID NO: LIHE R4 /090 % (aldn, 2= /092% & /095% . & /b
98 %k /099 %) FEHI—BNOVH, DL 5SEQ ID NO: 12 % 82 41 /090 % (il , & /b
92% % /095% . E /D98 % sk £ /1099%) FrAll—E VL,

[0043]  d) A 55SEQ ID NO: 15/ R T4 2 /090% (Fldn, 2= /092% & /D095% . & /b
98 %k /099 %) FEHI—BIVH, LK 5SEQ ID NO: 16/ % L8 41 % /090 % (ol , % /b
92% % /095% . E /D98 % 5k £ /1099%) FrAll—E VL

[0044]  e) HA5SEQ ID NO: 19[S LR T2 /D90% (faldn, 2= /092% & /095% & /b
98 %k /099 %) FEH—BOVH, LK 5SEQ ID NO: 20/ % 02 41 % /090 % (failtn, & /b
92% % /095% . Z /D98 % 5k £ /1099%) FrAll—E VL

[0045]  f) A 55SEQ ID NO: 23[R 7 2 /090% (fFldn, 2= /092% & /095% . & /b
98 % /099 %) FEH—BOVH, DL 5SEQ ID NO: 24/ % 202 41 % /090 % (il , & /b
92% 2 /095%  £/098% ki £ /099%) 4 —EX VL Bk

[0046] ) HA5SEQ ID NO: 27/ R T /D90 % (fFldn, 2= /092% & /095% & /D
98 % /099 %) FEHI—BOVH, LK 5SEQ ID NO: 28[1( )& L2 41 % /090 % (4ol , & /b
92% 2 /095% . 2 /098% uk £ /099%) A —EX1IVL

[0047]  {rHEes sy b, A& WIHLAG - 3Pk ek Hili 45 5355 «

[0048] &) HATEISEQ ID NO: 3[R T AN HSEQ ID NO: 31l FL R 7 A1 41 sk 1 VH,
PLICESESEQ 1D NO: 41 R - M sk FHSEQ 1D NO: 4118 2 B - A1 ZH B Y VL 5
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[0049]  b) HATEIASEQ ID NO: 7/ EIR 7 41 sk FHSEQ 1D NO: 7/ Sl SR Fr A1 41k P VH,
PAKAUESEQ 1D NO:8[H SR 771k FHSEQ 1D NO: 8f¥) Sl B R 7 FIZH B I VL 5

[0050] ) A E 5 SEQ ID NO: LIS Fr A HSEQ 1D NO: 11K 2 JE/R 7 41 4H i)
VH, A B SEQ 1D NO: 1211 % k2 7 41 sk FHSEQ 1D NO: 121 28 JLR F7 41| 4H (I VL 5
[0051]  d) HAA 5 SEQ ID NO: 15[ 74 HSEQ 1D NO: 151 S BER I3 A1 £ s 1Y
VH, A ELESEQ 1D NO: 16[1) % k12 7 41 sk HSEQ 1D NO: 16/ 2 JLR 7 41| 4H (I VL 5
[0052] o) HAfESEQ ID NO: 1915 527 4 sk FHSEQ 1D NO: 1911 S 55 77 A1) 21 Bk 11
VH, AR B E:SEQ 1D NO: 2011 % k2 7 41 sk FHSEQ 1D NO: 20/ 28 IR - 41| 4H (A VL 5
[0053]  f) HATE5SEQ ID NO: 235 741 sk FISEQ 1D NO: 23[1) 55 7 41 4 Bl 11
VH, A MBI ESEQ 1D NO: 2411 % S 7 41 sk FHSEQ 1D NO: 2411 2 JE/R Iy Y 4H B I VL 5 5k
[0054] ) AT SEQ ID NO: 275 L /T I FHSEQ 1D NO: 2712 FEER 3 41 41 A1)
VH, A B 5 SEQ 1D NO: 2811 % k2 7 41 sk FHSEQ 1D NO: 281 28 IR 7 41| ZH I VL o
[0055] - HEEL ST S A HILAG- 3Ptk :

[0056]  a) AT SEQ ID NO: 4R34 2 LR 741 5l HISEQ 1D NO: 4FN34 1) 2 JEIR 7 41
HAIILC, A AU SEQ TD NO: 3HI30M) A B F7 A1l sl FHSEQ ID NO: 3F30[1) 2 LR 7 41 21
JYITIHC

[0057]  b) HAT (U 7SEQ 1D NO:8FN34MISA SRR FF A1 sl HSEQ 1D NO: 8MIS4 SRR 4]
HAIILC, LA AU SEQ TD NO: 7THI30M) 2 B F7 A1l sl FHSEQ ID NO: THI30f) 2 LR 7 41 2H
Y ITIHC

[0058]  ¢) HA{5SEQ TD NO: 12MI341) S EL MR Fr Ak HSEQ TD NO: 121341 2 B R
AN BIILC, A A7 SEQ ID NO: 11AN30M) S LR 7 41k FHSEQ ID NO: 11FI301M) Sl AR 7
AN R IIHC 5

[0059] ) FLAAf0%SEQ ID NO: 16MIBANYEASERL 741 s FHSEQ 1D NO: 16 FI34/1) 2 SR /7
AN IILC, A A7 SEQ ID NO: 1513011 S LR 7 41k FHSEQ ID NO: 1513011 S AR 7
AN R IIHC 5

[0060] &) At SEQ ID NO: 20134 A 5EMR 41| sk FISEQ ID NO: 20FM34f) s SR
AR BIMILC, LS A7 SEQ ID NO: 1913011 S LR 7 41k FHSEQ ID NO: 1913011 Sl AR 7
AN R IIHC 5

[0061] ) A 5SEQ ID NO: 24MI341) S EL R Fr A1)k HSEQ TD NO: 24 K134 2 HIR
AN IILC, LS A7 SEQ ID NO: 2313011 S LR 7 41k FHSEQ ID NO: 233011 S AR 7
AN AIHC 5 Tk

[0062]  g) HATHUSEQ ID NO: 28FN32(F S SLIL - H B HISEQ TD NO: 28FN32(1) s SL MR
HIAAUTILC, DA B2 SEQ ID NO: 27 HIBOMI SRR 741 s FHSEQ 1D NO: 27 FI30f s 5L R T
HIZH Al IPIHC o

[0063]  {F—BLsjif g 2, A R BHIHILAG- 35k sk Bl 45 4R 4y Fofg 2 20— FhDL N s
GE

[0064] &) DL AN AR TE 420 A AT , 76 20ug/mLITI K B , A T B FROik g
KF85% M N ZKLAG-3XFASTHAMN I AT T2EMHCHI 2555

[0065]  b) DA NI AR TE 420 B K AE , 7E20ug/mLITI IR , A T B FROik e
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N ZELAG-3XA37541 ) _E 1) A SIS TTIMACIN 45 5735 % 185 % 2 [H] 5

[0066] ) FHWT7E Jurkat 4 b Fk ) A JELAG-3 5 7ERa ji g F kW A ST IZRMHC 2
[EISEET=

[0067]  d) DAJmt ARk M, PAEC, 0 . InMik B /D 4545 A JSLAG-3;

[0068] o) DAJRt s AR M, PAEC, D0 . 3nMuk B /D &5 5 BRLAG- 3

[0069] ) LA B R ILHR MG, DAK 3. 0x 10 "B /DES £ A 2ELAG-3;

[0070] @) DA B IR LIRS MG, DAK 1. 5x 10 "B /DAL A B RLAG - 35

[0071]  h) DL B TR LHR I, DAK 3. 5x 10 P /D A5/ INGRULAG- 35

[0072] 1) W2 A 25 R # (Staphylococcal) 175 2B (SEB) AMFRT A 254 i i1 B2 4
Jit2 (PBMC) HRIWIL-277 4= 5

[0073] ) kD> AR TR P ILAG - 3RO 4R K5

[0074] k) Ji/D A\ TN IILAG - 31 R IR PR /K

[0075] 1) AN A KR 1L

[0076]  m) HELEARPN IR AE 4 s DA M

[0077]  n) A5k 25F7 -Lag3. 545 AHIAII A ZELAG - 3 ZA7

[0078]  Z PRSI TR NRT) Fiik 15646 (/D AR b e dveiflin) Hifk15532
(ED AR Ea e dve fag iy jokmflin) SHiik15723 (DA FRED e dve i ln) (PLik
15595 (/D HAEEa e vde iFn) Hifk15431 (/D B AR Ea e d.ef g ifiin) Bk
15572 (/D WA ED e vdve £ g iMn) AHTik15011 (/D AR Ra e d e f g hiil s
k1mHn) o fE—2E50050 77 S, AL B BITIM- 3h Tk sk bt 45 Ak B &/ 13,1211,
10.9.8.7.6.5.4. 3. 2Bk VI e o A5 — 2 5056 75 S, AL B P T IM- 3P iR ek il 45
Ealor AT 2= DR b evde ifling /DR a e dvef g i jokamAling /DR A e dy
e ifln; &/DFitta e dvef g ifiln; £/ DFEb. e d e fig iflin; Bk 2/ DFFacde .
g hvi.j k. 1.mHln.

[0079] 285 )5 S H, AL HINPILAG - 3Tk sk H i 45 55570 9 Pk 15011,15572
K /815431 5544k N2ELAG-3 .

[0080] 1L 5 5 SEHh , AL B IIHTLAG - 3PuiR sk fut &5 53507 45 5 A JSLAG- 311 %
57 ,1% N ZELAG- 3115 B A

[0081]  a)SEQ ID NO:68[H & Fk 4% FEH]5 . P86 A87 P89, S91 . WI2H1GI3;

[0082]  b) SEQ ID NO:68[1)2a ELR 7k ELA40.Q41 P43, P46.P49.D52.T62.Q64 .H65.Q66
P67.D68.G93.P94.P96.R98.Y99.T100.V101.P106.G107.R119.E124.R129.G130.D131.
S133.R137.P138.D143.R148F/IR163;

[0083] ¢)SEQ ID NO:68[12a ELR 5k ELA40.Q41 P43, P46.P49.D52.T62.Q64 .H65.Q66
P67.D68.P96.Y99.T100.V101.P106.G107.R119.E124.R129.G130.D131.S133.R137.P138.
D143.R148F1IR163; ik

[0084]  d)SEQ ID NO:68[H & L% EEG107.L109.R11041S111,

[0085] 1Ly S Hh , AR BHIMHTLAG - 3huik sk bl 45 A8 /0 &5 & FLASEQ 1D NO:
681 A FE [ 5L 3L 98 - 10611 e o Z BTN S5 B 48 (AR T) k1553215431 15572411
15011,

10
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[0086]  fF—Esjt &, A K W HILAG - SHURE B i 45 &3 &5 & e v, % e i L
1

[0087] a)SEQ ID NO:68[1)%d it it78-10541123-131;

[0088]  b)SEQ ID NO: 6814 St 5E23-30.40-66.88-105.123-137H1148-152; 5k
[0089]  ¢)SEQ ID NO: 6814 it 3t23-30.40-66.98-105.118-137H1148-161.

[0090] 1 — 2B /5 SEFR , AR I TR TgGIR R, B 4n T g G IR] AU [ 25 T g G 1k
16, o fEHEE S HE /7 S A BUAR B & 5 /D — PP e X I R AR AR E S 7 6 VR, 14t
PR T 2 SR 7 15 228, 23411235 2 — Bk 2 A FHISEAE , L2647 EARIIMGT® 5 55 7
(IMGT®numbering scheme) K 4w . I 41, AN 15 234F1235 1) 24 FEFR IR 3L 7 — i 2 7]
PAMLeuZ&2E JyAla K /siAE N7 B 2281 2 FEBR P IL T DAM Ser 5825 JyPros

[0091]  fE 53— 5T, Ak BB & 22 D—Fh (B0, —Fh) ASCAT R OHTLAG - 3T R
HPUREE 5B AR 25 1 AT e IRIE A 2 R 2581 5 AT et HoAth i 7 7510, v i
FEPUAIRTT .

[0092] G HHE— P RR 257 B IUAETR 701, A B g A AT R [T LAG - 3P AR
Bk PS5 G500 WA E IR Fr 1 G A ST O BTLAG - 3h Tk e gk sk b 45 5%
SR AIR 7 A B 7 o AL IR ER B0 B2 800 B IORZIR 7y T i Bk, Horh ik a8 Acm]
PSRk

[0093] AL HHTRIR A 1E T 4nit, HA & i A SRR I HTLAG - SHUAR 1) Bk L bufat 45
B TR A1) ik 4R A A ST TR O HTLAG - SR 24k ok b 485 453845 A% R
FRA e

[0094] AL BH7 RS AT R BUAR S U &5 &3 105 3 2o St e
YR AT O HTLAG - 3HUAR I FE gk sk Ho Ut 45 550 HORZ FR Fr S A S Gm s A SRl i
[IHTLAG - 3P TR e ai sk HLPUI 45 5 38 0 AR H R Iy A1 4 4, £E i & SRk i bk ek
O BIEAE NESFRITIAE A, DA BRI R AR AR ek A

[0095] AL HATREEME 255 0 (AURE ) 25500, AU S AR I HTLAG - 3Tk
P 25 G305 DA D3 — AR TR GE @15 —HTLAG- 35Tk (WA TR 1Y) s [a) A A
B A B A5 — gk A A AR A B e AE DU sl I VR A A S A e I IR OL i o —
RIS PR PR E G5

[0096] A& BHREEBEIATTLAG - SFHOCHHAE I B E 15 1k A S B AT AR O HTLAG - 3BT
s U A 500 R 2 S el SR R R 25 S T e 2 Tk i SRR R A 18I, A
W RS AR AR .

[0097] AL HHTRBEAEIE b e T 5 ik A S R A ST R HTLAG - 3Pk sl oI
GG E8y R AR R RS S T R A R

[0098] AL HHE—PHR AT B IR AE N 7 7 , B S A ST iR I B LAG - 3fT AR ek L
PURSE G053 R 2 SRR e 45 6 F i I B Bk (B A — S8 S0 5 S vh 1208
SEJR B %6 VLRI Z0 B2 i %< &5 017 O B BT AR B VR S R S SR A
HH B FLS B e R AR S0 S rp 208 AR 4E PR B N s
B F2RE AR IR TR R R T ARG ke £ 1 AR

[0099] Lk 5k 2 B —F ATt —20 &b T () (B 7 550 Ho g 351 B s A= nk

11
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T T Z R IR 1 771\ LAG - 3 AR A I sl o S 7 0 o A — 28506 5 58 vp 1z ikl — 2
P TIATRIR OR L | RER s DG TER Me/ kil (e AR A= 3D

[0100] AR HHE— 2L A0 & A SCRTIR I BILAG - 3Pk ek HU 45 &5 i bk 4L 59 H
Tl 25000 g , ik 2590 16 T7 LAG - S RE I JE A IR TT BB 10 E My / sk 35
A S EE R,

[0101] A K BHE— AR B TR TLAG - SAHSSRAEI JR 2 1R TT R B e M/ el e
T B B TN R I AT R [P HTLAG - 3H TR B U &5 55547 -

[0102] AR BHIE— D HR A& A ST I HTLAG - 3Tk Ht i 45 A 40 I il i, Fer
Al i 5 TR T LAG - AR IE M B TR T B 1O i M/ s o A T 2 R T e
R

[0103]  FfHEIfisk

[0104]  [E1A-1CE RS E B2 AR A I BRI AR I i A AR S A 1A 5N
JELAG- SFE QL A S e 45 A DU el o [ 1B - 55 CHO - St A E R S MR 45 S IO PR T
B1C: A5 ot Hr A 4R eSS A O BU A v [

[0105]  I2 5 /RAE PAPTLAG- 3R v [ DT ARALFE 2 i, R SEBRIBRIPBMCI IL - 27 A 17K
Fo

[0106] I3 At PAPTLAG- 3R ve DT IARALFE 2 i, R SEBRIBIPBMCI IL - 27 A 17K
AR SARFER H B PBMCRMAIM IL - 243 WK K-

[0107] B4 ~AE PAPILAG- 3R va DT R AL 2 i, S5 TT2SLAG - 3-MHCRHIT 43 A H R &'t
IRV LAY PIE £ SEME R

[0108] &[5 RPAPILAG- 3 reFEPTIARAL I 2 o, K A LAG - 3341 TN AR 1A i = A
ISR IILAG- 3[R B DI Y & SEMFE R« 2 5 35 R 15532 1B hi ik 2By 2 |H]
gt B 22 R (:p<0.05, %tk : p<0. 001, *#okek : p<0.0001) o

[0109]  E6UFSLHTAR 1501 1AE TN [F] A FR 2 YRR LR FR R A N 3o

[0110]  ETUESH U1 553248 - N JEAL S FASAR IR AR ) Ak iy e, HEFh AN 2RPBMC
HEINOG/ NS s 22 4t , LUK A 2R R0 SR A3TO AN RS A 22 1%/ N o

[0111]  E8E /R4 I3MHTLAG - SHUAR N &5 & 58 G o A Pir S 08 H I R 2 41 (R A6
(epitope bin)) [FREIR o« FHARZRER P UAR AL IR TA) (R AT) 1128 SCRH
G o F R 2R BRI TR S s R — T Al R RE T, e Fz e A e A A 3 A g4 s FEL
W o A B 5 H A HTLAG - 3P IR T i s oA o 4

[0112]  E 9B REUARDUAI Z A 2V BEER 34T o AEx Bl = T 04 H AT 43 SR I ik
HA RN, BT AT R T Fh HA BRI LAG - 385 A s ok X 4.

(01131  &ZHATEA

[0114] AL HHFRHEHTIHTAZELAG- 3HT4AR , LT By Qe FR A5 I A\ R B T s
ARG PRAERAMEI A AT I “LAG- 37 5 A ZRLAG- 3. AZRLAG-3ZJIK 7 I F] AUniProt
Accession No.P18627 (LAG3 HUMAN) (SEQ ID NO:68) k15

[0115]  FE LT HAUARGE “BiR” (Ab) ok “feeikas 17 (Tg) $8 8 DU B L AHZE B (1 e
AN (H) B (£950-70kDa) AR (L) % (£925kDa) [PU 4 o /> T ph o T 2R Jak (VH)
BRI E X (CH) 4 o M2 F et nT AR I (VL) APRg{E 2 X (CL) 2H Al - VHANIVLES 4

12
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AT 22 A0y I PRAE “HANRTEIX (CDR) ™ [ B AR S5 X, B A SRS [ DX, o “HE
X7 (FR) o B3/ NVEAIVL E = CDR (FEIIYH - CDRFF E 5 FPRICDR s ££ L - CORFF ARG
CDR) FHPYANFREF B, VA I M e Bk 22 ¥ Fovi IO U7 HF A1) : FR1.CDR1 .FR2.,CDR2 . FR3,CDR3
FR4 . F sl 25k P M 2 R G 5 40 B ATARAEIMGT® € X (Lefranc® A ,Dev Comp Immunol
27 (1) :55-77(2003)) ;88 LA N XX E X :Kabat,Sequences of Proteins of
Immunological Interest (National Institutes of Health,Bethesda,MD (19874l
1991)) ;Chothia&Lesk,J.Mol.Biol.196:901-917 (1987) ;5kChothia®f A\ ,Nature342:878-
883(1989)

[0116] R “HHHUA” $5 A S gD TR IIAZHIR 7 41 R4 i sl 4 i 2 i Rk OBk,
HAh T ZHIR 7 A A 51z 4001 H AR S

01171 RiE“GoEE AT “Gor BN Bk G0 BIPUA” 5 i T H R ek 4=
TR LA MEAER SR A BT 2Rkt (D) A BARSA S T HERE I R IR G5 ST 4 4
G, @) AEk FAEFY R AL A BT, (3) R FASFIY R 4 pir 2k K/ uk (4) 15 H
IR NSRBI NI, (62 5 A AN 5 B ARk IR 4n e gl R e b 5 sk 2 ke
FE M RIREE G v “r B 7 o Tt 29 B (AR TE - 2N 28 1 B i b oK)
iR P i B E RIREE G4y

[0118]  WiFER AT Y, RKiE “Fh &R (germline) ” A FE I ANREIA B BRI E R AN 2 AL R
F A, PR O s AT A Mo A3 2 1K B R 7 1) 5 BN i Fh i B LR IAZ R
FEAELX 47, A% IR 7 4 A BRI Bl AT 1k R Hh 2 4 B 2H MR S8 A8 SRR TS » “F T IR
TEMA A PR B A AZH TR sl S B R 7 41 5 Tk i A A% IR e 1 e E PR A ) 2
FLR Py AR T AR AL IRl S R - 71 B S B R LE X

[01191 IR “SEANT I FEHUAIH A 2 TR 5 R AN B AR 5 | ) 2
FHREE DA - uAH AR I 25 55 A 1Pl i 58 (K ) SR o MK ) < ImML 56 <<100nM
N, PP SRR S5 & K G5 S A Bon Tk (B DA R 5 e i 55
BT AR (BTAcore™) sk AR IS T M 2, 4 FHTBIS TechnologiesffJIBIS MX96
SPRZ %k ForteBioffjOctet ™ &% .

[0120]  OR3E “k .~ FeREE TR - TR BAE RO S R Ak M B 2 B0 ik
(am LA N 752 : SPR GRIMAFE B - cdR) |, plan{liHIBIS MX96 54t .

(01211 bR FHIRE “Fofr” 38R S P 25 A BUR sl o 0 G BURs 1 45 547
) BRIy GRIELX) o« AR E X — o -1 B A2 R SR R T G i i
R ek /KA S o %) 20 o8 HL— M B R e = 4S5 MR , LA SCRE E IR F AT R R o s
A0y “ERPE)” BRI AT LRI, 25 A BT (B0, sl AAHEAE R0+ G s
Z IR A A EAE T A AE T 2RI 5 % 8 i 2 — R R 7 4 AE R A, A
FAE AT BB 7 Y o3 B 8 A o L I S B IR AR L . — B e b Ll
TR, il AR AR AR SR 7 AR A D TACE FTRE I » B0, EAT R
AL RpTA T E (B DA R 750k = A AR R R A 2 SRR AL I B = 4=
TP BTN I GERA PR T ot (I DA 5 R4 s & A 2 SR AR 2
FERR R AR/ NE (mini - domain) EBNHIF™ A Tukie  FONHEE LA BT AT B (Bl LU
T RO A T AR ] 23 (BN, LAG-3) s HAHSCH /- i shivn = A S %8, SR F 1%

13
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TGS I TR

[0122] g oo fifi A AIs ip E T 5 7, s (PR 1) 559 0 A 3870 4 (epitope
binning) MR TR , PIHE &S DUAR R A A B HILAG - 3F TR S5 S AR e s
AL HBIPILAG - 3PUARTE A&t 5 o A — AN 1 S, FIAEA RN S AF B A& WO HILAG- 3
FUAGEETLAG- 3, FLIE e U MR 45 AT LAG - 3 BE 11« R H R BR s 7 41 5 2
LAG- 3HUAAHRI IS TH] F 455 LAG- 3, MNZ AP TALE & 5% 2 MPTLAG- 3P R IR A7
SR, 25 AR B A A SR AR IR PR [A] F 454 LAG- 3, MZ MR Bk 454 5 A & B PILAG- 3
PUAAHIFI R A7 « FEIE R sl T HaUr S ACE WO HILAG - 3Pk 45 A R o7 2 Ab iy 3
7 o e SZE W (514 DA 75 203547 : ELTSAWRTABTACORE ™ SPR A= 35 Il ek 37
AN T IR S HILAG- 3PTik e 5 73— HILAG- 3HTIARAS Se 4, Rl AE AN T 1) Tl
I E RS, BE 75 O AT R S PR ik, 52 TR IR o 2538 X35 4 S ]
(4 {56 FHTBTS MX96 SPR{VHSEKOctet " RZKIHIT.

[0123] 4Rk BRI UIAREE SAH TR R AL U IAR L S A E IO Bk 5 4 25 S i pu iR e e
AMHCT IR IS 14, 51 4068 FH 56 116 Pk i) e U A AR S 4 40 A 2R 22 o QAR & BH P
S5 MR R A I BTAR B S AR I I PR 5 4 45 5 I BT T IR 45 5 /0 (514) 35 %
40% +45% 50 % 55 % 60 % 65 % 70% 75 % 5k 80 % , Bk (L1265 /85 % 86 % 87 % 88 % +
89%.90% 91% 92% 93% +94% +95% 96 % 97 % 98 % 99 % 5 100 % .

[0124]  ARiBE“RGPUA” R X IS HER A Mk 2 —k 2N X RDR [ —k
LR MU — 2k 2 XIS P, A A A ZRRIFATS TR AR (B, 35559
TR EEHE ARSI, 1an/INGR R SR e EAG U5 20 , Bl S I 55 ) OBk o TR A2
PO B RS , BT B R BRI A RSN BUA SN, ik S Priiaifs AR 259t
ORI IR R S LRI SLBIA H i AT AR e 471 o0 SRR I I e X 81 A 26099t
AR A PUARIIIGE O T, FIAHEAE A SR E it — 2P BB DU Z TR AR - ZELL Pl
WIS HUART HA A 3 AT AR e A AR TEE X 41 .

[0125]  RiE“ AP FRPA N SR8 O T o8 Bk oy A A\ ORI BT (ildn, MAFT
RIS I BEA TR/ INFR kS ) 8 F PP AR A3 O BR 2SS A , el % i 2R i ny
PUARRIIRS A |, AT RE i FE R S SR (R Al e A FE AR B FOAE ZE X A X ) |, DA
SR s SR RS A\ 2P G0 28 IR R /N o B SRR T B e TS0 22 Ak O 7
FE IR P ST SN , FE AR BUATE N T A Zshuiiss B e
OSSR, FEFR ARG (n, G D5 S Pek 52 ) 1HE X B o A\ ORI Fr S ik
BPUR, — AT 52 2 NSRRI ST B D I e It i, FLVA Ty Bk g 4 i
T NI e AP I ik S ik s A dE A ZSRIR R RT £ A IR LA A
FHHUR S IR o

[0126]  WohFk A poik, NIRAC S AR M P K n] AR 3 e S O ME 2L X A8 4 « Sy HL AR 2 [X
(CDR) [0 1 2 SR IR AR DA ST AT P E T IOEEL , B ARAE TR IS IR, ] e 2 AR
BN B I CDREUIEFRFRIL , I AN FE R B S0 A FE AL L e R I 7 1 W KA A9 b
' FAE B AN AR ) 24 T 2R o F A e R B 3 » 18 1 M B 2% 22 = JIK 7 Bl Asn-X - Ser ik
Asn-X-Thr H R AR SE P2 ANVE BRI AL AR T, FErh XAT B T Pro 2 AN S LR »
K AsniSer/ Thr2E28 J AR A FEEE , s i T SR R 75 28, DAk R BRI bR 35

14
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AEFRIAL L R AN A S e e 5k (P I PR i 1 TR A0 v A pHTI 8 1] i 1) A 3R 1 ok
T o REATRHEFR TR AN 25 Z - AT I e R, 6 B2 M A A T 7 S Asn-Gly FRIN R4 T, 1 8
FoAth i anAsn- Alaft) K7 SR STl £ AR B o TR 4 7 CDR 7 AR A7 A E i i gk
e/ L B (R & Asn-Gly) I, SRR 2 A7 1, SR b O M EUROR R R — 41
SRINpEE N

[0127] R4k b 2 R0 2 TP 7 A AR U5 7% 5 152 W (B140) Almagro&
Fransson2 || Jiji SCHik, Front Biosci.13:1619-1633 (2008) « i 5 s 40 1 75 1 A CDRFZ
A, FFHT () I E R ZEIOHR S, o2 Mo e R 28 T AR Ia A IR g A\ 2 i 8 5k LRTG R 4)
A K A R ZECDR 7 A1) 22 HEAE AR o oA S5 ¥E ST VAR ELAE T RS S 1k e T T A
FRBEIN) 7N/ CDRIN) S FRRR IR AL « PRI, AT CDRIIME Fr 41, £ECDRIN [ S B IR e A1) 1431
Pk 2 [ Z B AT AE Y « O CDR 7 214 5t R 28tk - ol AR B, BonT LR A
PUREE IR DRI R R EE R oA, sl SRR B 265 78 I 2 358 7 A AT AT R E
P, B anam sk MR 215k H AN FHTAR A 21 4 E foidck 1844 SR COR 7 41 1) ik
B AL R AR A ST NI TS5 b A I S 45 S R e M AR A 2 vl e
I . CDRFZAE ] FT-Kabat[JCDRAE M., H SR B B T4 Magdelaine-Beuzelin®: A, Crit
Rev.Oncol Hematol.64:210-225(2007)) ELKE /RIMGT®%E X (the international
ImMunoGeneTics information system®,www.imgt.org) FJ M AJRLIIEE H (0.
Lefranc®E A\ ,Dev.Comp Immunol.27:55-77(2003)) »

[0128]  fF—SO5 00 I, AR T 3RAF CORIPE DT, CORFEAH A P ICORIEAE DR 1 45 55 R
S MR G BRAR I A s 1 o T 5N R 2848 CHIN AR A “HEAUE IE (framework
repair)”) T-CORFEAHUAII AL E (v 2 (AR AEAE L)) | DU @i Rk 45 &R ek
FEM T AT BRI IR SR R A7 15 ] (50 TSR A TR S 2 Fh RT AR A5 B R 2 0E - 1E
2SR e I R B SR B S D 7 TP sy IO AR I S B R FR AL T IR N 5l
ARG PR 3% 1 258 i 11 R 5 0 ANl 2O o )T CORFE AL AN 0] A2 5845 A AU N IR B
KIMHEH (resurfacing) , LHP R BHE AZSRIFAER M Z ek FR AL, e sz A
[0129]  FEREOIEHL N, A BRI — Bk 2 AN CDRE IR IR AL, LK T HsGER TR
PMIIEE G SRR ) X E R SRR HATE ] 5 A\ I — & d- T, Blande iRy AR
S G PR N AR EC RN o [0 42 5848 SR i 45 5 s e e alesr A D s
BUR o BB E I 5 e AR 2 R0, 491 4nBurk s 558 A ATk R AR S L A
RS T (in vitro scanning saturation mutagenesis method) (Proc Natl Acad
Sci USA,94:412-417 (1997)) LA K Wu5 N BB ARSNE AN T 5 7: (Proe Natl Acad
Sci USA,95:6037-6042(1998)) .

[0130]  ARIEHUART “DrlA 4555857 GRIETAR “DUiAEBs”) , Aire bR G, FE R R 1
HigE A B (510, AZELAG- 3 K507 IRE TP — sk 2 M3 sl B iR, 4
KPR FEE B AT AR SR S5 S P Dhae ARE “DUR g5 G380 " T & & &
Fr B SR (1) Fab B RV, WV, C FIC, LT A s A B (1) F(ab’) B B9
DA B BE X OB e 22 R I Fab e BEI S Fr B (111) FRV FIC, L s Fd B s
(iv) FHPUARI A OV IV S Bl Y B, (v) FRV SRR dAb B LK (vi) BRIEHS
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VEM S5 S PRI Z 7 B B ANRGELX (CDR) o 345, ERIRFY BRIV, IV, F 3 T 2
DRl iy, AR AT P E A 5 VA e A e 4, il & sl k (Linker) (% b B —85 1 5T
B, FA v AV SRS LUE RN 20 (BRI BLBEFY (scFv)) o« B8V, M/ alV, BT &5 547
FWAEAL A AV, I 55, 1% - A B CHL VE i  CH2 B CH3IX R [ — Bk 2 3 o frifAk
(1 “DUR G5 53557 BIARIERA SR Z PR UAR BIEE N « DR TR (diabodies) 1A
TEATREEH TR AR LE N BGOSR S PR S, H v, ANV 3ai/e s — 2 JIK
B b2k AR T e T eV AR R A I SO B Sk, Wz a8 (s pir a5 o —
SBEI T ANSBRCON I AP G5 A e

[0131] & UIFabHIF (ab’) F BIHTIARER 5, PN GERE BTl T IEOR G 52t
PR AR TN AR g Bk 28 1 BRI 0D SR 25 o e A, Bo ik« o 358 40 R0 90 8 G B 43 1
(immunoadhesion molecule) A F] (5l 40) ASCHT IR FIFRAE HE A DNAFE ARKRAS -

[0132]  HTLAG- 3Bkl 22 (R AY) ANV 28 AT py A e LRI 5 ke - — %
M5, HUARI SRR 2 Tl O R A 28 pe vk HAa R MR BTk i e o It 2k
PUAR TR 131 . AT 1 ELTSAWes ternENZE LA R AR AR R A ZRAUAING 25 . 1k 75, 7]
I DA 5 Ak e JSAAND S U Hodk i) B M/ sl A i 1 TE e X 4 s s A LB R
FRAER T 5 ORI o BREE 1R & A S AR 28 1) S 358 e A i ez iR 25 28
A2

[0133]  BRAESIA R, Bb AT N A T MW AT A PR S AR PRI 4 5 N IR R IMG T 4
SITENGS -

[0134]  H{LAG-3Pifh

[0135] % BHER BEEFANTLAG - 3 Pu i S U 5 5B 07 o AR AE S 5 S8 v, AR ST A T
P A BRI A AT A SRR R R ok (o B DR R B AR I N R B o AE 55— 5K
T 2, PR B S ECDR T A AN JEA ZRIX XS R R IR S iR, R LAz AE L X 42
Nk .

[0136] A& BB HTLAG - 3PUIARI) — /M L RR B TAN N T 1 , i et B i
IL- 277 A ATl s 2 L (B10) S0 o SR AR AR BEBATAT RS e PG IR A (H A A A 1
PILAG-3PTIARREEFHNTLAG - 35 HAHEE IR AR G WMHCTTAILSECt in) Z AHEAE ] iZ PR ]
1251 P A A 25 5 DXl ok B2 ST X w4 (B an) S file i Bir ik 58, slade 1 5 S LAG - 311
WALAE R, X A8 S el SRR 45 5875 o mT BB A E AL « A& BH I HTLAG - 3P
P E R e HA “LALA” 28747 (L234A/L235A) [RH TR AR K 11 — 238 v7 #e Dhhg
(effector function) , HPHAF I & HTIAS AN JEFeeR (Fe v S 4) ML &, JF IR,
T4Rf.

[0137]  YE— N2y &b, iZHILAG- 3514k HG 55SEQ 1D NO:37.43.46.50.55.58 116411
fF—F 290 % T4 — X EE4ECDR3 (H-CDR3) , 415 SEQ ID NO:37.43.46.50.55. 5871
6A[MTE—F 5 /D92% —5, FHNZED9I5% .96 % /DT % /D98 % ik ZE /099 % —F .
[0138]  {F—ANSjt g &, iZHILAG- 35T/ L 5SEQ ID NO:3.7.11.15.19.238k 2714
—FZZ 90 % A — S EEE AT AR (VH) 11 5 SEQ 1D NO:3.7.11.15.19.235k27({4F
—FED929% —, B UNEDI5% 96 %  EDIT% T /DI8% kDI % —E .

[0139]  {E B — Sty 2, %P ILAG- 35Tf&R A5 5SEQ 1D NO:3.7.11.15.19.235%27(1
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E—F D90 % Frl— B EgE r] A3 (VH) , 51405 SEQ ID NO:3.7.11.15.19.238k271
F—FEZD92% 3, B WE/DI5% 5096 % 5097 % /098 % 5k % /099 % — 3 ; DA K
LJSEQ 1D NO:30% /090 % J3- 41— B BB E 2 X, a1 5 SEQ 1D NO: 307092 % —5 , i
WEDI5% FEDI6% FEDIT% T8 % 5k T /D99 % —5

[0140]  fF 5 — A5 7 H I HILAG- 3HUpR B HifiE (HC) , 1% EBE 75 SEQ ID NO: 3.7,
11,1519 238k 27— IVHE TR 7 41 DL SEQ 1D NO: 3011 Hi Gk [H A X B LR 7 41 o

[0141]  ZE—AN9E T 2, 1ZHILAG- 351/ 244 5SEQ 1D NO:40.52.61FI67[{F—& %2
/190 % -4 —EU )2 5ECDR3 (L-CDR3) , i1 5 SEQ 1D NO:40.52.61 K167 E—& £ /092 %
— BB EDI5% 96 % 5/ DIT%  FE DI %k F /D99 % —F

[0142]  {E R — A5y 20, %P ILAG- 35Tk A5 5SEQ 1D NO:4.8.12.16.20.245%28[1)
E—FIVLEIERR 741 % /D90 % 7 41— Sy 25k il A2 dd (VL) , 45 SEQ 1D NO:4.8.12.
162024k 281 T—H&H £ /0 92% —50, 1IE U ZE D95 % £ /D96 % £/ DIT% . /D98 % ik &
D99 % —E .

[0143] 75— 9005 2, iZPILAG- 3R A 5SEQ 1D NO:4.8.12.16. 208k 2414T
—H VLR 751 227090 % F 41— B0 25 vl At (VL) , 1415 SEQ 1D NO:4.8.12.16.
20k 24P T—F 5 /D92% 5, B INE /D5 % 96 % 5 /09T %  E /D98 % s & /99 %
— 3G LM SSEQ 1D NO: 3445 /090 % J7 71— S W R B IE 1 X AL TR 741, 9l 45 SEQ 1D
NO: 347 /0929% —& W 95% 2096 % T /097 % 5 /D98 % 5k /099 % —5 .

[0144] 55— 7 R ZPILAG- 3t HL AT 19 SEQ 1D NO: 28[ VL A 741 2 /b
90 % JT 41— B 1k n At (VL) , 405 SEQ 1D NO: 28% /092% —5k , Nz /095 % & /b
96 %  2/D97% &2 /098 % sk 2 /099 % — 35 LA K HSEQ 1D NO: 3227090 % 41— By sk
THE X S LR 74, B a1 55 SEQ 1D NO: 325 /092% —5, i inE D95 % . E /096 % . 5 /D
97% % /098% ik 2099 % —F .

[0145] 75— /905 2 iZPILAG- 3PA A 04 SEQ ID NO:4.8.12.16.2085244T
—FHISEQ ID NO: 3415k .

[0146]  {E 5 — ANy S, %P ILAG- 35T B2 SEQ ID NO: 28F1ISEQ ID NO: 32[f)/ 4% .
[0147]  (ERESESTE Ty 2 2 PILAG- 3P UARE & R A —E A IR R A —
[0148] {1 —BU57JE 7 SR, AR BHIYHTLAG - 3Tk sk Bl &5 &850 B 2 DA FH-CDR1- 3411
L-CDR1 - 3% L7 71 :

[0149]  a) 43 B -SEQ ID NO:35.36.37.38.39F1140;

[0150]  b) 43 B HSEQ ID NO:41.42.43.44.45%1140;

[0151]  ¢) 43 B HSEQ ID NO:35.42.46.44.4741140;

[0152]  d) 433 HSEQ ID NO:48.49.50.51.4741152;

[0153]  e) 43 A HSEQ ID NO:53.54.55.44.45%1140;

[0154] ) 435 ySEQ ID NO:56.57.58.59.60F1161 ;5

[0155] @) 43 BIISNSEQ ID NO:62.63.64.65.66F167,

[0156]  ZF—UbsjE iy 2, A G I RIHTLAG - 3PS FUIR 45 53 B & 5L N i
AIH80% +85% 90% 91 % 92 % 93 % 94 % 95 % 96 % 97 % 98 % 599 % — X [1JH-CDR3
HIL-CDR3:
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[0157]  a) 433 ~SEQ ID NO:
[0158]  b) 43 A ~SEQ ID NO:
[0159]  ¢) 43 A ~SEQ ID NO:
[0160]  d) 433 ~SEQ ID NO:
[0161] )43 3 ~SEQ ID NO:
[0162] )43 B HSEQ ID NO:
[0163]  g) 43 A ~SEQ ID NO:

37140
437140
467140
5041152
5541140
5841161 ; Bk
64167

00641 {5855 R BLAG- 3B AR A SO S
5”%8000 85%.90%91%.92%93% 94 % 95% 96 % .97 % \980()329900—‘:%&99\/1‘1*[[\/]4:

[0165]  a) 433 ~SEQ ID NO:
[0166]  b) 433 ~SEQ ID NO:
[0167]  ¢) 433 ~SEQ ID NO:
[0168]  d) 433 ~SEQ ID NO:
[0169]  e) 43 B HSEQ ID NO:
[0170] )43 3 ~SEQ ID NO:
(01711  g) 43 A ~SEQ ID NO:

3FN4;
THN8;
11012
15811165
194120
23F124 ; 8k
27H128.

[0172] E*ﬁb%ﬁmﬁmﬂh AR IIIPILAG - 3TUR B 25 57 B AT UL M2 kg

FEA I VHATIVL -

[0173]  a) 433 ~SEQ ID NO:
[0174]  b) 43 A ~SEQ ID NO:
[0175]  ¢) 433 ~SEQ ID NO:
[0176]  d) 433 ~SEQ ID NO:
[0177]1  ¢) 43 B HSEQ ID NO:
[0178] )43 3 ~SEQ ID NO:
[0179]  g) 43 A ~SEQ ID NO:

3F114;
THI8;
11012,
15F116;
19411205
23F124 5 5k
27TH128.

[0180] %E~%7%Bﬁzﬁ7%ih ZHILAG- 3T AU
[0181] &) HLASEQ ID NO: 3MI30[ AR 7 HIHHCLA S HATSEQ 1D NO: 4F134 1) 2 B

FAIALC

[0182]  b) ELASEQ 1D NO: 7HI30M2AEFR 7 AIITIHCLA M HLATSEQ 1D NO: 81341 24 3L FR

FAIILC

[0183] ¢) HLAGSEQ ID NO: 11AN300 & LR T4 IHCLA S FLASEQ ID NO: 12513411 5 At

BRFF AL

[0184]  d) HLAASEQ ID NO: 15F130[K 2 ELfR 7 A IIHC LA A FLAASEQ ID NO: 1613411 % it

R RFIILC;

[0185] ) FLAGSEQ ID NO: 19FN300 & LR T4 IHCLA S FLASEQ ID NO: 201341 5 At

R Fr-HILC

[0186]  f) FLAGSEQ ID NO:23F130[K 24 LR 7 41 (IUHC LA K HATSEQ 1D NO: 2413411 24

R Py S FILC s B

[0187] o) FLGSEQ ID NO: 271301235 Fr 41 [FHC LA M LA SEQ ID NO: 28 F1132[1) 24 3k
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R 7 HIHILC

[0188] {1 — b5 /5 e, AR I HTILAG - 3HUR el b i &5 6 35 /0 B 2 Pk 15646
15532.15723.15595.15431. 155725k 15011 [JH-CDR1 - 3H/IL-CDR1 - 35 JL R T 41

[0189] {1 — L5 Jy ZE v, AR I PTLAG - 3P TR sl bt Il 45 5 5840 B 5 0 M S5 Pk
15646.15532.15723.15595. 15431155721k 1501 1[I VHFIVLZE 290 % S FL ik Fp 41— B Vi
FIVL,

[0190] LBy 26, A B HTLAG - 3HTAR B BT I &5 53570 B 2 VIANVL , Fo 23 31 K
Hiik15646.15532.15723.15595.15431.155725k 1501 1{{JVHANIVL .

[0191]  AF b5y &b, A KR B HTLAG - 3P0k ik 15646.15532.15723.15595.
154311557258 15011, s AT S TR TR 1) 2 5508 7 S Bk

[0192] A LHHTREML S & AL N AR A JELAG - 317 I PTLAG - 3Pkl
PUR S A7

[0193]  a) YE[ISEQ ID NO:68[{JH85.P86.A87.P89.S91 WI2FIGI3[KI1.2.3.4.5.68K 457
MNEFERIREE (1540, Pk 15532)

[0194]  b) Ye HSEQ ID NO:68[1JA40.Q41.P43.P46.P49.D52.T62.Q64 .H65.Q66.P67 D68
G93.P94.P96.R98.Y99.T100.V101.P106.G107.R119.E124.R129.G130.D131.S133.R137.
P138.D143.R148FR163[11.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.20.21
22.23.24.25.26.27.28.29.30. 3155 £ HE32 N A LR R I (9, Pifk15431) ;

[0195]  ¢) i HSEQ ID NO:68[1JA40.Q41.P43.P46.P49.D52.T62.Q64 .H65.Q66.P67 D68
P96.Y99.T100.V101.P106.G107.R119.E124.R129.G130.D131.S133.R137.P138.D143.R148
HIR163[191.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.
2728k 295 SEFR TR AL (1914, $ifAk15572) 51k

[0196]  d) %6 FHHSEQ ID NO:68[1JG107.L109.R1I10FNISIII[1 2. 3k 4 ala/ M s B ik i
(f5lan, Prik15011) o

[0197] AL WATREE Bhah & HA 7REL98- 10511 A JELAG- 313Nz ) v P bRk sk Hpulid 45
BT AL — RS S 2P UR B BT S S8y G55 FAA DA MR IR B ZRLAG-3
FNEZVA

[0198]  a) P& [ISEQ ID NO:68[{JFkILTS- 105F1123- 1311 sk =S Ll Fr B (B, Hivfk
15532) ;

[0199]1  b) W& ISEQ ID NO:68[/#%%23-30.40-66.88-105.123-137F1148-1521)—. .
= HECEAN AR B (a0, Pifk15431)

[0200] ¢) ZEHSEQ ID NO:68[1%#k3£23-30.40-66.98-105.118-137F1148- 1611/ )—.
= PUEk AR BB (B, Biik15572) 58k

[0201]  d)SEQ ID NO: 6814 55k 3£98-105 (fhildn, Fifk15011) .

[0202] AL BHTRR LS HATSEQ ID NO: 682 Fk323- 3071140~ 661 A\ ZELAG- 3[R (1
e DR B PUIR G5 G300 o A — 285 5 56, 1238 18 FATSEQ 1D NO: 682 5% AL88-
105.123-137 ) /5 148-152 . /£ —2E 5 )5 56, 248 AT SEQ 1D NO: 68> 5k 3E98-
105.118-137411148-161.

[0203] & BHZRERHEHTLAG- 3Pk ek Hobu i 45 454y, H 5%k 11 11553215646 . 15723
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15595.15431. 155727111501 141 B AR BT TE A sk 22 X se AR IR AR [ 45 5 sl 5 AR ]
R

[0204] LB Ty 2, AR I HTLAG - 3Pk sk HL Bt i 45 55870 A S hiik 25F 7 -
Lag3. 545 S AHRI A ZELAG- 3134z -

[0205]  ZF—UbshE iy 2, AL A ROHTLAG - 3Pk b i 45453845 1) 28 1 f A R 4l
BRI A\ S T b 2 3L R s TGHVA-34 TGHV1-24, TGHV6- 1 TGHV4- 391 TGHV3- 23 . 7F 4t
ST 2 B AT AR B R S P LAG3 PR B I £ Ao HR RN B B R A1 A D T5 %
80% 82 % +85% +86 % +87 % +88% 89% 90 % 91 % <92 % 193 % 94 % .95 % 96 % 97 % -
98 % 99 % 55100 % — B o A KL STt 75 ZE v, BT iR BB Fh AR B R OHE L X P41 S5 Pt LAG3 T
PRER B 45 5000 H R I B AT R X 471 22 /D75 % 80 % 82 % 85 % 86 % 87 % 88 % «
89% .90 % 91 % 92 % +93% 94 % 95 % 96 % 97 % 98 % 99 % ik 100 % — % .

[0206]  ZF—UbshE 7y 2, G A RIHTLAG - 3Pk b i 45453845 1) 28 1 f A R 4
BRI AL N 2B Fh 22 3L K . TGKV3-11.TGKV1-12. TGKV1-5F1TGLV3- 19, £F F e s jiE 7y 2
W IZRBE R R B R S T LAG 3BT sl o i 45 6 543 FR RN B B2 4 - 41 227D 75 % 80 %
829% 85% 86 % 87 % 88 % 89% 90 % 91 % 92 % 93 % 94 % 95 % 96 % 97 % 98 % «
99 % 5% 100 % — 3 o A HEL SNt 5 S b, FriR R B M A SE IR ZEIX P41 S5 i LAG3 ikl b
JE 255 TR A R R R AR A I 471 2 /D75 % 80 % 82 % 85 % 86 % 87 % 88 % 89 % -
90% 91 % 92 % 93 % 94 % 95 % 96 % 97 % 98 % 99 % 5 100 % —5 .

[0207]  ZEHE S0t =, AG AT PILAG - 3P ARk Hp i 4543040 F) ) Fak A\ idk
T R IR S Bl AR SE R AT 25 (B4, TGHV4-34M11GKV3-11 IGHV1-24F11GKV1-
12.IGHV6- 1F1IGKV3-11.IGHV4-39FNIGKV1 -58K IGHV3-23F1IGLV3-19)  fE—YE5 i /5 5,
ZH MM R BE R 50 B S HILAG3 AR sk bt 45 55040 Hh R B B S A By A1) 22 2>
75% 80 % +82% +85% 86 % 87 % 88 % 89 % 90 % 91 % +92% 93 % 94 % 95 % 96 % «
97 % 98 % 99 % 5k 100 % — 2 o £ HEEL ST T S, Pirak Bl AR S Bl 38 B IR [ AE R IX - 1)
53 B S HILAG3 PR B U 25 53550 H R B B A AR BEAE 2R IX P41 22 /D75 % 80 % 82 % «
85% 86 % 87 % 88 % +89% 90 % 91 % +92% 93 % 94 % 95 % 96 % 97 % 98 % 99 % 5k
100 % —%%.

[0208]  {F—UU5E 5 2, A SRR O HTLAG - SHUR s iR 45 &5 3B A i —F A Rk
EC5045 4 AZKLAG-3: (3 4) 0. 2nMuk /b .0 15nMEk B/ . 0. InMEk 5/, 0. 09nMEk 5 /)
0.08nMuk 57D .0.07nMEk FH /D .0, 06nMik 5 /D, 0. 05nMik 52Dk 0 . 04nMik 5 /D o 7F—EE 57
J7 SR AT R I TLAG - 35T B 85 5B 0 AT — & T LA () P IiREC5045 & &k
HKLAG-3:0.4nMuk 5 /D0 3nMuk B /D 0. 2nMuk 57D, 0. InMuk B /D 0. 09nMuk 71>, 0. 08nMzk
FE/D 0. 07nMEREE /D 0. 06nMEk 5/ . 0. 05nMEk 51 /) .0 04nMik 51 /D ik 0. 03nMek 57D .

[0209]  YE—E5i Jy Z b, A ST IR I BTLAG - SR e B i 45 5355 00 AT — 5 7T LA (31
@) 0. InMuk BE/DIECS045 5 A JSLAG- 3o £E— 2856 /7 S FR , AT iR [ TLAG - 3Tk ek bt
BREE A AR —F AT LA (B140) 0. 3nMuk B /D IIECS 045 5 B BEHRLAG - 3 o 714 2 S 17 46
W ARSCHTIR HTLAG - 3Pu iR sk fUit 25 53040 AT — 35 T DA (B2 0. InMuk BE/D I EC5045 &
NZELAG-3JFLA () 0. 3nMik B /DIHECS04, & B MEBLAG- 3.

[0210]  {F—U85E /5 2, A SRR R HTLAG - 3BT Ek Hi i 45 &5 Bl o0 A — 2 Al 3

20



N 117567622 A W OB P 16/62 T

T TZEMHC (MHCTT) 5 LSECt i n 5 A4 LAG - 3[R 45 4 o (FI AN, 7 20pg/mL , AR TR T
HOAFE R IZEEr  ETLAG- BTS2 5 545 TTHILAG-3 SMHCT T P b 25 /035 %
AD40% D45 % ED50%  ED55 % D60 % D65 % D T0% D TE% VD
80% 5 /185%  A5/1>89% /190 % & /D91 % . 5/092% . /93 % . Z /949 5959
%/096% E /D97 % E D98 % A /99 % 5k 100 % o £F— DI e, AR T BRI T
1K IZPILAG- 3Pt IRk Bl 55 85 1 PPRFLAG - 35 MHCT T &5 5 kD K 1785 % o A — NS0 TS
SErb AR T BT FRPTR  1ZHTLAG - 3P TR B U 45 585 1 PR LAG - 3 S5MHCT T 85 5 b
2335% 185 % 7 [A]

[0211]  FF—BE5j 7 S, AKSCHTIR I PTLAG - 3P sk b 45 435 43 11 AT — & 1T RH KT
LAG- 3T I2RMHC (1, 7 Jurkat 40fi_F 2%k 2 AN RLAG-3HM1{ERa il I 3Rk AJSTITZE
MHC) 2 [l 85 & (14140 . 1pg/mL 0. 5ug/mL+ 1pg/mL+5ug/mL 10pg/mL 20pg/mL 30ug/mL
40pg/mLuk50pg/mLIFHEE N .

[0212]  F—Se5ij Jy &, AT I HTLAG - 3T sk i 45 53000 AT — 35 LA 1 55
B TR SRR M AT DL R 3K 54 AZBLAG-3:5.0x 10 sk B/l 4.0x 10 "k 57D .3.0x
10 *ak B/ 2.0x 10 "k HE/D 1.0x 10 *akHE/D.9.0x 10 s8> .8.0x 10 "sk ¥ /D 7.0x
10 sk H /b 6.0x 10 "k HH /D .5.0x 10 "skHE /D 4.0x 10 s8> .3.0x 10 "5k H /D 2. 0x
10 5k B /bak1.0x 10 Y5/,

[0213]  F—Se5iji 7 &, AT I HTLAG - 3T sk Ui 45 53000 AT — 5 LA T 55
BT IR PT DL R R 25 A BB ARLAG-3: 1. 5x 10 B H /D 1.0x 10 "8 H/0.9.0x
10 %5k #/0 . 8.0x 10 sk HH/b . 7.0x10 sk Hi/.6.0x 10 "5k # /b .5.0x 10 * sk /D 4.0x
10 8k /0> .3.0x 10 e HE/b.2.0x 10 *a 5 /Dak1.0x10 Bak 5D,

[0214]  FF—Se5j 7 &, AT I HTLAG - 3HT AR sk Ui 45 &350 AT — 35 LA 1 55
BRI AT AR K 45 5/ NRLAG-3:5.0x 10 "sk B/ 4.5x 10 “sk B/ .4.0x
10 %k 5/ .3.5x 10 PE i /baks. 0x 10 PEiH /D,

[0215]  {F—BB57ji 2, A AR I PTLAG - 3HUAR S B 45 & 350 AT — & A RS L -
2R, (PG M SEBRIEL I PBMC

[0216]  FF—¥E5jiE 7 2, A SCAT IR BHTLAG- 3hiik kil 45 530 T —& vl gD ()
) AEANETRI R GEUT FRIALAG- 39 A BT R) W HO4afo i A/ 8l PT A IILAG - 37K -

[0217]  FF—S65j 5 S, ASCHTR I HTLAG - 3Pk sk il 45 5500 AT — & T 5 4k
PN VR 2 AR A0 K/ sl IR g 2R K

[0218]  fr—LE5jE 7 2, AR T ik 25F 7 -Lag3 . 5, ATk [ HTLAG - 3P TR B Ul 45
B B —F A S5 5 AR AZKRLAG- 31974 »

[0219]  FE—AN5jie 5 2P, it A L WHIBILAG - 3ok Ho b 45 5330 Pl i A T4m i,
A PUIR TS 3 0

[0220] i I AR ) 5 TR A IO BTILAG - SHUAR IR JS U AT DA 55— A0l I 2ok i A ik e
W o AEA GBI —J5 TR i AT Fh AR 5 2K 50 2 i VL B VHIAZ R 43 -, 43 B
H A E M CLEK CHIORZIR 41 o SR T B RS VL ER VHRIAZ IR 23—~ 51 55 2k AN R 2 B
FEERER 150 - B4R WS CLER CHAAZ IR - AR E Mt £ o 1 T DAGE FH4n 1 B ) 9 5 CLEk CHp
AR ERAZTR 731 KR B 91N, e ¥ M T M HTLAG - 3PT iR il LA 22 S Bl TG o M A, 2
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AT TR — AN TGl 3000 b —35 , AN N T eG Fdn ) TG, o PR AN E X P AR
hy (A MRBEE E X T A A AT AR I T R R A A W ek i e 19 75 ik
DA SR8 53 B gt HILAG - 3HTIR I B BEAZER 53 1 M Zm i HILAG - 3HT IR R BE AL TR 77
-, SRAFER R P AR, 2 F N AT AR 5 P R IO IR AR B R PE E X, A i rh
R R E R, JTCE A P A R R () 4TLAG - 3P

(02211 AL WIHTLAG- 35T ] JyTgG TeM TgE TgAuk TeDsy -, {H AL by TeGIR] AL,
B h TeGl 218G 18G,ank 1gG,b 186, 518G, « fE— ST S, 2P I TG, o £ Ji—
NSNS ZE R S BUAR T 86, o £F FEE ST S, 5 S AT IR I LAG - 33 A7 R A R B
TG HUARLE TS (AN, i) LAG- 3T A Ak e iE Va7 sk Bl B sy 1, SR B0 11
.

[0222] NS T 2R, i HTLAG- 3P i) G 5 /D — A Fe X R 2848 . R 2 A
[ [FFcHEAL , Hhix B S8 A SRS RO 38N i DHRE o« 10, AE V2 AL T R e B Dk
THERBN 75 DIRE , 91 A0 AR SRR/ SR EAE TS O N sl e bk - 2588 S Is Ol
o

[0223]  fF— AT S H, ZPILAG- 3HUAR B2 2 /D — Nl /D 3N 7 DR AU F ¢ X sk Fh 1
KA o AT T AL VAR D 35S 75 DI RE A ¢ X S SERR 7 7 A 47 07 7 228 . 233, 23441235 H1
H—sk 23, Hh R B A7 AR IMGT 44 5 5 1ok g5

[0224]  fF— NS0T K, AEOL 23411235 2 — BRI NS SEFR B 3L (91 2) MLeuZe 9847
MAla (L234A/1235A) o iXEEIEAZI /D TG FUIARTIF c X IR N 75 DhaE o AN sl A,
FE 7 B 22811 S LR IR L AT 248 (BI14) yPro o fF—BE ST J7 2 F , A0 B 2331 2 Lk 7%
FLAT 2584 (5140) FyPro, £EA 234 1) 2 BERR IR AL ] 2285847 (f9140) SAVal Ko/ sliAr A 1235
R Z LRI IE FT 2298 (B JyAla . 22 B A EARRIMGT 45 5 1ok g 5

[0225]  fF 205 Jy S rp, Bz bR TG 2, LT 0 5848 S228P, BT 7 228
JiZR , Ho iz s B R A AR IMGT 45 5 TE R G 5 « O ML R AL Al i DA AR Fab i
Lo

[0226]  fF FuOsji /7 S8 vh , AR BB BT 25 58800 MR I S B R ff o019
H54y , Hal T Bk sk T 5 — Pk 2 A S A BTk A SR S S T Ak
2 TR RE B oy - S A i Tk S hi A R 5 ) (streptavidin) oL XIFRHE Y
BRI scFv4r+ (Kipriyanovi: A ,Human Antibodies and Hybridomas6:93-101 (1995))
DA R A T D R 2 AR A RN Cot 58 21 S AR R il — o A 2K W scFv
- (KipriyanovZ: A ,Mol.Immunol.31:1047-1058 (1994)) . FEfth 5245, Hrb sk B Huikn
— ik 2N CORLATEMY sl AR 5 AT N9~ LR SO e e I 25 5 E bRt (R S B R
2 AT Y, AR CORIT NAE MR I Z IR B o, Honl M 4 52 U — 2 Ik
s AT DA T AT N

[0227]  £F 55— )7 b, Al G R S DUk s B Kb 2=, RS 5 50— 2 IERN
AR IIHTLAG - 3P I 4Bk EB 07 o A8 HE L ST 7 S, A HILAG - 3HTAA v] AR ek 4%
T2 AT FEEE I 77 S, PILAG - SHUA VHIEE R 22 55— 21K, IMPTLAG - 3P VLIEE
R B I 2 IS S — 2 MARE LA VHAIVLI B AR B/ E I B R &5 5
DL o BRIk S 7 b, 1l 42 /0 HEVHISRIVL IS DA VHA VLIS RE 5 8 LU AH 7
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AN, FREETA) o SRJEPREVH- 32k - VIS = EIARZ IR A, AT = AR A (ki
ZA) BAEEGUAR ER IR S PR e RS R — 2 JIKBE LA A s 2 M bk sk A
PR U, A Y.

[0228]  fy [ P A ARSI (scFv) | K4mASVHATVLIIDNA Fy BAg A/ E R 12 2 bt S P 4=k
(N, 2R S SRR 41 (Gly4-Ser) 3(SEQ 1D NO:74) [f) 53— Fr Bt , 45 VHAIVLF 41 i DA
BN R B S g5 S I VLA VHI 12 220 PR R 28 A B 2 W (B 4) Bird 55 A,
Science242:423-426 (1988) ;HustonZ A\ ,Proc.Natl.Acad.Sci.USA 85:5879-5883
(1988) ; VL MMcCaffertyZE: A ,Nature348:552-554(1990) . FEEEHTAT] A I G AE
BA—[RVHAIVL) 5 AR Gl PR /SVHAIVL) 5 sk 24 Gl Rt /S VHATIVL) o 4314, A]
PR RS AN ZRLAG- 3F1 S — 00 BRI sl 2 M B

[0229] At ST /7 <, ATl TS HTLAG- 3HUAR IR 45 12K il &6 ot i bk . 191
an, AR PR A R BUR B IFRIE 7 - AW B AR i 28 “cbifk (kappa body) ” (T115F A,
Protein Eng.10:949-57 (1997)) - “fifk (minibody) ” (Martin®F A ,EMBO J.13:5303-9
(1994)) . “WHK (diabody)” (HolligerZE A\ ,Proc.Natl.Acad.Sci.USA90:6444-6448
(1993)) 5k “Janusins” (Traunecker®: A ,EMBO J.10:3655-3659 (1991) fITrauneckerZE A ,
Int.J.Cancer (Suppl.)7:51-52(1992))

[0230]  FIEACL WIHILAG - SPUIREFT I S5 B o AT AR sl e 2 53—+ (B, 3 — Ik
SR ERD «— M1 5, AELAG - 385 5 A AT AR bRt AR 520 2 5 2R AT AR P
s HABY Rl , AR BRI HTLAG - 3HUA S HUR 45 55597 B AF & AUk [ A 2R HTLAG-3
JUARIR SEBEMB R X B0, A W PR sl e B o vl Dhag a4 (i o A1
ARG AR RS S e AT ) Bk 2N HAMh s 7520k (molecular entity)
AT AN SHURSH AT 5 D —a o GRS F 8 A2 O DX R AH s
25) G55 PR (an, AUREPESUARBIONSTAR) I = 2575 M/ 58 1 BTk
[0231] BT AP TR SRS 5 2 ek 72 A: (DUARIF R sl AN [ 28 g4k
(B an) Sk 7= A= BURF SRR o 3 I A I A0 176 5 B0 BRI B A I DA A5 128 TR) P 25
(spacer) 73 T IANA] SON PR B P (02, TR) - 55 SR BT e Y e - N - SR SR R AR e i) 1k
[FDOBUE RS (40 3% A Te 0 Sl Bk o7 IR TR) o b 283K 7T H (B 4) Pierce Chemical
Company (Rockford, I1) 5k15.

[0232] AL anZR £ (PEG)  HHEL sk £ 3L sl K S 3k S 7 BE P Sk AT A A
PULAG- 3T o X BEIL YT A T A DU AR R v, 00, 8 I s 204

[0233] b AR AR AL BT « Qe bR T, RKE “bron#) (Label) ” sk “bran i)/
Frori (labeled) ” $554 55— T I ANPUAR o fE—A300i05 S, 1% bron TR pRiE
(marker) , (AN FHENJBUR PER R I R SR ol B 452 25 nT i Fric (15 & 22 A IR A= 22350
SIRZ K (BN, & A Al e sk bb )7 A I I 1 sl 2 e s S P E Y
F1) o AE I3 NI )T S bR sl b v TR TR, Bl B S E S R AR
JURIORR 25 1 1) &5 B 5 T /2 AR AU Fh 2 R0 B2 AT I o T 2 Kb 1) S5 B0 45
(EANFRT) LU N 35 O PR R 22 sl RO A% 22 (B30 14C 15N, 358,90Y,99Tc \1111n,
1251.1311) 2 HR R (BIAIFITC P R AR TC R B BgFR < (Bt st
Yl B FUBHE TR  HO'C R I E R 5 2O thmic A 25U IR Ak 51

23



N 117567622 A W OB P 19/62 T

(reporter) FHRIITIE Z KRN (BIAT 2 FR DI EEN P4 R G008 BB asie
S RAIARZS) AV GEAELE S ) N A IR R E R VR 4HiA st 2B 1
FFEE 2D A OWE ROK T 2228855 2 RFEIA T (etoposide) B JEIAT (tenoposide) K-
Tl (vineristine) KA FOKAMR 250 5 (doxorubicin) IHIERF R ALK
JH B 2 fifil (dihydroxy anthracin dione) KFER [ (mitoxantrone) « A &
(mithramycin) JRZEIR 2D 1 - B0 S2 0 B R P 32 25 5 5 R A (procaine) PUR A
(tetracaine) \F|Z KA (lidocaine) \F5Z57% /K (propranolol) A 45 25 K H UMk
[ ) o AE— 256 J7 R, 1l & MR FE T TR 145 (spacer arm) SR EFRICLURD
TR S A R -

[0234]  fF Fuestj 7 &b, AR BB P IE S (B IR B B0 sDAAy IE
Ll D1 FR IO LA o A — 285 5 S8 b i B U Sl e 2 S DUE B 25 1 T
IEh.

[0235] R “BR 25 Bt RS — i 2 M ik A — 8 2 il 2 B 5,
Forz iy 2 1A B B 251 AT 2 R O U AT LR AR -

[0236]  Wpm kg &ay

[0237]  fE 5 — 5, A LR AR A 25 5oy -, B ARSI R I PTLAG - 3ht AT
SEEFERE (B, B PR S5 LR S —HLAG - 35Tk (Blan, ATk iy b —4t
LAG-357044) sl A AN A 18 1 5T G A ) — e ek 25 i 1 T R E i sl B s A v
W FE SR IR 55— 4l R 10 53 ) TP 5 SR ek 12 OURs R 8 500 e A
U R, BASC EAt N SR TSR SRS e 1 4 oy - I S

[0238] ALy 1z A

[0239] K& IATREE AL A SC R iR BB TLAG - 3SHuAk sl H P 45 438 0 Az R 4y 1l
A o AE—E S 7 S, AN FAZIR 73— S Pt LAG - SHTAAR L Ut 45 5550 [ EE S AT i
IR T A AT HA ST 7 2, ARIF AR 47 -4 HTLAG - 3PTi ek HAt i 45 555 i EE
BERR G LR T ) o

[0240] [ S AU, 75 WAZHER A0 5 AL & B AN - (AL, 5 TR A R E 741
(AR T 5 PRAAR Ry 0 2 N S O F AN T4 AT S RS “SRATIR” IR RN E
DIOM I IZH IR S TE A, RAZ IR kI e IR B AT — Pz IR B TE 5
ZARERLE B ATEEE 2

[0241] AL WITR R G AT iR () — sk 2 M HIR T 41 (Bl , 126 F SEQ 1D NO: 1.2,
5:6.9.10.13.14.17.18.21.22.25F126 41 & A AL H R A1 sk 5 SEQ D NO: 3.4
7.8.11.12.15.16.19.20.23.24 2TFN282H B AN 2 EERR Fr A A H R Fr 1)) 27070 %
75% +80% +85% 90 % 95 % 97 % 98 % 599 % — B L H R 41 AR P A1 S S R
BB Ee 2 —SME” 15 24 DU R 5 A FE I B 45 7 21 Fh AR R e 2 o e 1) —BetE Ll
B BRI DU 2D Q9N TR I B 5 ) 2= /D 28 MZHTR B 2 /D 20240 F,
TR, MU Ry 2 /D 2928 ML HTR , B MU, 2 /D 2932 MZHTR , HALE 5 /D £)36.48
2 MZHTR « A VF 2 AU R RIS RS AT A R e A1 — S o A
40, 1 FHHFASTA .GapikBestfit (FL yWisconsin PackagelixAx10.0,Genetics Computer
Group (GCG) ,Madison,WisconsinH [FE ) K EEER A% 1R 7 51 « FASTA (HLAu4E (45114)
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FASTA2MIFASTA3RRE ) Tttt 1 i rIAAS 25 1 7 41 2 TRl (R HE X O L DA 0 EE 81
— 5 (&0, BlinPearson,Methods Enzymol.183:63-98 (1990) ;Pearson,Methods
Mol.Biol.132:185-219(2000) ;Pearson,Methods Enzymol.266:227-258(1996) ; VL &
Pearson,J.Mol.Biol.276:71-84 (1998) ; A5 5 s\IF NASCH) SBRAE MR, 75 4l
FREERE 7 sk Bk BN S Z A3, AT LR T A BRIAS 2L (72 kN 6 H 10 20 AR
(scoring matrix) [ANOPAMPX-1-) [FJFASTAR 2 i AT WIEGCChR A6 . 1 (LAZ A T5 RIFAA
30 AR ERIAS BN Gap R I E LR 741 2 TR 1 43 bb e A1) — Stk

[0242] FF— 5, Ak BHEREAZER 45, HAU &8 HHHISEQ ID NO:1.2.5.6.9.10.13.
14.17.18.21.22. 251261 B [ ZH AL TR I3 4] o 71 F-B8 5050 )5 S b ARy & LA B
MR H L 741 : SEQ ID NO:1£12.SEQ ID NO:516.SEQ ID NO:9#110.SEQ ID NO: 137114,
SEQ ID NO:17#118.SEQ ID NO:21H1225kSEQ ID NO:25F1126.

[0243]  fF FaRSUE T K2 E—F ARy 1 A B

[0244]  fr 55— 5, AL TR A G T 2Rk AR R sl L H U 45 580 1 B
2 — AR AT RS B A” , BAREE a8 5 BRI U — IR IR 4 - o AE—
YOSt 75 2 A Z A UK, B AT 1R E A DNA - BRI DNARO ERIR B F B o fF — BB 52 it
S ZE AR R AR, L FREINIODNA B ] 4 B B R R A R o A — 28 5 T 5K
ZAEARBREAT F AT NI 1E Sl rh B AT = (a0, B 4 bR I A R AR
UM FLEI ) A A STE T 5 rh, 2 (B A BB i 2 2L el 240 Rl /e 5 N1 £ 40
e 3 2 A n SR A A, AT S0 R R A — i &2 ) AN, R PR R S )
FORTERAE R B2 1) B R ) 008 A2 R A A S RO “HE 21 3k 3™ (B iR “Fe ik 2l
1K)

[0245] AL BHERMAU EAZIR 53 1 IO UK  1ZAZFR 77 1 G i A B PTLAG - 35tk sl bt
PR EEGH EBE A B HTLAG - 3HUAR B PT84 5 350 2 B o A A BH I PTLAG - 371
PR U S G300 1 TR R P 2 AR IR — PR I S a8 1 VBT
PR BN IR AR oy - IR 3k

[0246]  Fh A K B HTLAG - 3P TR Bk P 555 o3 1 B Bk M/ sk R BE AL IR 53 1 T AN
AT A2 ARG B 3 TR SRR I o AR 2S5 26 2AZIR 57 MRIEHTLAG - 3P ARTH)
BANM 43 125, FNER A ZSLAG- 34t o AL s Fh 43125, sl MBI R A= (1 7k AR A1 41
MR 23 25 o 3 B S TR AZIRR 1) T 10 AN TS PIT AT o mRNA R 293 B9 T A /e 2R
R U N (PCR) B HTIARSEAI R cDNA FE R e DNA o £+ HEEE ST J7 56 i, AR BHIAZIR 73
AL B, 1AES 3 B -

[0247]  fE—B6500E 75 S, AL IR 43 1 AT A S ga i ok FUAC & BHIFBTLAG - 3PuiA ik
PUREE G0 BVHIS A% ER 7 A1), HAHE (in-frame) £:5 2 4mbd ok F AR RIR I B EEE
TE X AR 7 A o [FIAE Y, AL BRIAZER - AT 5 g ok FLAS A B I PTLAG - 3hu ik ek i
BRES G E o TIVLIBIAZ B R 771, HAE N B2 R gt ok F AT RIR S 5 1E E X AZH TR
Fr4.

[0248]  AF AR LRI A— 5 A, Zmbd Bt (VH) A /B4 (VL) i m ARt Az e 2y 1 1) DA
B “BAL” R R PURTE AE— A7, il 4N 2 53 A gt B 51 E X (CH) Bk
E2EEEE X (CL) R 8k i B i VHER VLIS A R 45 - 640 K BRI, (VHF
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B e e S AR N O CHIX B, M/ s VLIX Bt e 1 25 3 Ak PN O CLIX B o £ S —
ST S i IR RIE 9y - A ARk E R (B, 255 (ligating) ) 4afhVH A /5 VL
IIIAEIR 77 1 2 YmSCHER CLIX 3 IAZTIR 43 1, K g VHER VLIS AZIR 161 2 Kbk
BN AR, PR g i N/ AR R AR - M 2 AR DA K 2200 Bt
LAG-3pufhrhiakik.

[0249] A% 47 AT DA T H 4 3RR KR I PTLAG - 3R « QAR A1 43 18 T LA
TP AR S HUAR OBURE SRR BB  RERE T 28 BT SR AT A=
[0250]  fF b — AL 7 S, AR B RAZIR o7 I ERE S B LA Sk PCR 5 10 6
BN, ZAZIR W] FIWE S W 5 i Fh RSB E A PCRS 19 DAY B R 1T CREAILE) 20 2 gmt b
LAG - 3504y AT A (1 HAAZ IR 43— FODNADX 3 o 42— 2B 5 JiE /7 2 2R oy 12 A H
PR o AT — 2850017 S, 12 AR R ) BRI BEAAS BE ) i  A] ARId o A 1 — 28 5 )7
K 2T RS A ST IR AR B HTLAG - 3SR ek Hi i 45 5553 ) — 5k 21~ CDRIY
BRI

[0251]  /E 55— A3 T R A ZASTR 71 RN AR AT ] T+ i)i8 S8R IR HTLAG - 3BT . i Pk
AR N/ ol B P A HR 5847, AN, B2 IR I &5 G e o ol , W #E— 5k 221~CDR
HH e R AZ LU INEIR D HTLAG - SHUARIIK ) NS Dk BRSO IZ TR A &4 e
TE S — )T, — N R L BRI F T, ORI S R PR B T AR
RIRIR e DT AR AT AR B AL o AR E Xk A] A ) CDREIAE ZRIX b A T98AR o AR5k
(S TS S, 7 AT AR A TR AR A — BT T P, — Bk A R R AR AR AL Lk
1T, CFIFT R S BRI AR T A B B TR sl L B 45 A58 0 19 AT AR 1 CDR B AE AL IX
HR R A B

[0252] 55— )7 S8 HEZRIX & SR I, 4 7 A RO ZRIXHA S 7 ) 4 25
SR 7 4 o 53 ATAEAE AR X al 1E 7 DX B A T DA INHTLAG - 35T I -3 14 - 2 DL 451
4, PCTATFSCAEWO 00/09560 ot HT AT AR JDX et i X Hh i R AR DA H AR i) S B
VeSS S 5y — N s RN S S 1A SRR AW, Bk nT LA AR EE X
A T ARIRAT— Z 1 CORBAE L IX F R 584E

[0253]  fp—2usi )y Serh, il DL 5 SR A B PTLAG - 3Ptk sk H U &5 57
B QLR 1 75 AR ) GRbis oy sk e K A E A I DNASER N 2 SRR 3, (114 2%
IR E I3 22 AL FR A I P A, 1 A0 S Fas i i 41 o Pk B i B IoTkr [ 2
ST R I, AR B (AAY) EP 5 GE A RIRAE M 55 N EEAE i 5) WAk
YACEBVATA=IMIB DA S S5 o AL HUAR A A2 1 2 Bk, (A 28 A R e R AR o s
Fr AR B T Z bR R e A1 P SRR R T D RE « ek AR ANk P il A1 A 2
Ve PRV S A PO Rk 18 EAHIARS « U S b 7 A AT AR E A 4 41 PTG
EAFI AR, I AT DA AT R E R B AR IR sl AN Rl Zeak Fx il 40 (ilan, S5 3 1) o/ —
AT S, R AL e A e N AR IR B A P 8 e = AR R R ek s il 7
A aan, SRR EE1) |, LA BARR R Ak s dil 7 210 (a0, 5 8h-+) sk = AR 2k
A0 (B0, JEBh 1) o AT ARIE TS 7 (B0, AEDUARSE R BoA ik b5 B AMA R
H1v7  (complementary restriction site) , 8 O M &, WaE S Fimfe e (blunt
end ligation)) ,KHuikgmd 7 b N = Rk ik,
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[0254]  J& E AR A SR DHRENE S B N\ RCHECL S e IR EE F P 2103, AT 81 i
& Y PR AIPEN i, S PR A SN BCRB AT AT VHEVLFE 81, 4 T o £ 1238 A P i
HCRILCAYFE A AT 5 A N5 A1, RS i A AR OGO mRNASR P AL S I S A e A2 ot
PR N SN BT AT e Ak i 1 (splice acceptor site) , EAITHRERNA
DIRRR R AN « N FE AU L PTAEDUARBE A P) A DR DO, B S 2 A N
SN, AR AT AE DORIERE DX T o 20 RAZ PR AR SR 28 F PR A T DX I il R R
et i il AR B AR ] g 5 S, FLLEER B A AR DUASER o I 7T
STREPUARERE A A D A5 S IHE N e b 2 G e R A R 2 B A o 15 S IR PT LA
e B EREE A A S IR IR S IR (B, 2k ARG AR E A IR ST -

[0255] B J JUAAGEREIN 2 Sh, AR B B2 Ak Bkt T A s il 1 - A rh A
LRI RIK AT A1 o ARGUREARN 5125 AR, RIK AR (AT A
PTG PR 2R i A AR g SR A A 56 I i 2 1 BT AR /K35 FH TR AL
shWiE AR AR A P S i S 3 5 | S FLEh A b s Ko O 2 B Bk O 2
AP i A AR BE BT B/ g1« ORI AL TR LR 5 (OMV) (i ArCMV S
B/ HE5E ) e RE40 (SVA0) G ANSVAO S B/ Y51 IR o G AT o 3= 2 )
JABD - (AMLP)) 25988005 2 LA M AR SR G e ke A AILED £ 3D i s FL B )5 21
Jo R R AR T AL S L ANt —2P R, FI 2 WATANSEE % A1)5, 168, 0624, 510,245
14,968,615 o AEAH) XU 5 125 (A0SR 3§ Aa iR ik LA IO AR) SR
AU E IR 2 W (AR SEFEE A6, 517 , 529 o 41 AR A AR B EL TR AR (B anisk B4R D)
IR IR TE B ARG PRI o

[0256] [ 1 UM SESRE RN F 51 2 Sh , AR B e A Ak A At Ty A AU M 471
AR 2 A0 R B AR R B2 R R 8 (A, A2 AR 0 AN BRI R IR s
FRICIEEDAT By e B O S NI A5 400 (L BIan, SEE 4 A4, 399, 216..4, 634, 665
F15,179,017) o4, SLAUH , e ERRICAOFE IR T 2 5 N AR 1 T4t 25 (B4n
G418 15 Zml FRUINe) P o 4N , e BEbRic JE DA A0 % — S RRIA )5l (DHFR) FEPK) (FH
T S B/ I 18R dh -7 2 41) sneodE N (I T-G418E BF) LA K 43 2R 5 hi i 1y
.

[0257] ISR RS “FRak 1 il e 217 B T 5 A A (0 4 P 51 1 ik FNACEL Y
AERE 2 S IR S e e s IR Ry E i e S S /N ST S e~ e b S IR
UNSTR RN IR IR R A5 5 A U RNASE IR 55 5 et 41 ISTmRNAFR) P 41 384 0 283 1Y
F 81 (B, Kozak A7 F A1) 5 805 a5 1 o e PRI P A1 s DL K CU AN S8 DN0EE . J51 53 11
Fr 9o 2l e S HOVE S s AR i AW B 22 55 AE U A 123 i e A1) — A B 3
JEBD - AEHHRES  O URI SR A P A s AL A AR, — R =, 32 i S A SE e
SR SR E P Ao AT “P i e A7 S AR A G D) A RSB A B U AL T A 2
o7, HAB PSRN ML, AR SRR & HEAE RS -

[0258]  fig M M BT R UL S HE s 75

(02591 AR IR HA T I A 0T A AR MRS S D LA M e RIS 2 157 0
(05 o AR B A 5 T PR — A S0 5 58 0T P AR ARSI s SRR 5 7, B 5 e e
B RIZHUAR I AL AN, A Ak PRI S MR A g 1g 3400, LA T B
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FIT P AR BT o 1) A1 12 A0 1 R A b ek B AR T A PR OR “EE A U™ AL
TR Bz E AR A S B = AR P

[0260]  Rif “Hrdlfg 4™ (EmipR “fa E4uie”) , AR Y, B HsC oI NE 413k
BRI GHNL AR WIER L TR0 () R A& W) 2R 1) 45 2 40 o A TR B L 0 2
(BIan) LA F A A0 « ga b A B HTLAG - 3PuiR ek b 45 555 0 i i sk ek Hop it
SR MR 8]~ G A& IR HTLAG - 3HTMAR s H it 45 53000 i e b el L ot 45
BB WAL HBR T A sl P 25 o B R, “HE 40 75 = 4H)™ A0 “fig T 4™ AR FERFE I S2 R
i, IR AN e TR e AR AT AR IR S8R sl A 2 M 1 & 2B R e84 , it A
FERFRSR AT REAN S 5 5 ARG AR IR, (L5 3G AEA SR IR S “fi = 40 e
Mo

[0261]  4RASHTLAG - SHTIRIIAZIR 47 LA S A0 2 X B AR 43 - A AT T 1 (PR 7L 3
Y AELW) 290 R i P R B i A AL A 564 (transformation) LGB AT AT K 2%
FR S I N A AU AT LRI T R T R IR 2 A R 5 | AT FL s anie iy 2
AU, H AR SR T S AR A IEIRES I UIE SR B T R FE Y A AR 5
HLZF AL, AR B OR H 2 A2 R I (0 4 L DA M B4 o A S DNA S 40 « e A, v DAl i 5
BAAKAZIR Y S I N FL g b o gl A i 5 S AU R AT AR - 20 (1)
U FEE L H4,399,216.4,912,040.4, 740,46 114,959 , 455 AL WAL 10 T3 752 A4
S TN, R (140 ST IR SRR AL A ST B LR O L AR AR R
BEA o 20 R R4 3 (X PR 5 2 AR AU B 2R

[0262]  WIEN R TE LM FLSh P an i 5o AU b AT sl AT, HAFEvF 2 il MR
SRR R RO (ATCC) RIS AR 4TI &R o iIX BB A 4. L HUE) WG L OP 8E (CHO)
2 0 JNSOZHNIE . SP24H it JHEK - 293 T4H it . 293 H FA R, (freestyle) 4ifid (Invitrogen) NIH-
3T34M N HeLadfllfd 4G FUE (BHK) 4 AE N0 1 4R 4hfits (COS) A4t it fes 41
(5140, Hep G2) AB494HJIULA K VT 2 Hth 4 A& o R e U LE A A A il A e MR EE At i 41
HA RO R B  HAh AT T 4u i 502 B R4t &, I anS £9sk S 21 i . 2
TSP PRI 21 SRk R A SN I FL sh e S 4uii , il ki & 9248 F- 40— BNt [A]
Ferm Az, BTNy TR]E A H T A A5 T 4 rh 2k , sl SR, (o pAsy I 2 4 2 41
KR REFR L Al PR AE SR 11 B2l 5 ik v s 7 3 vp [RIUSC LR « ALY 1 2 4 (o4 (131
am JAEE (Nicotiana) U S (Arabidopsis) FHF FK/INE L L5 AR 18 4
FERIGFF R (E.coli) MIEERSER (Streptomyces) EYIFN . b1 = 40 M0 F0 15 S0 408 Bk
(Schizosaccharomyces pombe) ,ARJFE#T) (Saccharomyces cerevisiae) A Hi b/ g
(Pichia pastoris) .

[0263]  fbah, (i HVF 2 CAHEOR AT g5 Sk AR =4 AR A I BTk sl Tt 45 5
SRR  BIAN, A BE A BEE TR IR R e (GS R Ge) Se A L8451 NI s SRk (1 1]
TGS R ATk B4 A HIAFEPZ R0 216 846.0 256 055.0 323 99710 338 8411
HAT T e

[02641  Hy AN 20 ity A sl i Bk DR B P ek RO B T BB 4 1t LA AN TR RO R AR K T
TCIC PRI LIRS, WS S 2, LIS S S A g A B e 81 , A A2
PERIAZIR 71 Fir g iR sk S AR B S SR T A Ui, B A I —3847 .
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[0265] PR Z52H 51

[0266] AL Sy — T B 2540 5, o TR TR PR oy A E g ME— TG PR Rk 47 AR
RIRIHTLAG - 3HUAR S BT S5 S350 R S o ik b UAR A 1 2= 25 S ]
BT ASC TR I ILAG - 3HUAR B H BT 85535500 R e MR S5 oy T ol R &5« 4
— BB T Z R A S E TR T TG, TP M/ 5 IR T LAG - SAHOCIHRE A/ sk e o
GRS A L LAG - 3AFHICER AT AR AE 5 T ok YRl LAG - 33 1 1 5 e i % L Jee 110
R B IR o A — 2S00 T S A SRR TS e R G A LS00 )T
D SR oG, TR M/ sl T IR EE anbA N AR e < B2 BRI g B
OIS T AR B IR Z S AR G AN B IDE L B B AT o A e
5 2R AT S A4 PO  ilies B SR 20 A R S T T R E SR R e T B h
R AR 5T PRR Bk A5 W B e o AF RS S 5 S AR B ER 25 S S s s s 1677
BREIA -

[0267] i & , AL PUA DU S S HDRRs Rk S5 S i 5 — sk A (B
Qi N TR ) B 25 1 AT E I SR B 7R o

[0268] AL WIMER 25 H SR 08— B AR BRI HTLAG - 3HTiA 45 53 47 sloSURr 57
PSS oy 1, 10— N PTLAG - 3T G5 B o0 aloBURs R VRS 5 00 £ AE— N ST T 5
W ZE S S AR WIHTLAG - 3P L 25 557

[0269] 5 54— S S B 5L ST B D — A LAG- SHU KBRS &
5 (FIAn—PILAG- 3Pkl E557) PASAR A — sk 2 MAHIC I AN £ 1 52 4k (Bl an—ok %
MEEASCIISZAR) 11—k 2 HA Tk

[0270] AR FHIOARSE “BIEA” I THiAER T A% R S PLASMOAET A7 o RTE
LR, AEAR AR B F R BT A e (ATt 1 K TR DR I3 A BE ARG PRI Dt A
SR VR BT R 2R o QAT IR, “Br 25 B AT s IR G s AR PR E AR AT A
SBT3 BT BT B BT R AT IR SIS NI SO IR 7 S5 56 o D= 2 b AT
(I R — B8 S A 7K SRk, SR SR 2% i b /K A e Hh CRE S ML S AE T 2
TEOLT  HE P QS 52 ) (B 2 ooB 5B, 1| A sl e e ik . =
245 1 AT SZ W o A At S A5 D e ) e /D s R A B I, v A v 1) sl LA B ) )
S, B R TR I A e S

[0271]1 AW B 2520 S WA HC A 25 7 AT ARG SR RIS 1 - S 5
FEAR 2 5L WF (B4n) Remington’ s Pharmaceutical Sciences, 2519k (Mack
Publishing Company,1995) .5 2520 G W15 5 AEGMP (R UFVENVINTE) 41 T il

[0272] AL WA BR 2520 S DD B — RN S R s B o SR e B — B ) R e i) 25 L B 6
S QAT I, “BRA R S 00 TOUE s PRk o0 IO B 25 4 S I B Bl R - — 1T
5, T PR A T i ST R A AR TS R A o0 TR 77 el R R R S (R o0 i, 900, %)
"W o2z —=02—.

[0273]  AR&GUS T H 32 WATAT it IR 2 1 sl oA 9 5 k2t T AR W oA ot 5
BHEBIT o

[0274] ARG WA 2540 5 R b T 5 8N o anAST I, B= 25 4 50 “H
[N T 8 DA AR R 20 2R R T BB 3 1 AT A1 AR R R T B= 2540 S P 0 s
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AEAEATE &, R — e S EE B = i A LR ek N Es=s B - B 4N ]
R A s (EANBR ) a8 DA B 5 ke R 254159 - Bk i Sk e AL &9 il TR )
FiE T S 25 2 AW AT R TR A S 555 SRS, B AN B A
BFE (EAPRT) B2, RPN, LA, B N BRIk N, ShIk Y, BN 2 N RIE Y, i
PN JHRE PRI R PR 2 S sl i 5 AR B i AT R B o DX e U A 7 b o R
TER )T S AR IK N AR N i fz

[0275] i FT- B WA sNiE FH I b= 25 20 S i B il R R i 0 5 S5 = 2 1 TRz 2 (i
W R K Bk JC 5512 3K 20 A I3 1 03 o & G R 770 FT DA T e e (bolus
administration) sESE HIVIE AU &S Cuenl HH S o RIS O BC ) T DABA 0L
A R B 2SR S A B R A 2 A R A ww o T B s it i 5 &
T (EANPRT) BT T e sl 7 PR IR0 R L) I S 58 o i B i ) AT ot — 2P
— K P E AR Y, AR (BAIRT) B9% FRE 5o 8O « 75 B 14N ite FH I B — A 52
i )5 S TS PR O AT (RIORY AR aciivkn) JECER B, DA s 51 (94n, Je eI R oA
K BATER, 25 B INE HEEAEY . B /N I dE v S A I (lans
ARSI 7] (DEEpH . 3229) FIZKIAIR , (N TS R Y, AT DL B 5 22l i
TR AE/KIA TR 5 A i R (a0, TR eI 7K) g5 &6 T EE 2. R m
B W8Nt P 2 B4 1A TR A TG TR ZKIRTR R A T, 0 A0 P R KA TR A e R K
T o A T, LA 2 2 T B o A R B W4 Nt P R B A7) 04 0 2 S T T =k
L NE BORL A7 R AR 3 P A o3 R B AR5 o FH T 8 TV /Nt P R0 I o1 700 P 22 it DA S B M/ ek
) O b = A B KRR R USIAY 25 G S5 =) @ Qatr 9 G datiilb =/ @8 WIRIP 59 Gl A w s
I (programed release) o

[0276]  filan, fE— 5T, Al FHTLAG - 3P HPUi 45535500 R e M 45 5 0 F ik
PO S YA AR SN A 70, AR PR 5 22, DAL I 028 ) — sl 2 By AR &, B
Jir kI8 K PR R A B O I AT S P TR  —M a REE E SN S A ER
ISR F VAL T2 2 e i B At pl o3 1R JC B BRI b R i 25 23 BGT o £8 T 8 S IR FT
FF IR TR AR IGO0 N, DL il & 07 2 52 TS U T, W E e AT e a
B IR A P ARG PR B oY SAT A EA T RR I B 23 2 K3 2R o 1t (9140 45 P dn IR gk s
AR 4 BT O 1 AR T 5 (PR B 2l ol 2 T MR 7, PAAERR TR 18 24 1
sl o A AE 2 S s IR RS 7] (9140, S IRRR SR ABH IR M/l ot fifi 1]
BB IBU EAR (BN, ZEREUAQ) |, SRAEA AT S A SR o

(02771 AL WA ATt AT LA 22 5o P e ) sl el W N 1) 5 Rt DA A T2 = (.
IEAE TR S Pk E IR G A oy R, A0 5 i = 25 1 AT RSz IRE AT ), TR
W N FiE ], TR N RE oK B I 2 a2 BElies (spray) (5 {bas (atomizer) (fLdefii
LR S 17 DA A A5 [ oAk as) IS S milise sk 20 %5 (nebuliser) (el AH
METEIHETD |, S AR .

[0278]  JNFEZ57%, 7%, Whlhas , S Aas sl s as — M 2 A A I BT IAR I IR T al B T7
B (14 1 T3 P A o3 1) 0 S B sl e ROV VR ia R R HE 5

(02791 AE AT Ry AR a7 IR il 791 56 FH 2 1T, — M2 il 20 b mob A 2 1 FH T DA N
5 A ST (LI /N T-BAR0K) o 12X AT 3l i AT A 1538 AR B 5 1 DR R B, i An S e o B 1T

30



N 117567622 A W OB P 26,62 Tl

VEE IR AR ST T AR TR R I AL (A AL B v s 24 A el 35 Tk

[0280]  AJZRCHIETS H TR SR BN SRR 4% 253 (blister) AT (cartridge) &
AR A EE ik AL B BUS IR AR R IE S -

[0281] i T~ LA Ak 20 1 VA P2 2E 9l 55 19 5 6 v il P 7 v i I o1 77, AT Ak 2Bl
(actuation) & A A EIA TR, HEEI AR PG M 1L 2] 100pL Az
[0282]  JHJJ-HR N/ &= A Tt FHFD R A0 590 P 2 e sl Sy B M/ s SO R IR o AR JSC e 1) 511
B HE SRR RSB D ORI 328 DR IS S DR ISR AL TR B8

[0283] 71T Hy RN #R A FNIE DL T, DA 8 28 R I 1) 5 140 ] S ff 2 71
TG o AR A A A W IR 5 e S 2R gl IR ¥ A Tt P A A BH R e 4k 1 28 S 5 T i 110 591 ik, g 55
(puff)” o A H 77 R DL B — 57 i it ol B i A3 H 43 Bl 7 it T o

[0284] A& BHIIHUAIE TS 73t AT R I DA T IR A2 o 1T Rt Pl Reis S A
WA (A St N B Wil e/ sl S M T sl N, FE I B S E T ZE NI -
[0285] 1 FH-J~ Uit FHIC ) 751 0 S [ 4 - EHARFIRUAR R G, W B 7 s & 2 ik ak
ZRARSTRT TR B R B R el i i 4 5 B EE (Lozenge) (CLUFEEEFRIR) sHIEYD 5 BEIRE ; PRadi 4y
BRGRIZR  SHEE; BRI (ovule) s GG 5 DA RS IR/ RGNS o

[0286]  JRUAAPC il 1) E0 475 Ak VR TR S B ARt 1) o 122 7610 791 P A SR R ko Rl s 2 (48 4
PR A R ko P R FH R 244 22 1 ) w3 e 71 EL LR |l 0 25 28 (94, oK OBV
B PN RS AR AE ZZ Sl i) DA S — k2 LA ) S/ A 7 791 o PR A1 7511t P 1
[ (a0 AN 1 E R A 25 o

[0287]  ACLHARIPUARFNAL G I6TY i

[0288]  fr—J IR , AL HHIFHTLAG - 3HT AP I 45 58553 «DILAG - 341 AW BB 5+
YRGS TR S A T AR R G o AE— L850 7 e, R s il
HIT o gD, N RHES AR AT DA o B ek 5 B iR 7 A e sl R 280 A7 A A B 4t
LAG- 3fuAcke o R 1 B o8 R G HURais ME  LAG - 35T 5 e B 4 F LAG - 3[¥0iE 1k
U s T .

[0289] /R RBESHE Ty b 2 PR U S Sy A S e R R S S T
FEREIRST , IR FE Q0LA N AR e : B BRIl 1 &5 01 BR 5 LI T A PR VB VR E 2R
ARG KA JH B FLS ~ B B AT, PASARRALAG - 375 P4 1 Mo/ el o JR 58
Rk FRIRLAG- 3fC A (540, MHCT T \LSECt inul A7) [IATAR s e sl FC A 4R o

[0290]  fE—sEsji 7 S, il AR IR BTLAG - 3P « bl 45 53500 SR S 45 5 00
+ K/ S HURA S Y PT IR B RE T B (914 B e 2 (91 an, eI sk A R M TR 60 3R
A/ INgH A  SRANEUETR 20 e B Am i dis T S EQ IR EE R (Hodgkin' s 1ymphoma)
(RIS B IR EE IR AP 2 e JBT B AN IRg AP 2 e JB R « TR A M e /N e« T 400 e s
55 b « AR R e i s e e T G e A B e 2 R MR B
T8 PR ~ S MR B I 1 I A PR B I 1 I B BE AL e S S SR IS RS
TR LS 2P PR L BRI 1 I /PR EE A PR bR L g O S L B e, DA IR
JES R U AR, WAPR b B JRa JHTLVAESC I TN 11 1595 /IR E I8 « 1T A s « A5 b R e < i
JELRE VB 1 R B DU ~ PR I DT AR £ 44 YRR 5 e~ LR IR 5 A s R SRR G
911 Y T Do) R I MR e W A e R 4l (Merkel cell cancer) JH/RIEEKB
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AR E IR S e T DR EE IR  TR) R 98 Bk SRR o Jae e P LU (94 SR 390 P 0] e B ek e 2 1
Mo

[0291]  fE—2esjE )y 2, 1l AL IO HTLAG - 3HTMA BT &5 547 AL 5 M/l o8
SEVEEE G 1 PRy WesiE v B AE (A IR0 Ve e 22 ke BBk iR (B, 2k rphes
JR ST B EE) R R IR T PIRE S AR/ Nt s (9 an , e STk N it ) 4501 e A
SR o

[0292]  fE— T AR IAFIHTLAG - 3Puk M oIt 45 58 B UAR AL 5 sl oB R S 1 45
G TR RN FHRAE , 3 AR R PELLBIRAE LS BELAE) 5o B
Jpi (Crohn’ s disease) BRI M/ Bistiz 45117 7% o

[0293]  FE—2esji 5 2, AL BHIIHTLAG - 3R M AL bt 45 5800 UK A S P el BUr
SYESE G AT TR T e S/ 2 (B0 40 LA I AR g 32 i S D) 1R 25 A 1 s o
a0, 12 AR AT DAE (1) HIV %6 (AWBEkC) « A ZEFL R 25 (HPV) IR 4 ik 4%
AR A I 55 (LCMV) B 55 20 25 IR P 53 (echovirus) S 8 B A9 5 el AR
(cornovirus) JFIRE M &5 IR A9 55 RO 55 R 5 U2 55 41/ N 75«
e 5 A S TR RS PR 55 (HTLV) VB A 5 S 0N 25 « T BB A BT 200 55 IR
JpiesJohn Cunningham (JC) Ji 75 « HUBEIN #8055 75 I S0 Ae kB 25 (STV) VIRV Jiss B A
s e, A2 5 B )& (Leishmania) , 4 (0.7 29 BK A (Staphylococcus aureus) mi4f
AR A (Pseudomonas aeruginosa) o

[0294]  FE—3esj y 2 AL BHIHTILAG - 3R M AL bt 45 500 UK A S5 P el BT
SRS Gy 1] BT e se ik Al T 90 5 S 0 UG 1 FR 2 (9, Fl T 9697 Bk
IR .

[0295]  FE—desji y 2, AL BHIIPTLAG - 3R M AL bt 45 500 - UK A S P el BUr
SRS G T B AR R e P TR TS A A4

[0296]  “V/¥7 (treat)” . “JRJT (treating)” M “JRST (treatment) ” FRAE Sk MR A M)2-0A
B/ 85 20— R AT RIN 2 A BRI " B35 i B O
PRI IPIE BPAE IR AT B R/ kA R o EAN , AT B TR T QAR IR T IR
IR AT I TR

[0297]  “VayT AuR” fEk s a7 RN, BAr —E R LIRS T e ) — 2k
ZAFEIR HURIRTT IR A3 AT () S BUMIRE 4 /N IS  THER T A kb
Pk e , 1L RS El B 3P BT AR A R 2

[0298] AL HHIMHTLAG - 3Puih sk H PS5 G550 DU SO R 5 G0 1 1]
i ek 5 — sk 2 A 29 sk o ik (SR 4L ) 416 - PRI, AR R B 2541
Yo 5 DR AN i e 55 5 H A M 20 & GRRIRE D 19S5 4, anbh FRT AR .

[0299] G b Fr AR, RKiE “JL A i H (co-administration)”  “JL[A i H (co-
administered)” DAL M “5--2HE7 FEA R WIHIHTLAG - 3Puid S BT 45 53500 HUR e 5
MOBRE RS & 5 — s 2 M a7 7, BHE A SS os I uddl P

[0300]1  a) [ it FHAS A WU/ LI S 155800 /i 5 W/ AR e R 4 5 0 - SR 7T
FIH G 2 FREIGTT B, JEN IS4 o — A pl Ao il 22 5 — 5718 izt — A 2 50 |
[ R 4 23 2 ik
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[0301]  b) S =[] iy it FHAS A W BT/ eI S 55800 /i e S 1/ AR e 45 5
ST A 2R A1 & 2 FHFEIRI T IS U I IS 2 00 B b 43 T RO 22 0 i 5128, ik
TS b IR ik SR MR, IR i 20 53 52 IR N BRI 28 ik JE

[0302] o) iy e A A W BT/ LI 5 5800 /i L 5 W/ R e R 4 &5 0 - ST TT
FUF I R 2 75 SR T IR, U I 2 41 A e A b o T 1) 22 93 B PR SR 28 b I 2R
T2 SR TR Tk R 2 T, B 0 ] 2 TR S 25 O I TR TRD B, BRI e P 2093 A S5BR_EAS
[ RO TR ORI Pk R 25 DA K

[03031  d) 4 e A A W B/ LI S 5800 /i L 5 W/ AR e R 4 5 0 - S5 T6R 7T
FI I 2R A 2 T SR IR , N I 24 7 — i B e il 22 R — A iz — R DL 22
P 77 2RI 2043 T A4S AT 1 P b 2 202 A/ e AE AR B/ AN P[] Bkt
BRI PR (A, Foh N0 40 AT AR IR sl A AT R 12 it o

[0304] AL WIPHTLAG - 3HTAR KBTI G5 53500 U A S sl SR VR S 500 - R AE
A HABE T HEACHE S O R, BAE S 77 (stand-alone therapy) (BL—Jy ik
(monotherapy)) o 52 , PAAZ WHIIHTLAG - 35T M H T G5 58807 IR 20 5 W sl o ks 5
PSS oy 1 INIGTT PTAAE 2D — R 7R 7 HEALEE (R 5778 L 910, D — M se il ik
FEUE 7 Do e aloRe (B, IR i) .

[0305]  fF —2E5005 )7 S AP UAR S PT84 53500 DU A S koS R R4 5
A5 Sy — TR IR Ty 1R 29,50 / 25 3 Rl ot FH sl B i) o LAty 7 R ARSI R (o g () fk
FIGTT UM R TT S & A B AR PO A/ SRR T T

[0306]  afi ik 2H A AL I B TR S BT &5 535 HUR A S s e i 5 5+ 52

USRI A 3 IR, AT 2P G DD Az ST () 16 F L R4

I EETR  B- FB R DT - B R RS | TR ER A A R A - AR T A 2
AR Z D3 FE AR IS5 YY) (peroxisome proliferator) iHAZR v +12-0- DUk IE
PRI AEE 13- CERER /N0 H 3 - X - Sl S A AR KR - By T RV ERIRAMP AN AE /) m]
(vesnarinone) o fE—28500 75 S5H iz AC A s A LA N AL TR R T R SR
4 A TR AT (L 244 2D,

[0307] (U5 A R W HIPTLAG - 35T sl AU 45 5300 IR A S W sl R 45 54
A D — PR ) (Bt 367 500 SoiEg sk b s A= B 28T E D &6
7, e 7 i O RIS 23 T sl e e it P o oAb 3500 AT A il & T R e e 16 )7
AEAT A, B, 6 E DA 208 2 i) - B B39, ol an i A= G an i R0
N/ BPD R (oxaliplatin) ) s HIMIAEMIR, BIANEAZEE , Z VUM 3E (docetaxel) fo/Hiff
3 RE (irinotecan) s HUMSEDUEZR , BIUNZ L 2 (5 3 (adriamycin) ) GRETE R VK
ZHb B (epirubicin) kb B (idarubicin) KFERBEE (mitoxantrone) A 75 2
(dactinomycin) IR 22 R IR 2 745 2% (luteomycin) M /ok 222455 25 s I A Al
FRHIF , wE AFEI R (topotecan) 5 M/ sk HTAEHYD , BIANTRIRIENE M/ ol HC A SRR E o 71—
BE 5 g e, HoAth ) ik R (dacarbazine) B PYfhisE (gemcitabine) .

[0308] AL WIHTLAG - 3HUAR S KBTI 85 53500 U A S sl oSURe ek S oy Fhm]
T 5P T A G, W AnEe i 4 PR 1 BRI S e R S AN TR 7 7
RGO T, ATy (B &8 — sk 2 P S AR B AR DS B i 8 F 5T Ik
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DNARE 1, B o R DA M i A8 1 o s A P A R - B0 48 (9140) TL-2 IFN- y HIGM-
CSF o FATHuaa i PRI BRI I 7 1 2 R S R M| Wk e - 2., 3 - AUDI AR (IDO) IRl , 45 a1 -
FHEL-D- %R (1-D-MT) o« d 4R TANIY Y 445100 My Rk @y FB 3 B S T4 PLIR BRI
LR I S AR e T TR BOR

[0309]  th FUHIAL BV HTLAG - 3huik sk Pt i 25 55857 DUl S o R 25 547
AT T S T SRR BT R S A S R B B 7 1 o X B8 g i) (2 B2 R AR AT A2 1) A o3
TR, H S SR PN T R A B A Tl i e S 4n i AMg - ATP S 5 v ok
JPHI AR TS S S AR R L -

[0310] L5 J7 R Z PRSI DU &5 G500 DR S soBR: e S5 &
AT S50 R R GE I 5 —Fh 255/ 29 &, B 48 (EASBRT) L N 310
TR EIEPEN A : A2AR . BTLAB7-H3.B7-H4 .CTLA-4.CD27.CD28.CD40.CD47.CD55.CD73.
CD122.CD137.CD160.CGEN-15049.CHK1.CHK2.CTLA-3.CEACAM ({41411, CEACAM- 1 & /&K
CEACAM-5) \GAL9.GITR.HVEM.LY108.LAIR1.ICOS.IDO.KIR.LAIR1.PD-1/PD-L1/PD-L2.
0X40.TIGIT.TIM-3.TGFR-B.VISTA.LILRB2.CMTM6 % /5% 2B4 . £F K-8 5 /5 2 i, i 71
i Pk 2 —mpiikek bR 56 P B B BN ACE BA R HTLAG - 3y sk Hp i 45
o PR SSRGS S RIS VA M E LA g R (B, TL-1.
IL-2.IL-12.IL-158%IL-21) JEGFRIPIHIF . VEGFH I %5

[0311] sty AR B BT L DU &5 535550 DR L S s8R e 45 5 0
Al 5 LAG- 35 121 9 — ARl 5 20 52kt a2 Al ) AT HE AT LAG - 3uk 5 — k2 PP R Ak
Z AW A L FE A TLAG - 3PuiAR HIMHCT TH U  Po¥- 7L 2% - 3HUARFIHILSECt indy
PR A0S0 JE 7 26, AR B HTLAG - 3P E B 45 558 0 AR s S M PRk sl b4l
AT 5 BMS-986016.GSK2831781 \REGN3767 .BAP0501k BAP050- chi ik LAG5254H 153K it 1 -
[0312]  WJEEfR , AR BB S TR 85 58000 DU S OB e 45 540 - 7T
T ARSI IRTT 10 5 1 T ARSI 767 10 T K/ sl n] 3l A SRk
(TR TR 254 « A A TR AR iR SRl o, B A iR (iR S U 85 538047 Bt
(AR R I ERR S e s O

[0313]  Jta 71 Al {2

[0314] AL BB PR 45 5557 DUl SO R e M 45 G o I VAT RTY
FITER DR R A 35 (B ik e Bk 45 SR S M 5 A 1] T SRt « v 7 A 80 T AR
PR A N ORI ECAE  FRIRTT IR e Ik R AR Y DI AR R DA A
ST IR B S — s R A P U R T A S

[0315]  A]#8 5 ) ZE AR L i FE I BT AR I SR o 5140, FTLA LR HET: (single bolus)
A it IS TRD Tt PSS 43 AR sl TR TR 7 I 0 1 B S R B A L Bt D sl B sl & . DL &)
T TR — B A R A B AR EC I S AN 2 S 55 AT R 1« andE e AT 1]
1, F & BRI E A E I TG Ty B /R SR ) R P EE by B R 25 B
NS A TUE B ITEMEC A, AT R UL S AT f B 208550 = A P as TR 7 8UR « AL
(1 A R R AR — i F DA N 2 BB BT DL R 3 () (9077 Al ik
KR AN SR B R R TR 7 B TR T, A (b) WT-AMRITG T Ut , Bl dillis e &4
U A IR
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[0316]  [Altt, BERBR A LA m], ST ARSI AT, TR G Ty sk Fh SR 7 1ok
BT AN 275 58 B, ATAR A Z My s K 52 7, I LA T i 1a) R B et n A1
TGTT 2 AR A RO R, LA AR DA ) BB PR B PR 76 T 2 L AR TR K
I, B ARAE I B 7 SRS e 1 7 26, (ELE i e SR 5 41804 B 1 S A & WA IS AT B
SRR 7 26

[0317] 5y 2, SR A AT R AR A o A O R RN ™ i T plde , o s s — ki 2
AT o N IE— 2D BRAAE , 5T AR B AN, R 265 24575 2 N AN AR A e A e P el B
SAAEPiE N TV IO, AR B A e YO SO = PR HAS 08
PRI AT AR AL A5 P B RN S E o F5, e R IHAL S I 4n 2575 S AT AL T S AN 35, B
I | R RS  FE R R R IR T R SR R e FH s AN AR E B
I, BARES 2575 SRR AR AL, AE R FHBRIE 7 Tk i R e o 90 an, AT 2 T 25920
SR P93 S G AR PRIDZA, v AN PR8N e/ Bl 5206 == AR SRR 38 7t o PR, A
R BAEL B W BOR N BT 1 B PR B 1 o B 1 5 I R A SRS AR G,
FRRTEIR , Ha s gl , — BRI AT OBOR, AT A ER A T 5E -

[0318]  FHHIA K BHRIPUA BUR 45 535500 DUk A S sl 8RS e MR 5 5 0 IO A d
237F0.1-100mg/kglIyE i, W an£0.5-50mg/kg (B, £91-20mg/kg) o fF4N, 1Pk Pt 45
G PR S sOB R e 45 G T A N Al i - 22D 0. 25mg/ kg, il dn /b
0.5mg/kg IF# N ZE D Img/kg P U E /D1 . 5mg/kgiEUNZE /D 2mg/ kg I AN % /D 3mg/ kg IE W E
‘D amg/kg PN ZE D Emg/kg ;s LA S BIUN 5 % 50mg/kg , 17 W15 2 30mg/ kg fFl 41 %= £ 20mg / kg«
AN 2 15mg/Kg o 18 5 71 Gtk Y P TR R) B i A2 i T, 49 g Jo— R VA8 J— 2R = —
RO —k I H B BB A R A i 1, 1T RS SRR 5 R B Ik ek
Wil

(03191 FT- ey ih A ke Tl RS E o e K/ sl s ;B RE AR M B 1ok
B ey () 2 i s D IeE KN e it e « AR B P U 25 5584 s DLkl &
BRSSP S5 40 - IOAR I AE I A8 3R] EREA R 5 5 ORTEA, « (914 SEREBIRTAR 2 (A4
ST, A SAE AT S0 A R (R8O ) i ORI o Kk BRI B4R 2505 58, PRSI AE
TE—FRENOL NI EEIAST RN, B0, DL R sl E e 8 it ], BRI — 1540
B AR RE T BRI A S

[0320] W AL 5

[0321] A& BHROB AW T T2 W 53 (BN, RS Z54A) oA5Ian, 2Pk a] T A/
s oK AR TR (B0, A8, SRR &, 8 A R 43 W IR~ T3 2
I MR R PRI HILAG - 3R 7K o 18 25 FO T AT 0 e 5 v B e e 2 i, e i X 4 e
KBS G TR 73 AT (ELISA) A2 A 653 A IS o ie 53 BT LA S e fie A 4 A HH
— AR E A AR 2 Ui & (2wl .

[0322]  BRARASC S5 AT 78 S, 75 T AT I S5 A A BHAR S R R AROR T 7 HL A A i 1
TR — RIS DA BRI R 1 5 i AR A 5 A ST s AR LBl AR 24 11
FEARA R AT DA T Sl A A B o 40 28 JE TS O, ILAUASERAAS (A5 E SO A

[0323]  — @115 , ATk O S 4R ZUR B 0 TAEWE B A g
T AU 23RN 25125 DL SR 1 BT S AZ IR A N2 A8 A e 44
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AR A AL R BT R TS o T SN AN 2l i RO i i) 12 v P ibd BH A5 2547, anlml A4
S SE R B ANA SRS

[0324] AN, BRAEASCOIAT EOK, 75 W R B R E B 4% 2 208 B 2 ZORIE N B 45 FR 4k
FALTEA LB AS NS 7 S H, A “ AT (have) " FT“B1 7 (comprise) ” skig 1 “H A
(has)”  “H.A (having) " “fU % (comprises) " mt “tU 2 (comprising) " AR BEER RN
I 7R A FE P AR F BEAA FEAAR T AL, (B ASHEBR AT ] St 38 e A 1 4

[0325] {1 IbdE M R A P AN AL 225 SO DL A3 N A E I 228 Sk 75 s F AR
o BIRASC S| V2 SC, b 5 DI AR A X 8 SR A AR S (1 i R — 253
[0326] {12656 5 SEH AL I AU :

[0327] 1. —FiLAG- 3pUARE L B &5 &8, iz ik 5Pk 15532,15646 . 15723
15595, 15431155728k 150115 AAHIRI A 2ELAG - 31447

[0328] 2. Q1PTIRHTLAG- 3hTiR sk i 4553557, FEHZHTLAG- 34kt A FHEA N 4 Ak
SOEER

[0329] &) H gk O #hJUE X (H-CDR) 35 SEQ 1D NO: 43[R T Y HT i ;

[0330] b) HH-CDR 1-343 B4 SEQ ID NO:41-4315 38R e A hifa

[0331] ) HF4E A AR (VH) 5SEQ D NO: TIHELE 44 25 /090 % Fedl— S Pl ;
[0332]  d) HLVHEOZ;SEQ 1D NO: 7RIS SERG FF 41 Tk ;

[0333] ) L4k (HC) £945SEQ ID NO: THISOM S Lla T A i ;

[0334] ) HERE B AMJUIEIXT-3 (L-CDR1-3) 73 il (03 SEQ TD NO: 444514011 A FLIR
SAENEAREN

[0335] @) H45k AN (VL) 5SEQ 1D NO: SIHSEEIR 54 2 /090 % Feal— B HifA s
[0336]  h) FLVLAUASEQ 1D NO: 8IS LI T A hiiAk ;

[0337] i) HLA24% (LC) fU75SEQ 1D NO: 8FI3AM 2 L/e 7 4 I HTf ;

[0338]  j) FLH-CDR3EJA:SEQ ID NO:43[K 5 LT 41 HHL-CDR3f1 4 SEQ ID NO:40[1%,
FPR T AN PR s

[0339] k) JLH-CDR1-3HIL-CDR1-3/3 B4 2:SEQ 1D NO:41.42.43.44 .45 401 L0 7
SAENEAREN

[0340] 1) H:VHSSEQ ID NO: 7T/ AR 44 £ /090 % 4 —2 H H VL5 SEQ 1D NO:8
(IR B FE 5 2 /090 % Fe 8 — B3k

[0341]  m) FLVHEASEQ ID NO: 7[R 7 A H VLA A SEQ ID NO: 8/ Z LR L 74111
i LA

[0342]  n) HLHC{U5-SEQ 1D NO: TAI30MM 2L R Fr 41 HILLC {5 SEQ D NO: 8134124 2k
FR T A PR o

[0343] 3. QU1PTIRIHTLAG- 3hTiR sk i 8553557, FHZHTLAG- 34kt A FHEA B 4 Ak
EOEER

[0344]  a) HH-CDR3tU5SEQ 1D NO: 37 T4 [P TIA s

[0345]  b) HH-CDR1-343 A4 SEQ ID NO: 35- 3712 5L/ Fr A P ;

[0346] ) HLE AT ARE (VH) 5SEQ D NO: 3[FELE FE 44 25 /090 % Fedll— S P ;
[0347]  d) HLVHEI£;SEQ 1D NO: 31 SEME FE 4 ik ;
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[0348] ) HF4k (HC) fU2rSEQ ID NO: 31300 S L 7 4 Pk ;

[0349] ) HL-CDR1-343 AU ASEQ ID NO: 38-40/1)l FEF R T H1 4Lk ;

[0350] @) HLARHE AJAREK (VL) 55SEQ 1D NO: 4ff) 5 SRR 51145 %7090 9% 51— BUI B4 ;
[0351]  h) HVLAUESEQ 1D NO: 41 S R T I BT

[0352] i) HA24E (LC) (U SEQ ID NO: 4R34 LR 7 HI Pk ;

[0353]  j) HLH-CDR3{USEQ ID NO: 37HYSFEIR 771 HHL-CDR3I7SEQ 1D NO:40[)%4
SRR

[0354] k) H:H-CDR1-3F/L-CDR1-3%3 HI{u#5SEQ 1D NO: 35- 405 A BT

[0355] 1) HLVHSSEQ ID NO: 3fS LR 7414 2090 % 4 —2 H H VL5 SEQ 1D NO:4
(R B e 511 2 /D90 % e 41— B itk ;

[0356]  m) HVHEIESEQ 1D NO: 3B R 741 H VLA SEQ 1D NO: 4[1) % B 7 41 1
NIV

[0357]  n) HLHCEASEQ ID NO: 3FI30MY SRR 541 H HLCA 5 SEQ 1D NO: 4HI3411) 24 Ak
a2 I 7N

[0358] 4. 41T R IHTLAG - 3H TR B BT 45 5 43, HErhZHILAG - 344k H I DA Nk
IOEER

[0359] @) HLH-CDR3{U7SEQ ID NO: 4612450 Fr A1 FHTA ;

[0360]  b) FLH-CDR1-343 {0 2SEQ 1D NO: 35.4271146/1) 24 5L A bk ;

[0361] ) H EfE a4t (VH) 55SEQ 1D NO: 11[RSAAEIR 7414 5 /090 % J3 41— Bt btk ;
[0362]  d) FLVHAUA,SEQ 1D NO: 11K 250G 7 A1 BTk ;

[0363] ) H gk (HC) £u75SEQ ID NO: 11130/ 2 L R 41 (I HTdAk ;

[0364] ) HL-CDR1-343 AU ASEQ ID NO: 4447 H14011) S 502 7 A BT s

[0365] ) HARGERT AR, (VL) 5SEQ 1D NO: 12f() 8 SERR P 5147 %7090 % FF 51— BUrI bk ;
[0366]  h) FLVLAUA;SEQ 1D NO: 120K 2 508 - A1 ik ;

[0367] i) HARGE (LC) £ SEQ D NO: 1271345 LR 41 144 5

[0368]  j) FLH-CDR3fUSEQ ID NO:46[1) & 74 HJLL-CDR3EI A SEQ 1D NO:40[1) %
R NEAREN

[0369] k) FLH-CDR1-3FIL-CDR1-343 BIf04:SEQ ID NO:35.42.46 .44 471401 5 Bk 7
AN 5

[0370] 1) HLVHSJSEQ ID NO: 11f%UEEFR 7 7 % /090 % Fr Al —2 H HVL5SEQ 1D NO:
121 S R e 5 27090 % 81— Bt ik

[0371]  m) HVH{IESEQ ID NO: 11155 RR 741 HILVLAIE:SEQ 1D NO: 121 5 R 741
ENZN1Y9)3

[0372]  n) HHCEESEQ ID NO: 11AN30/ & MR 7 4 HIXLCHI A SEQ ID NO: 12513411 %
SIS 1IN NS

[0373] 5. 4L R IIHTLAG - 3H TR B BT 5 5 43, HEFPZHILAG - 344k H I DA N4k
IOEER

[0374] &) HH-CDR34UFSEQ 1D NO: 50/ E FEBR FF A ik ;

[0375]  b) HH-CDR1-343 HIfU2SEQ 1D NO:48- 50/ 5 HE R 41 T4 5
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[0376]  c) L E4E AT AR, (VH) 55SEQ 1D NO: 1512 R 414 27090 % J5- 41— 3 Hi ik ;
[0377]  d) HLVHEIASEQ 1D NO: 15/ 5EMR Fr A FOHUA ;

[0378] ) HLF4k (HC) fU2SEQ ID NO: 15F130M S LR T A 1T s

[03791 ) FLL-CDR1-343 A5 SEQ 1D NO:51.47F15211) s LR - A4 5

[0380] @) A2k N AR (VL) 55SEQ 1D NO: 1612 R 414 27090 % J5- 41— 3 Hi ik ;
[0381]  h) HLVLAIZASEQ ID NO: 161255 Fr I FOHUA ;

[0382] i) H4% (LC) £97,SEQ 1D NO: 16 R34 15 Ll e A I HiA s

[0383]  j) FLH-CDR3fUZSEQ ID NO: 5014 R 741 HILL-CDR3EIASEQ 1D NO:52[K) %4
S INSEARGN

[0384] k) FLH-CDR1-3F/IL-CDR1-345 HI4345SEQ ID NO:48.49.50.51.47 F521 5 Ll T
SAENEAREN

[0385] 1) HL.VH'JSEQ ID NO: 15[ 7 4145 %090 % J7 41— H A VL5SEQ 1D NO:
16/ SR 1 22 /090 % 74— B Pk ;

[0386]  m) HLVH{UE:SEQ ID NO: 15154741 HILVLAIE:SEQ ID NO: 16[1) 5 SR 741
TR s DA M

[0387]  n) HHCEU2;SEQ ID NO: 151301 & L% 741 H HLCU&SEQ ID NO: 1613414
SR A HTAR.

[0388] 6. WI1FTIRAYHTLAG- 3Ptk Pl 45559y, I HTLAG- 3Ptk A LA M 4L
(NEER

[0389]  a) FLH-CDR3fUFSEQ ID NO: 55[1 250G 41 [H Tk ;

[0390]  b) HLH-CDR1-343 HI4u5SEQ D NO:53- 550124 KR 41 Ak ;

[0391]  c) L E4% AT AR, (VH) 55SEQ 1D NO: 1912 R 414 227090 % J5- 41— 3 Hik 5
[0392]  d) HLVHEIASEQ ID NO: 19f 2R Fr I O HUA ;

[0393]  ¢) HiFidk (HC) £975SEQ 1D NO: 19130124 Ll e A HiA s

[0394]  £) HL-CDR1-343 AU SEQ ID NO:44.45F 14019250 Fr A FOHUA ;

[0395] @) LAk R AR (VL) 55SEQ 1D NO: 20/ R 414 227090 % J5 41— 3 Hi Ak 5
[0396]  h) HLVLAIZSEQ ID NO: 2012 550 Fr I O HUA ;

[0397] 1) H4% (LC) £97:SEQ 1D NO: 20 R34 1 5 L e A HifA s

[0398] ) FLH-CDR3fUZSEQ ID NO: 5514 R 741 HILL-CDR3EIASEQ 1D NO:40[K) %4
S INSEARLN

[0399] k) FLH-CDR1-3FIL-CDR1-345 HI4345SEQ 1D NO:53.54.55.44 A5 M40 5 /L T
SAENEAREN

[0400] 1) HVH'GSEQ ID NO: 19/ 7 4145 %090 % J7- 41— H A VL5SEQ 1D NO:
201 SR P 4114 227090 % - 71— BBk ;

[0401]  m) HVHEIESEQ ID NO: 19/ &4 18 741l H HVLAIESEQ 1D NO: 20/1) S 312 7 41
TR s DA M

[0402]  n) HHCEIEASEQ ID NO: 19301 & M7 4 HIHXLCH A SEQ ID NO: 2013411 %
SR A HTA.

[0403] 7. @11 AT IR AUHTLAG- 3Tkl Pl 45559y, oIz HTLAG- 3Ptk A LA M 4Lk
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ENEER

[0404]  a) HH-CDR3tU 5 SEQ ID NO: 582 L T4 [P TIA s

[0405]  b) HH-CDR1-343 HI4J25SEQ ID NO:56- 5811 2 L e A Pk ;

[0406]  c) JLE44 AT AR, (VH) 55SEQ 1D NO: 2312 FR 414 27090 % J5- 41— 3 Bk ;
[0407]  d) HVHEIESEQ 1D NO: 23[H S LR - AT Hifhk ;

[0408]  ¢) HLidk (HC) f975SEQ 1D NO: 2313001 2 Ll e A HifA s

[0409] ) HL-CDR1-343 BIEUASEQ ID NO:59-611% 3R A I hifa;

[0410] o) HAR4E R 2Rs (VL) 55SEQ 1D NO: 241 S 504 4148 227090 % 741 — B bk ;
[0411]  h) FLVLAUASEQ 1D NO: 24154 5L/ e A I Hifk s

[0412] 1) H4% (LC) £975SEQ 1D NO: 24 R34 1 54 Ll e A HiA s

[0413]  j) FLH-CDR3EJA:SEQ ID NO:58[K A LT 41 HHL-CDR3F14SEQ ID NO:61 1%,
BRI AN IPUA s

[0414] k) FLH-CDR1-3F/IL-CDR1-343 B 2SEQ ID NO:56-611 2 EFE I A KB ;

[0415] 1) HLVHLGSEQ ID NO: 23[1% R 744 2090 % J74—2 H VL5 SEQ 1D NO:
242 SR - 9 22 /090 % 41— BB ;

[0416] m) FLVHAIASEQ 1D NO: 23/ % &R FF 1) HLELVLA A SEQ 1D NO: 2411 24 38 e 41)
FNEZNIY PSS

[0417]  n) HHCEI4-SEQ ID NO: 231301 %12 741 H HLCH4SEQ ID NO: 24113415
SR AP .

[0418] 8. QI1FTIRIHTLAG- 3Ptk i 8553557, FHZHTLAG- 34kt A FHEA N 4 Ak
ENEER

[0419]  a) HH-CDR3tU5SEQ 1D NO: 641124 5L Fe T4 [P Tk ;

[0420]  b) HH-CDR1-343 BIEUASEQ ID NO:62-6411 %4 3R A I hifa;

[0421]  c) L E4E AT AR, (VH) 55SEQ 1D NO: 271 R 4114 27090 % J5- 41— 3 Bk ;
[0422]  d) HVHEIESEQ 1D NO: 27(H S LR - A Hifhk ;

[0423]  ¢) Hoidk (HC) £975SEQ 1D NO: 27 RS0 2 Ll e A HifA s

[0424] ) HLL-CDR1-343> HI4u 5 SEQ 1D NO:65-671 24 K08 41 ifk ;

[0425] @) HAgkn]Ansf (VL) 55SEQ 1D NO: 28(1 S L la e 41 227090 % 741 — B b ;
[0426]  h) HVLAASEQ 1D NO: 2819 S 34 - A BT 5

[0427] 1) H4% (LC) £97;SEQ 1D NO: 28 FII3201 5 KLl e A HifA s

[0428]  j) FLH-CDR3EJA:SEQ ID NO:64[K 5 4741 HHL-CDR3f1 5 SEQ ID NO: 6714,
FR T AN PR s

[0429] k) HH-CDR1-3HIL-CDR1-345 BIEI4SEQ ID NO:62-671 5 LM A Bk ;

[0430] 1) HLVHLGSEQ ID NO: 27[H% R 7414 2 /090 % J74—2 H VL5 SEQ 1D NO:
2812 SR - 78 22 /090 % 41— BB ;

[0431]  m) HVHELESEQ ID NO: 27112 52 741 LA VLA 7 SEQ 1D NO: 28/ 24 B R 7 41
FNENZNIY PSS

[0432]  n) HHCEU4-SEQ ID NO: 27H1301 %18 741 H HLCH4-SEQ ID NO: 28F113211%4
SR ANIBTR .
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[0433] 9. —FhHTLAG- 3upk ok o &5 &850y, b Fridk Hutk 5 L FH-CDR1- 3L -
CDR1- 32 KR 741 :

[0434] &) 4> A SEQ ID NO:41.42.43.44.45%1140;

[0435]  b) 43 B 2SEQ ID NO:35.36.37.38.39F1140;

[0436]  ¢) 43 B SEQ ID NO:35.42.46.44.4741140;

[0437]  d) 4> B ySEQ ID NO:48.49.50.51.4741152;

[0438] ) 43 B ySEQ ID NO:53.54.55.44.45%1140;

[0439] )43 B -SEQ ID NO:56.57.58.59.60F1161 ;5

[0440] @) 43 BIISNSEQ ID NO:62.63.64.65.66F167,

[0441]  10. —FLAG- 3Puik sk bt 8558000, b Frid otk & B DL P 2 1R 741
[ EE e P A AT R e T AR I

[0442] Q) 4> HIHSEQ ID NO:7#18;

[0443]  b) 4> HIHSEQ ID NO:3F114;

[0444]  ¢) 4> BIHSEQ ID NO: 1141112

[0445]  d) 4> HIHSEQ ID NO: 15411163

[0446]  ¢) 4> BIHSEQ ID NO: 1941120

[0447] )43 B HSEQ ID NO:23FM124 ;8%

[0448]  g) 43 A HSEQ 1D NO: 274128,

[0449]  11.—FpbLAG-3TiAk, HAU 2.

[0450] &) HLATSEQ ID NO: 7130 AR 7 HIIHHCLA S FLATSEQ 1D NO: 8F134[1) 2 B
FAIALC

[0451]  b) HLASEQ ID NO:3MI30[ AR 7 HIWHCLA S HATSEQ 1D NO: 4R34 1) 2 B4
FAIILC

[0452]  ¢) HLAASEQ ID NO: 1 1FI30[K 2 EL R 7 A IIHC LA A FLAASEQ ID NO: 121341 %
R 7 HIILC;

[0453]  d) HLAASEQ ID NO: 1513011 S 3EER 3 4 IHCLA S HATSEQ ID NO: 16134 (1) 2 &
R T HIILC;

[0454] ) HLAGSEQ ID NO: 19FN300 & LR T4 IHCLA S FLASEQ ID NO: 201341 5 it
R T HIFILC;

[0455]  £) HLAASEQ ID NO: 2313011 2 3EER 3 4 IHCLA S HATSEQ 1D NO: 24134 (1) 2

R Py S FILC s B

[0456] g) HLASEQ ID NO:27F130[ 5 L BR A IIHCYL A FLAASEQ 1D NO: 28132110 2 &
R AIIILC
[0457]  12.401- 10— T I PTLAG - 3SR s b &5 555, Horhiz ke b g5

oA D DA R

[0458] &) LA AR SE 4 o0 A K GE , 71 20pg/mLIR I B, AR T BRI G B, ik
AZRLAG-3XFA37541 i8I 1 AZRITZEMHCHY 455 K T-85% 5

[04591  b) LA AR SE 4 o0 A K E , 71 20pg/mLIR I BT, AR T BRI G B, ik
N ZELAG-3XA37541 ) _E 1 A S TTIMACIN 455735 % 185 % 2 [H] 5
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[0460] ) FHWT/E Jurkat 4 b Fk ) A JELAG-3 5 7ERa ji g F Rk A ST IZRMHC 2.
FI:RETE

[04611  d) DAJmt AR M, PAEC, 0 . InMik B /D 4545 A 2ELAG-3;

[0462] o) DAJmt A AK M, PAEC, D0 . 3nMuk B /D &5 5 BRLAG- 3

[0463] ) DLFT S B TR ILHR S IIEE, DAK 3. 0x 10 "B /D &G A 2ELAG-3;

[0464] @) DLFI S B TR ILHR MG, DAK 1. 5x 10 "B /DEE A B RLAG - 35

[0465]  h) LA B ORI LHR R IIEE, DAK 3. 5x 10 P /DEG A/ INGRUILAG- 35

[0466] i) k2245 4K IA (Staphylococcal) 145 2B (SEB) ALFR 1 A\ 24N 1 B MZ41
Jit2 (PBMC) HHIWIL-277 4= 5

[0467] ) S/ AR TR P ILAG - 3RO 4R/

[0468] k) R/ A\ R TS A= I LAG - 31 R A /K 5
[0469] 1) RN A KR 1L

[0470]  m) FESRARPN IR A4 s DA M

[0471]  n) AN5HiR25F7 -Lagd. 545 AHIAI A ZELAG - 3 A7
[0472]  13.401- 12T — TR [ FTLAG - 3k sk Fri 5 45 43
1501154455 AZRLAG-3.

[0473]  14.401-12HF—TIHTR U PTLAG- 3huiR kbt 45 5
1557255445 AZRLAG- 3,

[0474]  15. 401 - 12T — T TR I HTLAG - 3HUIAR B BT 45 &80 0, o bk S Pk
15431 5455 AZRLAG-3.

[0475]  16. 401~ 12H T — I FTR B TLAG - 3HUAR B BT 85 53500, FLFhiz ik ks &5 &
NZELAG- 313N, 2 A\ JELAG- 31 AT

[0476]  a)SEQ ID NO: 6815 4% HEH85 .. P86 . A87 P89 . S91 WO2H1GI3;

[0477]  b) SEQ ID NO: 68/ 5 3Lk s EEA40.Q41.P43.P46.P49.D52.T62.Q64 . H65.Q66 .
P67.D68.G93.P94.P96.R98.Y99.T100.V101.P106.G107.R119.E124.R129.G130.D131.
S133.R137.P138.D143.R148F1R163;

[0478]  ¢) SEQ ID NO:68[K 5 IR FEHEA40.Q41.P43.P46.P49.D52.T62.Q64 . H65.Q66
P67.D68.P96.Y99.T100.V101.P106.G107.R119.E124.R129.G130.D131.S133.R137.P138.
D143.R148F1IR163; ik

[0479]  d)SEQ ID NO:68[H 4 L RFE G107, L109.R110F1S111,

[0480]  17.4n1uk12F iR IPTLAG- 3R BT 45 5870, FoH ikl i oy 45 & H A7 SEQ
ID NO: 68/ L L 78 398 - 10511 F 7 .

[0481]  18. U1 7R IPILAG- 3T Bl 45 5 00, P A ok el i o &5 5 3=, 1%
T HA

[0482]  a)SEQ ID NO:68fY% SR L T78-105/1123-131;

[0483]  b)SEQ ID NO: 68/ SR FE5L23-30.40-66.88-105.123-137F/1148-152; 1k

[0484]  ¢)SEQ ID NO:68[1% 7 H23-30.40-66.98-105.118-137H1148-161.

[0485]  19.401- 18H{F—TI AR PTLAG- 3PuiA, iz b A TG FhA

[0486]  20. 4N19FTIRIMHTLAG- 3HTiA , FHZ TN LeGRI AL 13 25 186, o

HH

By, Az piik Sk

HH

gy, Hiza ek S ik

H
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[0487] 21 4n20FT R IHTILAG- 3HUPAR , HH PR E & 2 D —ANEF X1 5847

[0488]  22. W21 TR FIHTLAG - 34, HrhiZhiik (& e AR LR (7 1228 . 23411235 2
— R ZH PR, HHEIMGT 44 5 7 1K 5

[0489]  23. @22 FIHTILAG - 3TIAR , Hrh 7R ¥4 234 FI235 ) S SEIR IR IL &~ —F i
LeuZRAL MAla, K /sl H FPAE (7 B 2281 S HE R 7R L M Ser 5845 JyPros

[0490] 24, —FhPs 254150, HoAu & 2/ D—FPdnt - 23— ATk U PLAG - 3hik ek Hp
JREE A0 DA MBS 25 TRz (IR o

[0491] 25 Wn24FTib = 254051, oAU & —FIiLAG - 3HUR s - 45 40

[0492]  26.—Fh&tly BSIORZER 531, LA S gty dnt - 23 Fp AT — T TR 4 TLAG - 3P4 1)
BEHPUR G550 B TR 1 ek ga s anl - 23 FP AT — T IT IR FOFILAG - 3T AR ik
HPU g5 0 IR P4, sibi 4

[0493] 27 —Fhaifd, HAu & dn26 ik 4o B IR 1, Horp Frd dudodt— b &3k
BEEHI A

[0494] 28 —Fhfig 40 , HAA SRS QN1 - 23 E—T TR O PTLAG - SHUAR I T ek 4t
SR S5 B WA TR P41 DA K G an L - 23 AT — 5 T R PTLAG - 3T R sk Ho o 45
G AR T4 o

[0495] 29 —FhifiliE HILAG - 3PTIARsk Hpulit 45535 10 ik, Ha SR ptan2sfrk i s 1=
Y, A A FRIB LD TR B 3 254 N SR ATt 1E £ 40, DA K B P = AR I Bk el s
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[0496]  30. — MUK SEEh 001, A& RN RO AR - 23 T E— TR HUILAG - 357
PRIPUR S5 SR -

[0497]  31.— M TS A LAG- SASORIER BA T 125, HA SR ant - 23 Fp T — iy
RAITTLAG - 3TTAR Bk IR &5 5 A0 24 B 25T IR A S 250 SV ek 30 A R BURs e PR 45 5oy
Sl FHER PR

[0498]  32. —FiHI TRy A HURER T 2, HA AR an - 23— I SRl ot
IR A 24k 25 TR = 2520 5 Pk 30T LR Ve 45 6 o0 F i P B ik JE A
(04991 33.4n32frak iy ik , iz e I v B F DA N AL AL A0 < B Jpk il
17817 NIE SN NI BT SN S I €2 AN 11 oA/ R N BN N/ = I R = 7
(05001 34. qn32Pfrak ¥ 757 , F Az i /& 2 44 PR Al /N s A € 3008 R o
5228 R A R N EN i

[0501] 35, —Fiim Ay T WU BE P B I TT 75, B K dnt - 23— TRk O 5t
LAG- SHUAR BT £5 5 507« 24 25 T R PR Bs 2528 15 Wl 30 P it ROBURy S PR 45 5 431 Jite FH
EXVBUISE R

[0502]  36. 4031 - 35 E—IATAR N 57k, Hok— D 5K B RIBIOR B B iRy
FANATUIRE 771 0L A BT T S BRI A 711 LAG - S I A i sl s S 7 5 e 1 2 i
Ho

[0503]  37. 4n31-35 M L—TIARRY T i, Hdt—D 5Kk B th A A &9
B2 B AR AR TR R A4 G U BRARTT A R 4 2 21D

[0504] 38, —Ffdn1 - 23 T —TU TR I HTLAG - STUR AU 5 15740 HI Tl 25 i)

42



N 117567622 A W OB P 38/62 i

B, Ak 25 T

[0505]  a) J477 AT LAG- 3ARCHGREN B 5

[0506]  b) V&I T FEETIRAIE ; 5K

[0507]  ¢) B 75 I BE T g T .

[0508]  39. —FIT-PA T Nl - 23 T— I SR P TRk R 45 5 -

[05091 ) {477 FEATLAG- 3ARSHREN R 5

[0510]  b) J&d 7 FEE TAIRAIE s 5K

[0511] o) s A 75 N B E T e /T 6

[0512] 40 —Fhifilih , HALE an - 23— AR Pk sk o &5 5555y, S Frid il
AT

[0513] &) J&477 AT LAG- 3ARSHREN 5

[0514]  b) V&3 T FEETIRAIE ; 5K

[0515]  ¢) B A 75 N B E T R BE /T

[0516] | BEAEERARACL I ST SThe ] o X 2L S HE I Tl 2 Y, AR
R PAMEAR 5 U A K BT E L

ST

[0517]  SZjEfAI1 : HILAG- 3Bk 414 (antibody repertoire) FF=AFlfH %k

[0518]  jEx PALAG-34MJf8 /M (ECD) 5¥LAG-3 ECD Fefhd s (b1 TH 9028 1 22 A P A
LAG- 3504 o i FHSymplex ik B I AR (Osborn®: A, J Immunol.190 (4) :1481-90
(2013) ;Meijer®: A,J Mol Biol.358(3) :764-72(2006)) , M\ et [ OmniRat® K Fil [ B
M2 2 BATI K I 24— Ptk )% (antibody library) 38 FCHTRLLE I 5A M
i (construct) g1 JEA M TE R AN e bkas 1, HAy A O RSB LeG HUARIMNFe X 3K
N PEIDAEIINA 584 (1L234A/1.235A) (Hezareh™: A, J Virol.75(24) :12161-8(2001)) o{ii
FHIE 1 S s By A= 038 (J539, Gallus gallus) [RIREFERE B I R A0 0 2245 25 OB fo i
PR A

[0519]  fi FHZE384FL 1293 Fect in ™MLYt H (Invi trogen, H 35 4312347-019) , %
K H P MHTLAG - 32 26 1 v AW oA oy B AL e HATHEK 29340 i Fh ek , A e Qa5 6K
g S SE AR NI BRIl (B8

[0520] & T AL T4l hiik ik, i fiFreeStyle™ MAXiXH] (Invitrogen, H R4S
16447-100) 7£384 L\ 86 HCHO - SATJIY , LASRIAGP T E 1) A JSLAG- 3, I H AT A AH K
[~ GP T & FO FRER I 6 e 4RI /E N BIYE R IR A T i 2 BT iR B, il R BE et
RN R (CESE) SRArica Fgnfif , 1R S R PR IC IR LAG - 386 5L 4 AL - 1ML
BIFIL X 10N/ mL R 35 TR A5 o £ 384U , 5 40uL R 40 IR 2590 5 1 0L i & A 40
PRI EISHAR S TR AL E Pt 26166 (HHL) AF647 — 2 di{k (Molecular Probes, H
T 5A21445) SR R SRS S TOHUTAC AT, DU, B0 5 B RLAG - 31945
Bk e pT AR o e 1 R UK (iIQue®Screener, Intellicyt) KIRIGFAESM, , FH4
ForeCyt®X {13 13 22 tHICFSE 5 A 2B T g6 45 &5 (AF647) Sk /3 M 5dis o LAG - 3% Stk By
(hit) %08 M &h A NSRS AR B I LAG - 3 - FE S 40 ity (CSFERFIM:) (HASEE &5 % IR 441 it
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(CFSEBHYE) FOPTAR Ol , FHEB AR G5 AR AR A B Bk e FIBE = 7 41 23 AT

[0521]  T-DA R A3z 2 4 SO [ OmniRat® [ DIEE PR HTLAG - 3544 (15646
15532.15723.15595 1543 1 F[115572) ) HE A4 AT AL X FHIDNARIER [ 51 21 5 — Rt 9 4
M DIREVERIHTLAG- 3PPk (15011 52 WA EAI2) o ZE8AN9rhHE fh i AR ANE & [X DNAMIER [ T
JFHIIISEQ IDZw 51120 % - CDRIJSEQ DG 5 1] WL T+-3%9 . AR JECDRIFICDR2 [ IMGT® [ 7E M K
PRTE CDRJF 1] o X T HERRHECDR3 , A 8 SCEIAE— P EIYM IMGT - CDR3_F s 1) 2 S ik
5L (Cys) FI—"MEINK N el FER TR C5 TH-CDR3 N Trp, & T-L-CDR3NPhe) « #1071 /R
T 7SR OmniRat® [P HTARI R AR ZE R Rl ]

[0522]  SCjEA2 - I XS HTLAG- 3P TARI AT L

[0523]  EATIR EXSIHTLAG - SHUAR AL ZE X i AJRAL , DA™= A= 24 it FH 2 A\ 28 A e/
ToREI M, IR AR EORBE T oA O HUAR IR R A Pk sy 1o

[0524]  {ii T] “CDRAEAE” J5 3\ (A HH Jones S AT A I 75 7% (Nature321 (6069) :522-5
(1986) ) KBTI H XS BRI NI o 15, 1A AN ST g G e A THUR 1) W] AR Hi gk
(VH) AI] Atk (VL) X Fe A bbb, A i el A 26 AR 2L A o 1X 7 H TGHV 3 - 23+
01 (M99660) FAZEIGLV3-19+01 (X56178) FL A, 43 Bl My tpc et XS VHANVLIL LR 3 o [l
T T - FE PR DA IR AT 28 19 A\ GBS IR 7 SR 1 43 B SR VHAIVLIF IGHT 101 (J00256)
FITGLI6%01 (M18338) o i o B 1% i A VHATIVLIE A 5 X8 G s bR (4 fh R IR IA E T, DA SE A
PUARLDBE M/ B A5 i 0 A A ZE X R AR Al i 58 4% - B , 5 FE A HIFE Bk &5
4 RS PE A TD B - 43 35 B U2 A ) R B0 S R R A B (PITE I “Oehnsk i (Vernier
residue)” (Nishibori% A ,Mol Immunol.43(6) :634-42(2006)) , T =m0 A \JFL
PUARLAR 1 ZAZ PRAFE R RN Fh A A BB R L

[0525] G HHEIHUGE (in silico) RPEATHE Z CDRFNA ZEHEZL X {458, 5F I
Genscript Inc.iTIEZmAS A\ JEALVHAIVLIG B  AEHT AT A ST BN A (1 1E E [X
[k AR (BURD) FsCEVHAIVLER R . B S 2 B VLI ZEME E IGLC1#01 (J00252) .
o T IS E IS S IR IEAR L] AR TGLY3 . 19/ 58 AN RS (Ser) B M AFAE
THA TR (FIEIIGLVS. 25) [H 8 — 5 1% (Tyr) »

[05261 M S0 ik 7= AR P B v 2 IO ARG P It s AR S B S s T IEI1A-C: (A) A
ZELAG- SEL AL AN e e 5 S i buiA e, B) AERR R 25 5 CHO - SN LA ra B
(©) AT H s T R 4RSS A BT vl

[0527]  SCJHEA3 - PILAG - 3B BRI e

[0528] 43 B M\ FEIE L F) 53 152014/0093511 (SEQ ID NO: 12F114) DA K PCT % ) i1
ZNTFEW0 2015/138920A1 (SEQ ID NO: 6F1116) 3K 154w b5 25F7-Lag3 . 5AIBAPOSO [ HiA& 2 L)
Pi) BRI AT ARSI 2 R A1) o DA 2R B0 10 B 8 1 53 1 S BIE DNAFT 41« 2%
Je 5 BN R FRIDNAFT 115 1 e 2 0 5 A\ 281G, BBk sl e i E e 3k 1 4 A e A1) 2k
Ak, LRk Kk . A 7B 1EFab i & 4, DA S0 ok BURAE L 25 2 2811 22 5 R 7k Ak
(Angal®5 A ,Mol.Immunol.30:105-108(1993)) . fdi FbRIEE A Rk R %0, LA = A4E &
R TUR R ACHOAR N o fif FHPRIE SR ASB AR IE AT R A N Pk TG

[0529]  S77itEA514 : /£ SEB+PBMC/3 AT HH S LAG - 3457 - EmA DY 2

[0530]  fifi {2k [ B — L ARIFIPBMC , KPPl KIEALIILAG - 35 7 M mAb PR 42 4 A BRI 1 25
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2B (SEB) ALFRIGHNH I FAAMZ AN (PBMC) [ TL- 243 WA BE /- SEB B R bulst, H a5 51128
MHC3F-FITHZ A& (TCR) o HRe A VBIX a9 i T 4R 1 A4 S R« X S 302 we A T4
i 10/ B K AT PR 1 (BIREIL - 2) FRORE IR 452k LB RE BE AR I TR 2 200 B I 26
PBMCHZ b 22 3844 LA 1, - HLAEHOR B N AR A0 BRI e 10ng/mL. SEBFIL Opg/mLIF Akt
PR AR B BT TR T-37°C ML 48NN Ja , B RIS O I IL- 2ELTSAIAfI & (Life
Technologies) 24T IL-27K -

[0531] 2P &I, EPADTLAG - 3mAbdT (A4 42 0k 25F 7 - Lag3 . 5 A PUMIAL 5 TL - 25 b4
I kM, DA HLAG - 3SmAbAL R S A TL - 27K A KR IR, oo B SR TR 4 2 Fh )
—BEHUARLE L AT A SRRV (H MRS IL - 247 WA & 5 25F 7 - Lag3 . 5 AAUUMAH{E
HI7K o

[0532]  SCJHEAG : 45 A AT RIR I A S Ek B MRLAG - 32 Pifk

(05331 Jy 1 i 9 2 4 AR R M S A 45 A U ECH 014, 1 FIFreeSty le "MAXst 7l
(Invitrogen, H 345 16447-100) $£CHO- SAMMSIHIN 4 He DA R A N JSk AR LAG -3 o E L
25 il (PBS;2% FBS;NaN,) H1M 10450 05pg/mLif & DA% R i e bk LA 5 A\ 2k
B BERLAG - SFE QAR S B o A A B MR P YA R T S I A2
TG (H+L) AF647 2tk (Molecular Probes, H 54 "5A21445) 2K i o~ gs APk . (i
F v i N AR (iQue®Screener, Intel licyt) SKRARAGAE N, FH 18 i H ForeCyt®AR {25
TIAFGAT [P AR RS- 24028 R B R 3 AT 5 dI o (o I ForeCyt® eh) “F i s 1 [ Tk 1t
HEC501H .

[0534] 3 7 o M et PO oA &5 5 R ORI R P DL T DA 361, HoiihuL AG - 3F1cy LAG - 34
B N R BEAELAG - SFE YL 4R . WnZE 1T, ik 15646 1553215723, 15595, 15431711
15572455 NRFNEBEHRLAG- 30 .

[0535] 1. fufihitE e

FACS-huLAG-3lJECS0 FACS-cyLAG-3RJEC50
bk *u (nM) . (nM) ' .
15646 OmniRat® 0.10 0.11
15532 OmniRat® 0.07 0.05
[0536] 15723 OmniRat® 0.09 0.26
15595 OmniRat® 0.05 0.03
15431 OmniRat® 0.04
15572 OmniRat® 0.07 0.06
15011 pic? NA NA

[0537]  Siif516 : HTLAG - 3HTAAFIMHCT TIH B 1A I s AR S 7

[0538] SRt , a3 5 ol FH G TRIMHC T TR PR AS 7 540 M R 5E Gk bic i Al i
LAG- 34T i AR e e o A, RN PTLAG - 3Pk ) A S UHA MR S 1T (major
histocompatibility complex IT,MHCIT) [fJPEMIEME

[0539] 7 fii FH A\ S22 IR 41 RA375 (ATCC®CRL-1619"™) (3L T4 iy 23 A 50
MHCTIFHI & o R-PE-ARIC I A ELAG-3-Fefik a1 A RE R MEHE 85 A3 75 ISR IRk 1)
MHCTT , {45 AH B4 T AT it it s A K JE & o {0 ] Lightning-Link™ R - 52T 85 [ 28 15107
% (Innova Biosciences,UK) ¥ TSR H L] A\ JELAG-3-Fefik 525 (R&D Systems,USA) 5
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R-PEZR &5 o i IS A VA MRS MR (Gibeo ™) FFASTHAMMIN B el e i EL /e A g 2,
2 (PBS, 2% FBS , NAN,) HHFL AT o BHAFII I PILAG - 3F T A e 2 T-96 LA J - A 50pL 3
BRI 20pg /mL o BESFLIIN LWL LAG-3-Fe -PE (PR 1290 . 17ugffJLAG-3-
Fe) JREIEERAEAC ML E 30250, DUEFFLAG-3-Hilk S S WIE B Al & W], B 1x10°
ANA3T54RMD (T 100pL 3L 8 28 i) B T96 4L 045, i B UMl L Ui, FE g i ey
BT TR A ILAG- 3/ HUARIR S Ph B A AE4 C R PR 5 2000 B, AE200uL 8 IS (4
28 MR P LR, LT 100pL S A28 i v B 7 DAL EE

[05401  {E-LRREMNAHILAG- 3BT iR (f£20pe/mL N) , 47 DU (1553215595, 154317
15011) VA5 AMHCIT (MFL) [HJLAG - 3FHE: T-FAMN BB UARAAAE 455D 2990 % , IRIEIA
AR ELAE T AT SSOH T 771 o R 1) = Fh ik (15646 15723F1156572) X F-LAG-3-MHCII[1
SEE U A BRI S AT B 00 22 (IR MT 7 e 25 511K 25F 7 - Lag3 . 5 28 i /s Fh &5 11
BETIE I o 45 T g T 2e2rh.

[0541] 352 {rHiLAG- 3HUIAAAAE P ATLAG- 34557 A375 - [FIMHCT T BHIKT

(05421 Ttk LAG-3/MHCT TFELIT (%) %
15646 49
15532 89
15723 55
15595 94
15431 92
15572 37
15011 92
25F7-Lag3. 525 77

[0543] s T-7E BRI FRETAAEAE R IMLAG - 355 S FRE A i Al

[0544]  SZJHEAT : £F SEB+PBMC/3 AT FHHTLAG - 3R v FEHTAR I TI3K

[0545] PP Adi-LAHHTLAG - 3mAb B 48 1 4 K P 55 22 B (SEB) AL PR [ A/ J i B A2 40 i
(PBMC) HTL- 243 AR BE 17 o b SR A A 20 PBMCHE AR 1) L TLAG - SmADI L3S - It
AN R TR A HAB A% (cluster) FIPUFRHTLAG - 3mAbII IR o FE A b 5 s iz
G 5 T IS 5 A ELAE SShE 11 3Fhat— 2Dk « an S fil4 iR , 75 SEB+PBMC /3 AT Fh T~ 101k,
12.5ug/ml M IHADTLAG- 3BT

[0546] 315 SRAEPABTILAG-3mAb 15431.15532.15572.15595.15646.15723H115011 1k
25F7-Lag3. S IL - 273 WA N o B )L ok EH H—PBMCH AT TL - 245 AR 7K
Vo s AR, AEPADTLAG - 3mADALFE T TL - 27K AR AN [ R PBMC L A4 2 TH]AT Fir AN {H A 85-E
PILAG- 3mAb I IL - 20197 A= ZEARAI KAV o 1X 55 HTLAG-3mAb 15445,15429115491 (LR HY
BRIL-211774E) JEROREE -

(05471 SCJHEAS « £ LT 4HIIYILAG - 3- 5 TT2RMHCRHINT 73 AT HhHILAG - 3 L s PR LA sl
[0548]  fy [t L RAEZ-EFITILAG- 3mAb , £F 5L T4 g o0 A il FH T LAG - 3- 55 1T
ZMHCAHH B/ I RE

[0549] DL TTZMHCHRa ji 41/ & - 50ng/mL A 25 Bk B 755 22D (SED) FUn4 =1 A
[] 4 FEE 1) B e P UK, 7B T AT NFAT - RE - $25 1l 1 206 B AR A H AR B 1 I TCRAMILAG - 3
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(Promega) [\ Jurkat 4l . 737 C ML BT 7=/ 6/ NN I, IINEDC M) (Promega) Ff
W A KD E MR NI , HAZ TCRIE 515 S Al il ELAZLAG- 345 51 SR i
il o IR, BB DIOILAG - 35 5% S (Flan, a1 BHISTLAG - 3-MHCT TAH FAE ) 215 & e .
[0550]  [&4 45 fE PABTLAG-3mAb 15431.15532.15572.15595.15646.1572F115011 5%
25F7-Lag3. 5 ISR IE 1R A S I A BT A I B ARG I A ZEAREL 7K
[0551]  SIZJEA9 : PTLAG - 35 v FEH A AN LAG - 37K~ F Bl

[0552] Oy [ b0 RAFRTUE BB TLAG-3 mAb , A 1 SRIKLAG- 3 T- 41 R Fh
LAG- 37Kl RE

[0553]  [A25 mg/mLIP) 457~ HR v R HTACK IR B 2k 18 1R TCRAILAG-3 (Promega)
i Jurkat 40 . 7837 C I B 7246 Hh 24/ NN e, USCEE s v - 4RI A A - DAPTLAG - 3401
MFifk (Novus Biologicals) fllsimple Westernfi A (Sally Sue,Proteinsimple) 2EiPAl
YHIIFRLAG- 317K o {5 FHPTLAG-3 ELISA (R&DSystems) KAl i LAG- 317K F . 4545
S FIN T, BrillaC i PiLAG - 3P TR A2 SELTSATIN T 5 e P P VELAG- 31 & 5 o
i A - (one-way) ANOVASR AT R it o0 7, PR IE PAREAT 2 LB 8%, SR I b AT
BonferronifZ IE G LBt ES (post hoc t-test) o

[0554] &5 45 o~ AE PABTLAG-3mAb15431.15532.15011.25F7-Lag3. 525Uk BAP050 2512
WAL TR AR R AT AT YA TELAG - 3[1 7K F . 15532, 15011, 25F7 - Lag3 . 525U FIBAPO50 25 {4
B AR AT DA M AT S L AG - 317K 0 155324 1 I 25 MR A e I LAG - 37K AR
25F7-Lag3. 5 AR /K-, H Gtk o 25 M PRI T R R LAG - 37K A T-25F7 -
Lag3. 5N HIBAPO50 IS LA ARIT K- o 1543 195 AT AR AR al P VA ELAG - 37K
[0555]  SJEAF10 : A1 Rl 2 U B FR R iR 150 1 LR 4R A B

[0556] M STEIIE ST T AR PRIA] AR SRR AL TR 150 1 LI AR PN TRl

[0557]  Jyik

[0558]  442x10° SalN (ZF4EPyEE) F15x10° ASB-XIV (i) Aua Rz N EaphZE 6- 8 FiatErEA/
J(SalN) 5kBALB/cAnNR j (ASB-XIV) /INER P ARAMIFR o 1852~ XA 44 7 =g o 0 et g — 2k
I HAHREPL R AR D Amm’ T IR R R s (5585 * X KB X 0. 5. fE 3Rl fE 285-TK , “F14
JRE /N30 - 50mm” , 35/ INERUBEATLAS WAL, S+ I ZhW , FEIFURTETT o i ot RS P 7 5
SRR R R e D TR L5011, B VR YT /N =R, HoSuGRTT gt A puikis
F7HE & 10 mg/kg. W FHIBonferroni 25 5 Lb MM A F- (two-way) ANOVA, SR IBEE
TETT 40 2 [IAE &5 B TB) S 1 g 4R #H o i FlGraphPad Prism 5.0k (GraphPadSoftware,
Inc.) K475 0+ 4T

[0559] Lo

[0560] 25 SR 7, AR MK 1] 28 SR A5 2R v bo A 1501 1114 i 25 1) g 0 i D e (<
0.001) (&6) - 15011375450 % FIAE A Sa 1N i/ INER A g A KR A I S 30EASB - X TV ]
AR IR A K AER .

[0561]  SZHEHBI11 : A5 A ZEPBMCHE A AN 2R 2 (0 X9 A3 7541 I FINOG/INFR R O i Ak
1553211 RN B3k

[0562] S AILE ST T A AL S MR A IR B R R (BT 165 3211 A PN B,
DA ZEPBMCHE FHENOG/INFR ) T35 22 Ge T ELA /NGB A 2 2 2 Z00REA3 TH 4
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[0563]  J5ik

[0564]  {ERTFTER0K, ¥52-4.5 x 10° A3TSE A ZREANNIEL NS ZNOG/INEL, FHAEIT 9T
SR RN 5 A 29512 x 10° PBMC. A4 — 52 b ok | — R A
PBMC o /EPBMCEE RIS R IT 478 Y , i i BB PN 73 S ) 2 i sl e B bk 16532 (10
mg/kg) , BEFIIGTT /N =R, HoSIRELRIBST B fer b NE I o il -~ A 485 X
A 0 Foivgeg = o, FF EARIE DA R A 2 EE A mm® (0 g (AR« (8 2 X K8 X 0. 5. B H
Bonferroni 2 B BRI A -1-ANOVA , K PU AT T 422 [R)AE BRI 7] R R Jeg AR o
HGraphPad Prism 5.0 (GraphPad Software, Inc.) K175 15447

[0565] LI

[0566] &7 il NS T-HTLAG- 37897 48 N 1 P AFAS ] (1 A S PBMC AR 11 P A 5263 1)
45 DL155327G T S BUNR T A 77 241\ =5 Jieg A K 3R [P<0. 05 (fE4A 1) A P<0.001
(f4£k2) 1.

[0567]  SZJEA12 : HILAG- 3B e TN T A28 VBB AN/INERLLAG - 315 A 1 i
[0568] b3 DA T 55 2 1R (SPR) SRS UESE T HTLAG - 3TN A2 e
HM/INRLAG - 3N 45 o« AZRLAG- 311948 H 741 il AUniProt % 5% 5P18627 (SEQ 1D
NO:68) 3K 15 . B HEHELAG - 3114 1 5T 41 W] MNCBIZ 5 5 XP_005570011.1 (SEQ ID NO:69)
RS o /INFLLAG- 31198 1 JBUF 41 AT MUniProt B3 5Q61790 (SEQ ID NO:72) 3715

[0569]  BHRHFT; T

[0570]  fifi[{] 55IBIS MX96 SPR{Y % (IBIS Technologies, fif %) 4 & MIiE S R HUSFE S
(Continuous Flow Microspotter) (CFM,Wasatch Microfluidics, Ehi#ibk,US) , 1@ F 1]
SR A RILR (SPR) BT I A S 0 HT

[05711  {fi il fHGenovis (i) SR 6L, 11 Ging i sSKHANFE M (b oG Bk ™ A4t
LAG-3FabdiiA.

[0572] & kg b A A EIELAG - 3[4 AN LAG - 3¢DNA, H H & F il 2 5
CMVJH B FRIAZKgG, Fefs41l (AA P101-K330) [A8ifA, 151G, Fe Chfifih?y 2 7aFEILAG-
3 BCD. i 1 e PCRAN T FERR = AELAG - SFc Rl ik, 3 IExp i CHO™ 6 1k A 4/ 2mL
BRI 2k TR 1A BT AR O R S R A JSLAG- 3Rt A A8 bk , 185t PRI B 57806 T
LAG- 3FabPuiRk W) &5 G o AT o i AR HERE 3 SR 2 Bl , 8 T Sm il s A (CFM,
Wasatch Microfluidics,#hilfltsk, US) B HAfi3k 2£G-a-hu-T1gG Fc SensEye® (Ssens BV, fif
22) 1545 A S RET , 4 SensEye® E T-IBTS MX96 A M{% e b 1 FH W ol 43 1P 43R 67 5
W3 N FE R 2h 125430 251 (Karlsson R.2006) BE4T2h /154504, Eorh DL InMZE 1000nM
6 H e P DR B A G IR TR B R Fab B, AE AR Fabit: Bt AN SR T AF A= D B .
1TFabZs & 155 PO A THUR IR S 1570 Bl S R IE SR I &5 & SO N P 2 B 2 Langmuir 1:1
ZE G, DAScrubber 280PFTHEE 45 AR (konmika) il R (kof fukkd) FIEA1/T (K)
L

[0573] gl

[0574] Syl &5 SR Uk 52, P R H 1K 15532. 1543115572, 1501 LANZHH A
Y)25F7-Lag3 . SDAN R E A ) 256 NS BERLAG-3. 1501 LigME— 55 /N LAG- 345 22 X
ISP « SRR S5 5B 14 T LA M3,
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[0575] 3. PASPRMIEHTLAG - 3Fab Fr Bobf - A28 V& BRI/ N LAG -3 ECDIY &5 5 5h /)

o

05761 Tk LAG-3 ECD |k OF-1s-1) |k, .(s-1)  |K OD
15532 Nk 1.1E+05 6.5E-04 5.8E-09
15532 R 7. 1E+04 4.8E-03 6.8E-08
15532 /N N.B. N.B. N.B.
15431 Nk 6.6E+04 2.0E-03 3.0B-08
15431 R 5.9E+04 6.8E-03 1.2E-07
15431 /N N.B. N.B. N.B.
15572 Nk 1.1E+05 3.0E-03 2.7E-08
15572 R 4. 0E+04 4.0E-03 1.0E-07
15572 /N N.B. N.B. N.B.
15011 Nk 1.1E+05 4.8E-04 4.3E-09
15011 R 7.0E+04 2.5E-03 3.56-08
15011 /N 7.2E+04 2.3E-03 3.36-08
25F7-Lag3.5 | Ak 1.4E+05 1.2E-03 8.5E-09
25F7-Lag3.5 | ot 4.28+03 3.8E-03 9. 1E-07
25F7-Lag3.5 | /MR N.B. N.B. N.B.

[0577]  #NB:R4ES

[0578]  SCJEA13 : HILAG- 3R #3747 (binning)

(05791 b B i Be , Q3-SR 204 (sandwich assay) HIBCN 7 A 2R HTLAG -
3PURIT H LA (epitope bin) o BT AFRALCHITURPHRAELAG-3 ECD AR
7 o

[0580]  HHRLAI; 7k

[0581]  {§i ] 5IBIS MX96 SPR{Y#% (IBIS Technologies, fif~%) A& MESmMUS KRS
(CFM) (Wasatch Microfluidics,US) , 11 255 B AR (SPR) 40 A Kb A TRCS ik o
IRV AFINTFHTIAZE-TgG Fe SensEye®SPRIL AR (Ssens BV, fif=%) b TR A B+
IR G 0T o K A = M LAG - 3PTk (B4 S Hi/425F 7 -Lag3.5) /£75470.05%
Tween 20.pH 7[\JPBSZEMIR (PBS-T) IR T . Sug/mL o fill S Us ey , il SRR,
PUAIHIR E DI AL &R RN 157780 )SFET , K SensEye® ¥ T-TBIS MX96AEM){L jikanh , 1l
1 5 30ug/mLARRE R A S TeG SR FH M (P iF o fi7 i o i HF i x Tt ialfI £ (Ssens BV, fif
25) BRI PR S RIS AL RS IR T, MR AL s I, il B E A A
(BEA) AR A A I BHYLAG- 35T (50nM, Acro Biosystems, FH[E]) 75 , ¥ LAG- 3PuiAk
T2 (TPBS - TZ& MR FH A RS % 15pg/mL) YEN 0 ATk — 3 5 AL JE&as IO T2 =
TR ILAG - I 25 5, A IR e 4 o AR R R U 5 iy, LA100mMIYpH - 3. 0
H,PO, 2% Ml fifi A kst A TR A

[0582] L

[0583] K8 I = FHHILAG- 3HUA I T 4B FUAMRIE L IDGR S A A1 et/ T 455
TR B AR AR mAb AT 25 SARRI A7 B, AR BB S & B PO 412
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e EARSI HANAEDE A A2

[0584]  jl DUHREFT A PuikiEA T30 53 215 SR1 , Hif 15595 (52) (15613 (33) 115431 (38)
T HWE BRI AT VE L, T A BRVE A A b A Tt o K414 15646 (15) F115011 (94) X
TEABLAAKEM .

[0585]  TE4/ MR, LAG - SHUMAI 4H 175 6 - T L 76 (KI8) o Hifk 15011 (94) 454
SRR AT 1R BOZAE A P AT A TR SCBH T, 17 R R e e iAoy il 2
MGl R 25 EFUAR, ISPk 52k Bz 4 rh 1 fhmAb A2 X 5E 4, Hax et
Pkt —22 0 SO YA E DRSS T il , mAb 15584 (54) [RHFAEAE 122 X FH K
15532 (17) F115595 (52) =5 , AELA/E A ATy, Hi% A # 5 EmAb 25F7-Lag3 . 5EH KT .
mAb 15613 (33) {XAE R illiat 5 8% 15723 (39) 15532 (17) F1115646 (15) FHMKT, {H 3
B 25F7-Lag3. 5PHMT . AL, Ei4K15532 (17) 4545 1525F7-Lagl3 5 lEENEN Al T 5
15584 (84) Fl115613 (33) 541 2=, 15532 (17) [/ 525F7-Lag3 . 5[ &7 A, HLA
FX BRI AR AL [, 5T S5 3R A Gr2rp HAt By 55 A, B 580762
FR At mAb 2 Fid AT 4 (B8) «

[0586] K EAmAb 15572 (91) H2x5mAb 15584 (54) % XS 4B H o Bl s T R 676
3. [FIEM, KfmAb 15431 (83) /3 i A THHZRAL G4, UMb Bk A SmAb 15723 (39) 22 X 5%
Frotpcli , BE 2 A AR BEYEIE BRI 73 TSRS « 2 B 5547 22 X BHIT Pt
K15445 (70) F115491 (84) , R 6 5 AmAb 15429 (72) , Foy& A 28 X FHMHZ LA 1 fF
[ HeAA « A7 S HUARTR FEIT 24 7E A 43 A M R 202G 21 iRk 25F 7-Lag3 . 5. 15532
(17) F115723 (39) (K18) - E9 B /RECARD LA 5 B , Forh 36Tl FHIRR L AR i
(TR B RmAb ) e AR I M T ZE 2], 78 = T2 i < Bl E AL FAT 20 St
PRARE T I LAG - 3HE A Fh H A B UA AT A FIN AL 275 T A B S mAb 15595 (52)
15613 (33) Fl115431(38) , KA HAE M BLARR A 1E

[0587]  SCJtE514 : 15 LAG- 35 AL KA TLAG - 3HUAR 1A E {7 (mapping)

[0588]  — MR AR HUARFRALFAL A LML (WARIEZELZRAD) iR TN BFREARES:
FNT) o BIRERNERAT I T P — B SN LR T R FUE (B G A ] R 2 5 N AN
SRR P A el — SRR TR IE A B R T HUARFN U 2 AT 43 - [R5 1 00 AR R 4 ke Sk
PEE S HARERUE (Moreira®: A, Proteins68(4) :803-12(2007)) JILEL ) iz HiA A%, Kk
EE IBLR I R A AE AT F A AL (Sival ingamflIShepherd ,Mol Immunol.51 (3-4) :
304-92012(2012) ,Kringelum®: A ,Mol Immunol.53(1-2):24-34(2013)) ,#515-22 %4
FERIRFEN P2, Hoh2- A SRR R 4 1 455 (Sivalingam#IShepherd, [F] |
) .

(05891 1 15 K5 4 LO8FRAN[FILAG - 35T AR 45 15 55 M1 143 2, e S B B B, an el 5 4t
LAG-3%714Kk15532,15431 15572 11501 1[5 5 2 o3 i ZR MR R A AN S HE S 25k
25F7-Lag3. 5JmiR Bl =R X Al

[0590] 5k

[0591] A ZSLAG-3%5244 (CD223) 52523 (AA) IMFS IR 1, HAA 2427 BRI i
AN (BCD) (B%3L23-450) 5 A St (3451 -471) Fn4nffu B (% E472-525) (LAG-3
ECDE A AN BB A 1138 (D1-D4) , Horh 88— (TgVAUIE) 7 Mk 45 & (MHCIIZE ) | ifndd
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SN TgC2TMR . B DA ANNitask (D1-D2) 2 DU T lc Ak gE 4, HLE o RD2k T 1E
Sz R 2 IS AFERT (Huard®: A, Proc Natl Acad Sci USA94:5744-5749(1997) ,Andrews
4N, Inmunol Rev. 276 (1) :80-96 (2017)) o 15 AT SN 30 SRR AR E A (FLSNER
(Loop)) , AFAAE T HAB gV, HC W s O TR RS & S I« 2 AR (AA) 99
110,125 13 1TAI137 28 % i ok TR AR 4l o 2 (W A BT Y 77 \R88.R103
D109\R115) (Huard55 A, [A] Fa&; AndrewsSF A, [A] Fa) o 350 < TLAG-3IU AT AU AL o 28
1M1, CL%EE 1 LAG-3HICDA 2 [l ¥ Fr A AN A AT I , DR E R ATLAG- 3 1 I 4 A 5 ) kT
CDA[F M A5k AT (Huard %, [A] I ; Andrews ™5 A, [A]_FiA) .

[0592]  MUniProtmkNCBI | A\ JSLAG-3H1EL & AN & (1 57741 : A2k (P18627 5 SEQ
ID NO:68) & Macaca fascicularis,XP 005570011.1;SEQ ID NO:69) . K (Rattus
norvegicus.Q5BK54;SEQ ID NO:70) A1k (Canis Lupus Familiaris,F1P7Z3;SEQ ID NO:
71) o LA N R4AERAFILAG- 340/ 0 AN BE 7 41 1 e 41— S50

[0593] 4. >k FAFIMIFIILAG - 3R ANE 5 A JELAG - 31 Sl B IR 2= ¢ A 41— Bk

ISP 7R

[0594] AR ST % J7 51—
EAENELAG-3 ECD 34 92.1
KERLAG-3 ECD 140 67.3
KLAG-3 ECD 197 54.1

[05951 5 1 KEAE RIR N ZRLAG- 345915 5o IR MR A E A7, s 3Pk a1, HL oty
NZELAG-3 ECDFF AN FH ) L0 2 SR AR 22460 0y 5 5 SRR EE A ) v Ber P R R BT 81, O
AR BB DXk (9140, S AASR N 7 S AR RE AR Fhkh 8 RANTE BRI AR AS o £
P55 AR 23 - 1701 A ZRLAG- 3[R S5 s 1 Fh ATy 71 58 48 o L T-CDASY i 4544 (1) A [l I
PRI (IWTO0. IWTQ) AN LR 7 4 ELX , M5 R A Ze it I = B IR , TR 1180/ A ZELAG-3
SRS AU e 5 TN S SAE 2 B N SR IR o 1 3R A1 B s I B L N 2 RN, P&
BT N 22 5 R -
[0596]  JELIAIG pligmhth A JSLAG- 341 HNa, (AA 1-266) 13 1 FI21JLAG - 3cDNA, I H e
FELFCMVEE TG, Fe/541 (AA P101-K330) (%844, DAGELAGIH 1 - 2F i & 2 11 2F
TR oL bRHHEPCRAN AL A £ 5EAE 1 N JELAG - 3P A -4k, I FiIExpi CHO™
IR R Gt 2m LSRR BRI 2% 05 85 11 5T o W B A ZSLAG - 3F el A b K L Ak i
NGB AR (SPR) KM T-HTLAG- 3mAb I 45 75 2% A1 T o (i I SRt i i 75 (CPM,
Wasatch Microfluidics, R, US) , BFLAG- 35k &5 A4 E 2G-a-hu-1gG Fc SensEye®
(Ssens BV, {ij~%) L1573 £F s, K SensEye® ¥ T-TBIS MXO6AEWMEL J&as Hh oAt fik
[RER B 25 58 AN ) B FHRB I B) 1127 € 2251 (Karlsson R.2006) FEAT8) /15547,
FLFR L0 . 4nM 2 300nMR s EIAR R S A & BRI B /RFab B, £E RF R Fabit i Ja A
MR AL B A TFabss 5 1650 PO TR B 1650 Bh R I SR 25 5 SOV AU 2
i Langmuir 1:1456 857 PLScrubber 28411545 1305 (konikka) - fiff 253 % (koff
wickd) FIEATT (K AL
[0597] #E5R
[0598]  JPC R IR LAG - 35 AL AR A5 5 1T 5, PG DTLAG- 34714415532, 15431.15572,
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1501 LRAIZ ZHiKk25F7 - Lag3 . 5AUMIIFab Fr B 85 55 I o B 45 5 5848 T LAG - 3R T
fJFab BRI 45 5 5% A1 PAKDZEAE (A /KDY A= 7 2 TRI R LB A5 hRifE AL RO 553 A1 0) SRR
DA 251643 71 o b B AR i 28 1 M T P BR S e (AR HE A M 4 2
1o DAZE /DS EE SR AN AR (cutof ©) 7E N, DU T BT T2 28 I LAG - 344 A
WG GRS ) AL 28500 A W DR E DA 855 X Se Ry A1
AEEA5 (N.BL) o

[0599] 43 HT i, HILAG-3311415532.15431.15572. 1501 1 45 &5 3600 55 2 PTik25FT -
Lag3. 52 &5 & RO X B o M LA FE A B 78-87.84-92.88- 974 N [IIAAI IR &
Gl VEISNRN IILAG - 3 SR A I B L FR IE A1) |, 1553211045 & RS R B 4R, 5
25F7-Lag3. 5AEL, 155321928 5 (v BBt L 28, 045 AA95 - 100, AA98 - 105F1AA123 -
1314 NGRS, ZEXBE99- 131 LS8 T BT B AE FI O s S LR (Y99\R125&
D131;HuardSE A, [A] i) o6 TRe AR Ss & 2 ol E I X Fh 9848, 25F7 - Lag3 . 53U
A W AT BUENE 18 P SRR &, %78 H 1553285 il 7k ALy H85 . P86 . A8T (P89
S91.W92H1G93, #R1f25F7-Lag3 . 5 AT o) T-P86 SO LB I , i BH 1 £-AA85-
93X Ik Fh AR R kAR AL o 1553268 45 A A7 B IRAAIR] 12 284 (P84H ; HBBR ; S90Y) Wk &
Fo it A#28, H25F7-Lagd . 5AMUMIAAT , TR SIRAEAA84 - 90 DX e [N 43 (RS AT 2547

[0600] &I P 1A 15431 1155725345 541 BXAA 23-3041140- 6611 2%t i o it —2F
PN BRI, PR eV BLA40.Q41 . P43 .P46.P49.D52.T62.Q64 .165.Q66 .P67FI1
DE8IL ] A AN 4 fik Ak L « 1543 LA TR S A9 14 88-97 .95 - 1001198 - 10545 M i jik
(IX BEAA88-105)  FBHIZIX IKAA 98-1052415532.15431.15572F11501 1 [Alpus LA b A
[ - 25F 7 -Lag3 . 52U 5 M e 45 IN 2R AR H , 1543 LRN15572 8 [F] A5 42
fil 7. 3EP96.Y99. T100. V101 P106F1G107 , {H1543 145 £E 17 T GI3 PO4FIRIS | [kl befin . 4
R1543 1 LA 7E FrEEAA 123-131.128-137H1148- 1541128 07 . 2 N BRI 2, ST
O 8w, (B 125 I3V 3T T IR g & 2 B (Huard S A, [F] 1 aR) o iX 28 B (AA
123-131.128-137H1148-154) k1155720 /& T, 15572 -/ B BXAA 118-137F11148-
16 T 22 N SR FI It —2D Bk, 1543 LAN155 T2 L [F) 5 B 7647 R 119 E124,
R129.G130.D131.S133.R137.P138.D143.R148FIR163 [ fil kL, [ 25F7-Lag3 . 52 IMi%
A AR T X B A DXl S R 1 2 AT U E

[0601]  HAk1501 127 FH ELATAA 98- 10575 [H N AR R A A B AT FUE IR 2k e, HL
PR PR 2 M 2 A RE AR B G107 \L109 R11OANST 11 [r fi Ak Ak o &
NG, BV RRII0K TRCALE & 2 EE A (Huard % A [A]_Bad) o A &80 /N
BRI B B 2R 5 2 TI R M DX (AA 98-113) MOS8 7 WA TR G T e Wi 1 it
PUAR FRANTEEIRLAG - 311932 XU N ME (SHtE12) o DA N 37 B BTU SR 2 e (62 55 111
HER o

[0602] K2 FA 1 20 B b — 41108/ NLAG - 358 AR, 7 PR — S FE R i vb \g /s PO i
K15532,15431 1557211501 LHFIALAG- 3[13ak L AdURp (R (H 3540 Bk () 5807 o L AC B 55 5158
B3R 73 AT —3K, W/n16532 55 25F 7 -Lag3 . 5 U 3e e 4, fH FAT S HAMLAG- 3
P s A 2 HL IR I SR 27 (R T) - 15431.15572F11501 1754 5155321k
25F7-Lag3. 55a 4 & H B A SRR A G 2 iR R 1 7 4 i 2o 0 P SR 626 (82
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B fi13) Sarn S P B IR o PR R E D W) B GRT) « SRR RS 1 ke
28R A A5 th S I A S 5 2R A o (St 12) , e 15532 oo VB IRLAG - 34 1
FIEE T, 2587 -Lagd . 5FFBOH , SO 1 R (AR Al AL Fir B A AN RIS

[0603]  3%5. 45 RAAMILAG-3 ECDA AR HILAG- 3TTIRIFab i BUAYEE B2 F1 ) 23 HT Y
W, IZRALILAG- 3 ECDA AR FL A TR N KBS « RE B AR P41 v Bre DK R A1 /K B
ARV LRSS o

BRER | 2RMOXE | REBHXE | AHARSR AT vy | 1sosr | pe | s 25F7-Lag
Htk# | AFKLAG-3 AZKLAG-3 | 5| Af5EEE 358640
AA AA L23S: Q24G:
1 — g 51 A27K: V29L:
P30S
AA AA
2 . P V29L; P30S
AA AA
3 - 2041 A40V: Q41H
AA AA A40V; Q41H:
4 38-47 40-47 P46L: T47E
P46L; T47E;
5 AA AA 148F; L50H;
43-52 46-51 i ’
QSIL
A AA 148F; LS50H;
6 P pnips QSIL; L53P;
S54N: L55F
L53P; S54N:
7 o~ A L55F; AS9G;
53-62 53-60 ’ '
G60W
g AA AA A59G: G60OW;
58-67 59-66 Q66R
[0604] 9 AA AA Q66R; G70D;
63-72 66-71 P71Q
G70D; Q71Q:
10 g o A74S; ;?751(-:l
68-77 70-77 ' '
G77A
A74S; AT5I:
" AA AA G77A; H78L;
73-82 74-82 P79D: ASIL:
P82Q
H78L; P79D:
12 AA AA ASIL: P82Q:
78-87 78-87 ’ ’
delP84-A87
AA AA delP84-A87;
13 — . A88M; SOIT:
WO92R
A88M: SOIT;
" AA AA W92R; G93R:
88-97 88-97 P94H; R95P;
R9TH
" AA AA R95G: R9SS:
93-102 95-100 T100V
AA AA R98S; TI00V;
14 98-107 98-105 S103M;
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V104R;
G105A
17 AA 108-117 AA L114Q; QI17L | 1.4 1.3
114-117 ’ ’ :
L114Q:
18 AA 113-122 hi QI17L: 1.1 0.8
) 114-119 ’ ’ :
P118S; R119H
P118S:
AA R119H;:

19 AA 118-12 0. 0.
- #1Z7 118-127 DI123E; v ;
E124K: R127P

DI123N;
E124S;
AA R125P;
20 AA 123-132 g R127P: 5.4 1.3
QI28T:
delG130-DI31
128T;
[0605] AA 310130 D131
21 AA 128-137 ¢ ) 47 1.4
128-137 : WI35A;
R137Q
22 AA 133-142 hi R140T; A142K | 1.3 1.2
) 140-142 ’ ’ :
AA R148H;
2 AA 143-152 25 0.
3 148-152 A150F; H152R 8
R148H:
24 AA 148-156 AA A150F; 2.6 0.7
B 148-154 ’ ’ '
HI52R; R154P
AA R154P;
25 AA 153-160 1.1 0.7
154-158 A157D; L158F
AA A157D;
& AAI5T-165 157-161 LI58F; RI161S I 09
27 AA 161-170 AA R161S; L166V | 0.8 0.8
161-166 y : :
AA AA P84H: HB85R:
28 —— iy o0y 48 1.1 0.5 0.6 -
<5f% KDS&
BRA R
> 5% KD
0606
[0606] it A
REER R R
A

[0607] 356 &l F RIS A JELAG- 3IIHILAG- 3TTIR IR ab i BUAY AL B2 F1 ) 3 HT Y
M o AK G /K B A R I 25 15
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EAHKLAG-3H 25F7-Lag3.5

RRE # A AL 15532 15431 15572 15011 S
1 A40S 1.1
2 Q41A 1.0
3 P43A 1.2
4 S45A 1.0
5 P46A 1.1
6 T47A 0.8
7 P49A 1.1
8 Q51A 0.8
9 D32A 0.8
10 S54A 0.8
11 L56A 0.9
12 RS7A 0.7
13 R58A 0.8
14 T62A 1.3
15 Q64A 1.3
16 H65A 1.2
17 Q66A 0.9
18 P6TA 1.1
19 D68A 0.9
20 A73S 0.8

[0608] 21 A748 0.9
22 A758 0.9
23 P76A 0.9
24 G77A 1.0
25 H78A 0.8
26 P79A 0.8
27 L80A 0.7
28 ARIS 0.7
29 P82A 0.9
30 G83A 1.0
31 PR4A 0.6
32 H85A 14.1
33 PR6A 2.7
34 A87S
33 ASSS ‘
36 PR9A 142 0.8 0.8 0.9
37 S90A 0.6 0.9 0.8 0.9 1.0
38 SO1A 5.3 0.7 0.7 0.8 2.2
39 W92A 3.6 1.0 1.1
40 G93A 7.1 11.6 0.8 1.0 6.2
41 PO4A 0.8 0.6 0.7 0.8
42 R95A 3.7 1.9 0.6 0.7 1.9
43 P96A 1.4 0.6 0.7
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[0609]

[0610]

[0611]

FT MEAFIPILAG - SPUIRI 2%

{REREE I bAI] Ru

56

51/62 T

44 RO7A 0.9 0.9
45 ROSA 1.6 0.9
46 Y99A 4.1 1.0
47 T100A 3.9 1.2
48 VIOIA 35 1.0
49 G105A 11 1.0
50 P106A 27 1.0
51 GI07A 2.1 ; 0.8
52 G108A 1.0 0.3 0.4 0.5 0.9
53 L109A 11
54 RI10A 0.9
55 SITIA 1.0
56 GI12A 1.0
57 RI13A 0.6
58 PI15A 1.0
59 QII7A 0.8
60 P11SA 0.7
61 RI19A 32
62 QI21A 0.9
63 DI23A 1.0
64 E124A 1.8
65 RI25A 0.9
66 GI126A 0.9
67 RI27A 0.6
68 QI128A 0.7
69 R129A 3.0
70 GI130A 44
71 DI3IA 42
72 SI33A 23
73 RI37A 36
74 P138A 27
75 RI41A 0.7
76 DI43A 3.8
77 RI48A 29
78 RI54A 0.8 ] ] .
79 S159A 0.7 0.9 0.3 0.7 0.8
80 R163A 2.5 H 0.6 1.0

< 5% Kpik#®

HRE

> 5f% Kpit %

HRE

REE

AR
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[0612]

[0613]
[0614]

52/62 Ti
Pk e | BHERA SERARE
78-105
15532 2D H85. P86. A87. P89, S91. W92. G93
123-131
A40. Q41. P43. P46, P49. D52
23-30 T62. Q64. H65. Q66. P67. D68
40-66 _ _
_ G93. P94. P96. R98. Y99, T100. VIOl. P106. G107
15431 4 88-105
R119. E124
123-137
4815 R129. G130, DI31. S133. RI137. PI38.
D143, R148. R163
A40. Q41. P43. P46. P49. D52
Sk T62. Q64. H65. Q66. P67. D68
40-66
P96. Y99. T100. V101. P106. G107
15572 3 98-105 Rl Ela
118-137 ’
48161 R129. G130, DI31. SI33. R137. PI38.
D143, R148. R163
15011 | 98-105 G107, L109. R110. SI11
B5F7-Lagds | o 78-97 H85. A87. P89. W92. GO3
3t y] ' ’ ' '

8. =T VH VL HCHILCHDNARIER - B AfRSEQ 1D NO

SEQ ID NO

5l

15646 54 P 2715 (VH) DNAJT- 41

156465254 1253 (VL) DNAFFE 4]

15646

VHE [ 57774

15646

VLE [ 5174

15532

VH DNAJF41]

15532

VL DNAJF4]

15532

VHE [ 51774

15532

VLE [ 5174

O |0 ([N DN+

15723

VH DNAJF41]

—
S

15723

VL DNAJF4]

—_
—_

15723

VHE [ 57774

—_
\\)

15723

VLE [ 5174

—_
w

15595

VH DNAJF41]

,_
S

15595

VL DNAJF4]

—_
(@]

15595

VHE [ 51774

—
>»

15595

VLE [ 5174

—
-

15431

VH DNAJF41]

—
oo

15431

VL DNAJF4]
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19 15431 VH&E A 74
20 15431 VL&A T4
21 15572 VH DNAJF 4]
22 15572 VL DNAJF 4]
23 15572 VHE&E A FUF 4
24 15572 VLE A FUFA
25 15011 VH DNAJFZHI
26 15011 VL DNAFF4I]
27 15011 VH& A T4
28 15011 VL& A T4
29 IgG,-LALAHgE (HC) JH X DNAJT- ]
30 1gG, -LALAE g (HO) T X 85 A B4
31 Tg\i25k (LC) 1HE X DNAJT )
32 Ighisik (LC) THAE X & 574
33 Tgkgk (KC) THAE X DNAF 4]
34 LgksE (KC) THAE X & 574

[0615]

[0616]

[0617]

[0618]

9. BILAG- 3P VHAIVLIK I DNAFIZE (4 5T - 41 LA S H-CDR1 - 3F1IL - CDR1 - 354 FL iR
FAIISEQ ID NO

VH VL
otk [\;[-II\IA} (\]f)LNA) (BH|(Bn :l(.D :;D 3H CDR ll_ CDR 12_ CDR ]; CDR
o i) Ji1)
15646 |1 2 3 4 35 36 37 38 39 40
15532 |5 6 7 8 41 42 43 44 45 40
15723 | 9 10 11 12 35 42 46 44 47 40
15595 | 13 14 15 16 48 49 50 51 47 52
15431 | 17 18 19 20 53 54 55 44 45 40
15572 | 21 22 23 24 56 57 58 59 60 61
15011 | 25 26 27 28 62 63 64 65 66 67

10 HTLAG-3HTARIY FANIE X (CDR) FHOMT FI A Bl FUA R A 38 SR R R

gg IGHV#[EA | H-CDRI1 H-CDR2 H-CDR3 21;330 %
15646 | IGHV4-34 | GGSFSGYY INHRGST CTRGEEWESLFFDYW 35-37

15532 | IGHV4-34 | GESFSGYY INHSGST CARGWDLLDWNDYWNEYW | 41-43

15723 | IGHV4-34 GGSFSGYY INHSGST CARGEDWGESFFDYW 35, 42, 46
15595 | IGHV1-24 | GYSLTEIS FDPEDGET CATGGWGPNWFEDPW 48-50

15431 | IGHV6-1 GDSVSSNSA | TYYRSKW CARDDDWNDFDYW 53-55
15572 | IGHV4-39 | GDSISSSSYY | IFYSGNT CAREDDFLTDYYGAFDIW 56-58

15011 | IGHV3-23* | GFDFRSYA INGEVGGSNT | CVKGAGACGICNDDIDAW 62-64
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e IGKVZ#E | L-CDR1 L-CDR2 | L-CDR3 SEQ ID NO
15646 | IGKV3-11 | QSISSY GAS CQQRSNWPLTF 38-40
15532 | IGKV3-11 | QSVSSY DAS CQQRSNWPLTF 44, 45, 40

[0619] 15723 | IGKV3-11 | QSVSSY AAS CQQRSNWPLTF 44, 47, 40
15595 | IGKVI1-12 | QGISSW AAS CQQANSFPFTF 51, 47, 52
15431 | IGKV3-11 | QSVSSY DAS CQQRSNWPLTF 44, 45, 40
15572 | IGKV1-5 QSISSW KAS CQQYNSYLTF 59-61
15011 | IGLV3-19% | GSYAGSY | DND CGSTNDNDDGGLF 65-67

[0620] T AJfb 2 ZLA, 2 WS TE1012
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ERIES
VH il VL ) DNA F15 (4 5 551

SEQIDNO: 1 (15646 VH DNAJF%1)

CAGGTGCAGCTGCAGCAGTGGGGTGCCGGTCTGCTGAAGCCTTCTGAAACTCTGTCTCTGACTT
GTGCCGTCTATGGTGGATCATTCAGCGGCTACTATTGGTCCTGGATCAGGCAGCCCCCTGGCAAGGG
CCTGGAGTGGATCGGCGAGATCAACCACCGGGGCTCTACCAACTACAATCCCTCTCTGAAGAGCAG
GGTGACCATCTCCGTGGACACATCTAAGAATCAGTTCAGCCTGAAGCTGAGCTCCGTGACCGCCGCT
GATACAGCCGTGTACTATTGCACAAGGGGGGAGGAATGGGAGTCACTGTTCTTTGATTACTGGGGGC
AGGGGACACTGGTCACAGTCTCGAGT

SEQ ID NO: 2 (15646 VL DNAF%1))

GAAATCGTCCTGACCCAGTCCCCCGCCACCCTGAGCCTGAGCCCCGGAGAAAGAGCCACCCTGT
CCTGCCGAGCAAGCCAGTCCATCAGCTCCTATCTCGCCTGGTATCAGCAGAAACCAGGCCAGGCTCC
CCGGCTGCTGATCTACGGCGCCTCCAACAGAGCTACAGGAATCCCAGCCCGCTTCAGCGGCTCCGGC
TCTGGCACAGACTTTACCCTGACAATCTCTAGCCTGGAGCCTGAGGATTTCGCCGTGTACTATTGCCA
GCAGAGATCTAATTGGCCACTGACATTCGGCGGCGGCACACGGGTGGAGATCAAG

SEQ ID NO: 3 (15646 VH [ 7 741
QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGEINHRGSTNYNPSLKSR
VTISVDTSKNQFSLKLSSVTAADTAVYYCTRGEEWESLFFDYWGQGTLVTVSS

SEQIDNO: 4 (15646 VLI i FF41)

EIVLTQSPATLSLSPGERATLSCRASQSISSYLAWYQQKPGQAPRLLIYGASNRATGIPARFSGSGSGT
DFTLTISSLEPEDFAVYYCQQRSNWPLTFGGGTRVEIK

SEQ ID NO: 5 (15532 VH DNAJF%1)

CAGGTTCAGCTGCAGCAGTGGGGCGCCGGCCTGCTGAGACCAAGCGAGACCCTGTCCCTGACA
TGCGCCGTGTATGGCGAGAGCTTCTCCGGCTATTACTGGAACTGGATCCGGCAGCCTCCCGGCAAGG
GCCTGGAGTGGATCGGCGAGATCAATCACTCCGGCTCCACCAATTACAACCCATCCCTGAAGTCTCG
GGTGACAATCAGCGTGGATACAAGCAAGACCCAGTTCAGCCTGAAGCTGAGCTCCGTGACAGCTGC
CGATACCGCCGTGTATTACTGCGCCAGAGGCTGGGACCTGCTGGATTGGAATGACTACTGGAATGAG
TACTGGGGCCAGGGGACCCTGGTGACCGTCTCGAGT

SEQ ID NO: 6 (15532 VL DNAJF41)

GAGATCGTGCTGACCCAGTCCCCTGCCACCCTGTCTCTGTCCCCTGGCGAGCGGGCCACCCTGT
CCTGTAGAGCTTCTCAGTCCGTGTCTTCCTACCTGGCTTGGTACCAGCAGAAGCCAGGACAGGCCCC
AAGACTGCTGATCTATGACGCTTCCAATCGGGCTACCGGCATCCCAGCTCGCTTTAGCGGCTCCGGC
TCCGGCACCGACTTCACCCTGACAATCAGCTCCCTGGAGCCAGAGGATTTTGCCGTGTATTACTGTC
AGCAGAGGTCCAATTGGCCACTGACATTTGGCGGCGGCACAAAGGTTGAGATCAAG

SEQID NO: 7 (15532 VHIE A 741>

QVQLQOQWGAGLLRPSETLSLTCAVYGESFSGYYWNWIRQPPGKGLEWIGEINHSGSTNYNPSLKSR
VTISVDTSKTQFSLKLSSVTAADTAVYYCARGWDLLDWNDYWNEYWGQGTLVTVSS
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[0622]

SEQ ID NO: 8 (15532 VLR AR F4])

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCQQRSNWPLTFGGGTKVEIK

SEQ ID NO: 9 (15723 VH DNAJF %)

CAGGTTCAGCTGCAGCAGTGGGGCGCTGGCCTGCTGAAGCCCTCTGAGACCCTGTCTCTGACCT
GTGCCGTGTATGGCGGCAGCTTCTCCGGCTATTACTGGAACTGGATCCGCCAGCCCCCCGGCAAGGG
CCTGGAGTGGATCGGCGAGATCAACCACTCCGGCTCTACCAACTACAATCCTTCTCTGAAGTCCAGG
GTGACAATCAGCGTGGACACCAGCAAGAACCAGTTTAGCCTGAAGCTGTCCAGCGTGACAGCTGCC
GATACAGCCGTGTATTACTGCGCCAGAGGCGAGGATTGGGGCGAGAGCTTCTTTGATTACTGGGGCC
AGGGGACCCTGGTGACCGTCTCGAGT

SEQ ID NO: 10 (15723 VL DNAJF 1)

GAGATCGTGCTGACCCAGTCCCCTGCCACCCTGTCTCTGTCCCCTGGCGAGCGGGCCACCCTGA
GCTGTCGGGCCTCCCAGTCCGTGAGCTCCTACCTGGCTTGGTATCAGCAGAAGCCAGGACAGGCCCC
AAGACTGCTGATCTACGCCGCTTCCAATCGGGCCACCGGCATCCCCGCCAGATTTTCCGGCTCTGGC
TCCGGCACCGATTTCACCCTGACAATCAGCTCCCTGGAGCCAGAGGACTTCGCCGTGTACTACTGCC
AGCAGAGGTCTAATTGGCCACTGACATTTGGCGGCGGCACCAAGGTTGAGATCAAG

SEQ IDNO: 11 (15723 VHER A F))
QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWNWIRQPPGKGLEWIGEINHSGSTNYNPSLKSR
VTISVDTSKNQFSLKLSSVTAADTAVYYCARGEDWGESFFDYWGQGTLVTVSS

SEQ ID NO: 12 (15723 VLE A FH))
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYAASNRATGIPARFSGSGSG
TDEFTLTISSLEPEDFAVYYCQQRSNWPLTFGGGTKVEIK

SEQ ID NO: 13 (15595 VH DNA-%1)

CAGGTTCAGCTGGTGCAGTCCGGCGCTGAGGTGAAGAAGCCTGGAGCTTCTGTGAAGGTTTCCT
GTAAGGTTTCCGGCTATAGCCTGACCGAGATCTCTATGCACTGGGTACGGCAAGCCCCCGGCAAGGG
CCTGGAGTGGATGGGCGGCTTTGACCCAGAGGATGGCGAGACCATCTACGCTCAGAGGTTTCAGGG
GCGCGTGATCATGACCGAGGATACCAGCACCGATACCGCCTACATGGAGCTGTCCAGCCTGAGATC
CGAGGATACCGCCGTGTATTACTGCGCTACTGGTGGCTGGGGCCCCAATTGGTTCGATCCTTGGGGC
CAGGGGACCCTGGTGACCGTCTCGAGT

SEQ ID NO: 14 (15595 VL DNAF-41)

GACATCCAGATGACACAGTCTCCTTCCTCTGTGAGCGCCTCTGTGGGCGACCGCGTGACCATCA
CATGCCGCGCTTCCCAGGGGATCTCTTCCTGGCTGGCTTGGTACCAGCAGAAGCCCGGCAAGGCCCC
CAAGCTGCTGATCTATGCTGCCAGCAGCCTGCAGTCCGGCGTGCCTTCCAGGTTTAGCGGCTCCGGC
TCCGGCACCGACTTTACACTGACAATCAGCTCCCTGCAGCCCGAGGATTTTGCCACCTATTACTGTCA
GCAGGCGAATTCCTTCCCTTTTACATTCGGCCCTGGCACCAAGGTTGATATCAAG

SEQ ID NO: 15 (15595 VHE H i F41)

QVQLVQSGAEVKKPGASVKVSCKVSGYSLTEISMHWVRQAPGKGLEWMGGFDPEDGETTY AQRFQ
GRVIMTEDTSTDTAYMELSSLRSEDTAVYYCATGGWGPNWFDPWGQGTLVTVSS
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SEQ ID NO: 16 (15595 VLEH T4
DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWY QQKPGKAPKLLIYAASSLQSGVPSRFSGSGSG
TDFTLTISSLQPEDFATYYCQQANSFPFTFGPGTKVDIK

SEQ ID NO: 17 (15431 VH DNAJF41)

CAGGTTCAGCTGCAGCAGTCCGGCCCCGGCCTGGTGAAGCCAAGCCAGACCCTGTCTCTGACAT
GCGCCATCTCCGGCGACAGCGTGTCCTCTAACTCCGCCGCTTGGAATTGGATCCGGCAGTCTCCATC
CAGAGGCCTGGAGTGGCTGGGCAGAACCTATTACCGGTCCAAGTGGTACAACGATTATGCCGTGTCC
GTGAAGAGCAGAATCACCATCAACCCTGATACCAGCAAGAACCAGTTCAGCCTGCAGCTGAATTCC
GTGACCCCAGAGGATACAGCCGTGTATTACTGTGCTAGGGACGATGATTGGAATGACTTCGATTACT
GGGGCCAGGGGACCCTGGTGACAGTCTCGAGT

SEQ ID NO: 18 (15431 VL DNAJF41])

GAGATCGTGCTGACCCAGTCCCCAGCTACACTGTCCCTGTCTCCCGGCGAGCGGGCCACCCTGA
GCTGTAGAGCTTCCCAGTCCGTGTCTTCCTATCTGGCTTGGTATCAGCAGAAGCCAGGACAGGCCCC
AAGGCTGCTGATCTACGACGCCTCCAATAGAGCCACCGGCATCCCAGCTAGATTTTCTGGCTCCGGC
TCCGGCACCGATTTCACACTGACCATCTCTAGCCTGGAGCCAGAGGATTTTGCTGTATATTACTGCCA
GCAGCGCAGCAACTGGCCCCTGACATTTGGCGGCGGCACCAAGGTTGAGATCAAG

SEQ ID NO: 19 (15431 VHE i 741
QVQLQQSGPGLVKPSQTLSLTCAISGDSVSSNSAAWNWIRQSPSRGLEWLGRTYYRSKWYNDYAVS
VKSRITINPDTSKNQFSLQLNSVTPEDTAVYYCARDDDWNDFDYWGQGTLVTVSS

SEQ ID NO: 20 (15431 VLEAF4))
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCQQRSNWPLTFGGGTKVEIK

SEQ ID NO: 21 (15572 VH DNAJF41)

CAGCTGCAGCTGCAGGAAAGCGGCCCCGGCCTGGTGAAGCCCTCTGAGACCCTGTCCCTGACAT
GCACCGTGAGCGGCGATTCCATCAGCTCTTCCAGCTATTACTGGGGCTGGATCCGGCAGCCCCCCGG
CAAGGGCCTGGAGTGGATCGGCAGCATCTTCTACTCCGGCAATACATATTATAATCCTTCTCTGAAG
AGCAGGGTGACAATCAGCGTGGATACCTCCAAGAATCAGTTTAGCCTGAAGCTGAGCTCCGTGACA
GCTGCCGATACAGCCGTGTATTACTGCGCTAGGGAGGACGATTTTCTGACCGATTATTACGGCGCTT
TCGACATCTGGGGCCAGGGGACAATGGTGACAGTCTCGAGT

SEQ ID NO: 22 (15572 VL DNAJF#1)

GATATCCAGATGACCCAGTCTCCAAGCACCCTGAGCGCCTCTGTGGGCGATCGGGTGACCATCA
CATGTCGGGCTTCTCAGTCCATCAGCAGCTGGCTGGCTTGGTATCAGCAGAAGCCCGGCAAGGCCCC
AAAGCTGCTGATCTACAAGGCCTCTTCCAGCGAGAGCGGCGTGCCATCCAGGTTTAGCGGCTCCGGC
TCCGGCACCGAGTTTACCCTGACCATCTCTTCCCTGCAGCCCGATGACTTTGCCACCTACTACTGTCA
GCAGTACAATTCCTATCTGACATTCGGCGGCGGCACCAAGGTTGAGATCAAG

SEQ IDNO: 23 (15572 VHERHA T
QLQLQESGPGLVKPSETLSLTCTVSGDSISSSSYYWGWIRQPPGKGLEWIGSIFYSGNTYYNPSLKSR
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VTISVDTSKNQFSLKLSSVTAADTAVYYCAREDDFLTDYYGAFDIWGQGTMVTVSS

SEQ ID NO: 24 (15572 VL& HJHEFE4))
DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWY QQKPGKAPKLLIYKASSSESGVPSRFSGSGSG
TEFTLTISSLQPDDFATYYCQQYNSYLTFGGGTKVEIK

SEQ IDNO: 25 (15011 VH DNAJF41)

GAGGTGCAGCTGCTGGAATCCGGAGGAGGACTGGTCCAGCCAGGTGGATCCCTGCGACTGAGC
TGCGCCGCTTCTGGCTTCGACTTTAGAAGCTACGCAATGATGTGGGTCCGCCAGGCACCAGGAAAGG
GACTGGAGTGGGTGGGAGGGATCAACGGTGAAGTCGGTGGCTCTAATACATACTATGCACCTGCCG
TCAAGGGAAGGGCTACTATTAGTCGGGACAACTCAAAAAATACCCTGTATCTGCAAATGAACAGTC
TGAGGGCCGAGGATACCGCCGTGTACTATTGCGTGAAAGGTGCTGGCGCATGCGGCATCTGTAATG
ACGATATTGATGCATGGGGACAGGGGACCCTGGTGACAGTCTCGAGT

SEQ IDNO: 26 (15011 VL DNAJF%1)

AGTTATGAGCTGACTCAGGACCCAGCAGTGTCAGTCGCCCTGGGCCAGACAGTGAGAATCACTT
GCAGTGGGGCTGGTTCATATGCAGGCTCCTACTATTACGGATGGCACCAGCAGAAGCCCGGACAGG
CACCTGTGACAGTCATCTACGACAACGATAAAAGGCCAAGCAATATTCCCGACCGGTTCTCTGGGTC
CAGCTCTGGTAACACCGCCTCCCTGACCATTACTGGGGCCCAGGCTGAGGACGAAGCTGATTATTAC
TGTGGCTCTACAAACGATAATGACGATGGCGGACTGTTTGGCTCCGGAACTAAGGTCACCGTCCTA

SEQ ID NO: 27 (15011 VHE FJAF51)
EVQLLESGGGLVQPGGSLRLSCAASGFDFRSYAMMWVRQAPGKGLEWVGGINGEVGGSNTYYAP
AVKGRATISRDNSKNTLYLQMNSLRAEDTAVYYCVKGAGACGICNDDIDAWGQGTLVTVSS

SEQ ID NO: 28 (15011 VLE& [AHEF51)
SYELTQDPAVSVALGQTVRITCSGAGSYAGSYYYGWHQQKPGQAPVTVIYDNDKRPSNIPDRFSGS
SSGNTASLTITGAQAEDEADYYCGSTNDNDDGGLFGSGTKVTVL

{8 5 X DNAFIE H 15551

SEQ ID NO: 29 (IgHCHH %E [XDNAJTF41)

GCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCA
CAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGG
CGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGC
AGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGC
CCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCAC
CGTGCCCAGCACCTGAAGCCGCCGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACAC
CCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAG
GTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAG
CAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAG
CCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGA
ACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGA
GCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTT
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CCTCTATAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTG
ATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCCCCGGGTAAA

SEQ ID NO: 30 (IgHCHEE X & [ F 1)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 31 (IgLCfH%E [XDNAF41)

GGCCAGCCCAAGGCCAACCCCACTGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTCCAAGCCA
ACAAGGCCACACTAGTGTGTCTGATCAGTGACTTCTACCCGGGAGCTGTGACAGTGGCCTGGAAGGC
AGATGGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCAAACCCTCCAAACAGAGCAACAACAAGT
ACGCGGCCAGCAGCTACCTGAGCCTGACGCCCGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCC
AGGTCACGCATGAAGGGAGCACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

SEQ ID NO: 32 (IgLCHH5E X 8 [ i /751
GQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADGSPVKAGVETTKPSKQSNNKY
AASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

SEQ ID NO: 33 (IgKCfaE [XDNAFF1)

CGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAAC
TGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGAT
AACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTAC
AGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAA
GTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

SEQ ID NO: 34 (IgKCHasE X B EH i FF1)

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 35 (15646/15723 H-CDR1)
GGSFSGYY

SEQ ID NO: 36 (15646 H-CDR2)
INHRGST

SEQ ID NO: 37 (15646 H-CDR3)
CTRGEEWESLFFDYW

SEQ ID NO: 38 (15646 L-CDR1)
QSISSY

SEQ ID NO: 39 (15646 L-CDR2)
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GAS

SEQ ID NO: 40 (15646/15532/15723/15431 L-CDR3)
CQQRSNWPLTF

SEQ ID NO: 41 (15532 H-CDR1)
GESFSGYY

SEQ ID NO: 42 (15532/15723 H-CDR2)
INHSGST

SEQ ID NO: 43 (15532 H-CDR3)
CARGWDLLDWNDYWNEYW

SEQ ID NO: 44 (15532/15723/15431 L-CDR1)
QSVSSY

SEQ ID NO: 45 (15532/15431 L-CDR2)
DAS

SEQ ID NO: 46 (15723 H-CDR3)
CARGEDWGESFFDYW

SEQ ID NO: 47 (15723/15595 L-CDR2)
AAS

SEQ ID NO: 48 (15595 H-CDR1)
GYSLTEIS

SEQ ID NO: 49 (15595 H-CDR2)
FDPEDGET

SEQ ID NO: 50 (15595 H-CDR3)
CATGGWGPNWFDPW

SEQ ID NO: 51 (15595 L-CDR1)
QGISSW

SEQ ID NO: 52 (15595 L-CDR3)
CQQANSFPFTF

SEQ ID NO: 53 (15431 H-CDR1)
GDSVSSNSA

SEQ ID NOQ: 54 (15431 H-CDR2)
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TYYRSKW

SEQ ID NO: 55 (15431 H-CDR3)
CARDDDWNDEFDYW

SEQ ID NO: 56 (15572 H-CDR1)
GDSISSSSYY

SEQ ID NO: 57 (15572 H-CDR2)
IFYSGNT

SEQ ID NO: 58 (15572 H-CDR3)
CAREDDFLTDYYGAFDIW

SEQ ID NO: 59 (15572 L-CDR1)
QSISSW

SEQ ID NO: 60 (15572 L-CDR2)
KAS

SEQ ID NO: 61 (15572 L-CDR3)
CQQYNSYLTF

SEQ IDNO: 62 (15011 H-CDR1)
GFDFRSYA

SEQ ID NO: 63 (15011 H-CDR2)
INGEVGGSNT

SEQ ID NO: 64 (15011 H-CDR3)
CVKGAGACGICNDDIDAW

SEQ ID NO: 65 (15011 L-CDR1)
GSYAGSY

SEQ ID NO: 66 (15011 L-CDR2)
DND

SEQ ID NO: 67 (15011 L-CDR3)
CGSTNDNDDGGLF

SEQ ID NO: 68 (A5 LAG-3)

MWEAQFLGLLFLQPLWVAPVKPLQPGAEVPVVWAQEGAPAQLPCSPTIPLQDLSLLRRAGVTWQH

66
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FRNRGQGRVPVRESPHHHLAESFLFLPQVSPMDSGPWGCILTYRDGFNVSIMYNLTVLGLEPPTPLTVYA
GAGSRVGLPCRLPAGVGTRSFLTAKWTPPGGGPDLLVTGDNGDFTLRLEDVSQAQAGTYTCHIHLQEQQ
LNATVTLAINTVTPKSFGSPGSLGKLLCEVTPVSGQERFVWSSLDTPSQRSFSGPWLEAQEAQLLSQPWQC
QLYQGERLLGAAVYFTELSSPGAQRSGRAPGALPAGHLLLFLILGVLSLLLLVTGAFGFHLWRRQWRPR
RFSALEQGIHPPQAQSKIEELEQEPEPEPEPEPEPEPEPEPEQL

SEQ ID NO: 69 (fri#f LAG-3)

MWEAQFLGLLFLQPLWVAPVKPPQPGAEISVVWAQEGAPAQLPCSPTIPLQDLSLLRRAGVTWQHQ
PDSGPPAXAPGHPPVPGHRPAAPYSWGPRPRRYTVLSVGPGGLRSGRLPLQPRVQLDERGRQRGDFSLW
LRPARRADAGEYRATVHLRDRALSCRLRLRVGQASMTASPPGSLRTSDWVILNCSFSRPDRPASVHWFR
SRGQGRVPVQGSPHHHLAESFLFLPHVGPMDSGLWGCILTYRDGFNVSIMYNLTVLGLEPATPLTVYAG
AGSRVELPCRLPPAVGTQSFLTAKWAPPGGGPDLLVAGDNGDFTLRLEDVSQAQAGTYICHIRLQGQQL
NATVTLAITVTPKSFGSPGSLGKLLCEVTPASGQEHFVWSPLNTPSQRSFSGPWLEAQEAQLLSQPWQCQ
LHQGERLLGAAVYFTELSSPGAQRSGRAPGALRAGHLPLFLILGVLFLLLLVTGAFGFHLWRRQWRPRRF
SALEQGIHPPQAQSKIEELEQEPELEPEPELERELGPEPEPGPEPEPEQL

SEQ ID NO: 70 (Kl LAG-3)

MRQDLFLDLLLLQLLWEAPVVSSGPGKELSVVWAQEGAPVHLPCSLEFPHLDPNFLRRGWVTWQH
RPDSDQPASIPALDLLQGMPSTRRHPPHRY TVLSVAPGGLRSGRQPLLSHVQLEKRGPQRGDFSLWLRPA
TRKDAGEYHAFVRLPDRDFSCSLRLRVGQASMIASPPGTLKPSDW VILNCSFSRPDRPVSVHWFQGQSRV
PVHNSPRHYLAESFLLLPQVSPLDSGTWGCVLTYRDGFNVSITYNLKVQGLEPVAPLTVYAAEGSRVELP
CHLPPVVGTPSLLIAKWTPPGGGPELPVTGKSGNFTLQLENVGRAQAGTYTCSIHLQGRQLSAAVTLAVI
TVTPKSFGLPGSPQKLLCEVVPASGEGRFVWRPLSDLSRSSLGPVLELQEAKLLAEQWQCQLYEGQKLLG
ATVYTAESSSGAWSAKRISGDLKGGHLFLSLILGALALFLLVTGAFGFHLWRRQLLRRRFSALEHGIRPPP
VQSKIEELEREPETEMEPETEPDPEPQPEPELEPESRQL

SEQ IDNO: 71 (R LAG-3)

MWEVQFLVLLLLQLLWVAPVAAPGSGTEVQVVWAQEGAPVQLPCSPTIPLQDVSLLRNAGVTWY
HLPESGPAAPALSLRPAAPSARGPGPRSY VVLMRAPGGLRSGLVPTVNALALNSPGPTRFSLALQTVISLP
HSWLFPGPSSLPGQPLASCWPSPHVGVGCVCEHPPFIHLTLLPARQSPLLFLLPSLQPQCSASLYLSLSAST
LASSFPGLEPSGPLTVY TGAGSRVGLPCRLPPGVGTQSFLTAKWTPPGGGPDLLVAGDDGNFTLQLEVVN
QAQAGTYTCHIHLQGQQLSTTVTLAVITVTPKSSGLPGNLRKLLCEVTPASGQERFVWSPLDKQSWRGSP
GPCLEMQETRLLSQPWQCHVYQAERLLGTAVYLIDPAGPGAQRSGRAQGVLKTGHLSLLLILGILFLLLL
MTGAFGFQLWRRQWRPRRFSALELGTHPPQAQSKIGELEQEPELELEPEPELEPEPEPE

SEQ IDNO: 72 (/M LAG-3)

MREDLLLGFLLLGLLWEAPVVSSGPGKELPVVWAQEGAPVHLPCSLKSPNLDPNFLRRGGVIWQHQ
PDSGQPTPIPALDLHQGMPSPRQPAPGRYTVLSVAPGGLRSGRQPLHPHVQLEERGLQRGDFSLWLRPAL
RTDAGEYHATVRLPNRALSCSLRLRVGQASMIASPSGVLKLSDWVLLNCSFSRPDRPVSVHWFQGQNRV
PVYNSPRHFLAETFLLLPQVSPLDSGTWGCVLTYRDGFNVSITYNLKVLGLEPVAPLTVYAAEGSRVELP
CHLPPGVGTPSLLIAKWTPPGGGPELPVAGKSGNFTLHLEAVGLAQAGTYTCSIHLQGQQLNATVTLAVI
TVTPKSFGLPGSRGKLLCEVTPASGKERFVWRPLNNLSRSCPGPVLEIQEARLLAERWQCQLYEGQRLLG
ATVYAAESSSGAHSARRISGDLKGGHLVLVLILGALSLFLLVAGAFGFHWWRKQLLLRRFSALEHGIQPF
PAQRKIEELERELETEMGQEPEPEPEPQLEPEPRQL
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