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L. — Mg B HETE E X, A 75 AN 21 C i I 7 32 422 (1) CHL 285 Ry 33k L &80 [X. L CH2 45 e 33 A
CH3&E M8, FAFAEAE T, FTIRCHI 25 M3 RN 48 B [X 11 17 71 2 N 1g G211 CHI &5 R 3 AN B [X (1)
FF 31, FITid CH2 45 Ry 3 RICH3 45 Ry 3 ) P 410 2 -

N TgG11)CH2 25 #a) 38 A CH3 45 R 3801 7 31,  H i ik CH2 &5 M4 380 I CH3 45 M 3 N A &5
G237D.P238D.P271GHIA330RK AL ; BL F 72

N TgG 11 CH2 25 #a 38 A CH3 45 R 380 1 7 3],  H i ik CH2 &5 M4 380 I CH3 45 M 3 N A &5
G237D.P238D.H268D P27 1GAIA330RZRAR ; Bl # &

N TgG21) CH2 25 14 35 A CH3 45 R 3801 7 3], H BT ik CH2 &5 M4 380 FH CH3 45 A4 3 N A, &5
S26TEAIL328F28AF ; Bl & f&

N TgG21) CH2 25 14 35 A CH3 45 #3801 7 3], H i ik CH2 &5 M4 380 FH CH3 45 A4 3 N A &5
H268D P27 1GRAE

It H ik CH2 45 ¥4 33 A CH3 45 R 38 1) e 21 s A5 i A4 B 18 8 X 5 A\ Fe y RIIBISE A )
ST T A1gGl 5 AFe v RIIBISEAR 7, Frid Hifk B AR 1H 2 X I/At{E & T aim T A
TgG1)T/AHAE

2. WRIEBOFIE R 1R B P4k EEEEE X, HARFEAE T« Frid $ifk S5 1H 2 X B A W
SEQ ID NO:115#SEQ ID NO:128¢#SEQ ID NO: 138k SEQ ID NO: 14F17R M1 31 o

3. —FhEh A EEE, HAHELE T, A BURIZE R 1 - 24T — BT i iy oA s 4 1E 5 X LA AL T
FIr iR Bt A% B A 1 5 DX N A/ B Coi R 70 i 45 5 AL

4. WIRRIELR3AT IR B A 2 O, HAFELE T, Frid § 5 &5 A A ik B TPk s
gh & FrBtiadnectin, GRRPUAR PR SERA af filin SRR BESE A X 40 M RG B
T BCAA B 20 R BB A R AR R

5. WA ERSFTIA IR A B, HASAEAE T, Frid P R 45 SR HON 9K Tk

6. AR ZR 3P A il & B 1 FURHELE T, Frid PR 45 & OB, Brid Bo Ak N
T IL RN T, B il S 2 I 1 ¥k T-CD80.CD86 . ICOSL,0X40L.CD137LCD40L.
CD30L.CD27L.CD244.CD150.CD48.CD84.CD319.Ly118.CD2295,SLAMFS 1 ) 4T & — Fil1 o

T ANBUR LR 3P IR Bl G i ), HARHEAE T, Frid $i )5 45 S B pr it ) () b i e B T
CD40.DR5.0X40.CD137.CD27.CD30.GITR HVEM. TACT .DRABKFASH1 fR)4F 2 — .,

8. UNALFI EL R 3P IR () Al A B 1, FLARAETE T, A Pt i 25 A B e B 88 1) 1 e )i
CD40.

9. UNBURI LR 3P A Bl & E , HARHEAE T, Frid $i 5 45 & B pr it ) () il e B T
PD-1.CTLA-4.VISTA.TIM-3.BTLAEELAG- 3 f{fE 25— Fbr.

10. AR ZER ST IR A& 8 1, FAFAEAE T, BT P 45 S A HONBCAR , FriR B
T B AN VEBCAR 73 1, Frid S i) 14 Bc 44 4 1% 5 T-PD-L1,PD-L2,B7-H3,B7-H4,CD47,
VISTA, HVEMERGALOH fR)fF 25— Fih.

11—k, A FERCRIE SR 1 - 24F— Pk R Pk B A E E X .

12 AUREE R VLR i, HARFEAE T, BT il iR N sl 2 hiak .

13. WAUREE R L iR A, HARFEAE T, BT il $iAR N 1gG.

14 BRI ZR LT IR B Al , FARHIEAE T, Bk B o NPk el 2 NI Hiid g
AL,
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15 BRI ZE SR 1Tl () ol , FRFAEAE T, Frid o4 B I 1) (1) Bt Ji 3% H T-CD40 . DR5
0X40.CD137.CD27.CD30GITRHVEM. TACI .DR4BEFASH [’I4F & —F,

16. GBCR B SR 1L AT Pk, FARFAELE T, BT S4B 1 (9 40 s 2 CD40

17. BRI ZER 16 TR PR , FLRFAEZE T, BT iR PuAk i #2585 R AASEQ 1D NO:47FR
()41, P oA i) B 5% B SEQ 1D NO: 278K SEQ ID NO: 437~ F4 .

18. AnBCR B SR 11 AT P, FARFAELE T, BT i S4B 1) (9 40 S5 ADR5 .«

19. GnARI B SR 1T LFT R (P, LR AELE T, B oA B 0 1) (49 e i A 9 928 100 i 14 52 A
ST, 35 BT IR G s 30 1 52 Ak 4 7k T-PD-1.CTLA-4 . VISTATIM- 3. BTLABELAG- 391 (¥
EE—F.

20 . QAR EE R 3 - 84T — BT iR B il - 2 1 B0 AR RSk 11 - 18T — BT I P AR 72 il & Bt
FE 2 R o

21. — M HTIRIT MR IR R I AH &), B 5

a) Y6 IT A RO R BRI ZE 3K 3 - 84T — AT IR B i 8 (A B BRI B2 SR 11 - 184E— Pl 1)
Popk, LK

b) #j % AT RS 1) 25 A AR

22 . QAR SR 8 B ik 11 il & i 1 B BRI B3R 16 - 1 T4T — BT I 1 oA FH AR 988 1 42 77101
Hi&.

23, —PEHAEY), 85

a) M6 97 A RO B BRI R 8T IR I il A £ 1 B AR 223K 16 - LTAE— Frik M Hi A4, LA

&
b) FEH o
24 . WTBUR)EE SR 23 B ik (1) 92 15 20 & WA i) £ T T Tl A/ s6 97 Isg e 25w i) F i
25 WL R ZESR 9 - 104F — Frid fil - 2 11 BB B2 3R 19 B (1) B A7 A 1) 4 ok 68 48 R/
B B & R 25 B R
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e MR E IR BRI EEX FT

BRARGE

(00011 AR WII Je 2E W ihil 243 AU8sk » o5 )8 8 B — o] 486 5t i s 4 AR B s R o 1 (B
o AR E X P AR R B ) i TR IR E X SR 1, BLRGEE iz B E X1
AR AINETINL NN S =

BEREA

[0002]  FFPriA M EEEEE X (BEFe ) BO B0 TRLAAE ST, AL DU R B HEE E X
HEA =T EREEVRA VIO LT 7 BRI RFEEONIZ I B, N2
PRI BIGTT SR 4L 18 B TR A R] e O 2 gt i 92 - B IR € X ) AR WDR T B (B4
HHEIEE X AR H 705 29304, 1 E I PRI B B (8 i 30047, IX S8 A= Wity 4 T
YE R 5 AT L7y N =28 IR BREE AR (2 T A0 ) 2808 71 B T AR 2 5 {5 58
B T BELIT 2 93 NG 48 AR R I A5 S Il a1

[0003]  Jiiyg o B v 7 AL A AT 1 H SR o X A5 A T ek BEL T S AR A AR
240 i PR P IR  BUAA PR A P o (R F A K R AE R N A VR T T BB N
DRk, — 75 1 i B H R AT B R S B iR T T BOREAT OO 5 59— T T R R AR ) AR
FFEIRIT 25 o T EEHRF 45 H B S — 2ROy “Eh B p AR B IR e e T T B RES
A A 2 Y Y 4 D 3R T A% 328 S EE AT A5 5 U SE b 20 1 I S L ) T B G B A
AU B, O T 498 908 7 PR G 2 I 25 ) 32 3% SE R A o SR T, R SR B IR e v 9 PR 2
ALY IR T HE R, I HE & O — M) 2 52 6 1 0 R e i )7
B (H R X SR II W A 5545 190 R BB » o R e B 7 0 2 i — A 2 Bk ko ot
A, Pl BB S 2 T ORI £ L e AR W 2 I R ) O B A5 5 B ) A R T B FE R
B 4 AIYE T AT A )2 B N T 5% o B B S R A A5 5 i , T e A A TR OE
GUEEE SRR

b LIS

[0004] 7% Bl 3= BEAAR U ) HOR ) R B AT 1S s IS B AR B sh Y ) 1 (B 2 B E
JE X A ) a1 i PR SR E X P A 431, DA K3 T i AR E S X A ) Bt
(GNEITEL e g

[0005]  JMfifEik FIRBEAR AR, A B R B — N R TG St

[0006] Rt —FhEBEEE X, 65 CHL 45 M3k B [X | CH2 45 A I AICH3 &5 /4 4, I BT ik
CH1 &5 ¥y 3k RN 4 B X 14 7 2712 KPR T N TgG21R CHI S5 A3k AN B X 1 7 41, B CH2.45 #4933k
HMICH3&S My Fr 3like B T

[0007] &) KYET N 1gG1IrJCH245 a3 AN CH3 &5 #438k 11) /77 41 , I H BT iR CH2 45 ) 3 FICHS &5
Fads N A157G237D . P238D P27 1 GFIA330RZEAE ; Bl &

[0008]  b) KJ5 T N 1gG1I1HCH245 a3 AN CH3 &5 #4385k 11) /77 41 , I H BT iR CH2 45 #J 3 FICHS &5
R4 P9 A8 55 G237D . P238D \H268D . P27 1 G FIA330R AR ; ol &
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[0009] ) SRUET A 1gG2 CH245 My ANCH3 45 M 1K) /5 1), = H iR CH245 M3 ACHS &%
Faydsl N A5 S26 TEFIL328F 58 AR ; mli

[0010] ) SRIET A T1gG2 CH245 My ANCH3 45 M 1K) /5 41, 7 H iR CH245 M3 AICH3 &%
P38 N £ ErH268D FIP27 1G5 AL .

[0011] et , Pridk S 4% 18 5 X B A 4NSEQ 1D NO: L1Fon ) 41, B3 Fridk B4 18 5 (X
HAUWISEQ ID NO: 12F17RH 41 , 53 AT id S %5 18 e X 2 A 1SEQ 1D NO: 13~ 741,
o AT iR AR E E X LG WISEQ 1D NO: 147 FF 51

[0012] S AR fk— i B B AE 8 (X, A0 2 CHL 45 A4 45, BB X CH2 45 M3 RICHI &5 M35, T
IR CHI &5 M I RS X (1) 7 971 52 SRV T~ N\ T oG 21K CHL &5 My I AAE X (1) %71, iTik CH2 45 44
1 FNCH3 45 /35 0 F7 51 N R YR T N TeGRICH2 45 ¥y RICH3 45 #3507 51, 3+ H T ik P fk B e
JE X 5 ANFe y TIBIRSE M )&% T 8l T AN 1gGl 5 AFe v TIBRISEA ), Brik Hifs B 5 1H € X
[T/ ALUAR 55T 80m T ANTgGLI T/ALLAR .

[0013]  fR kb, BT ik Ak B 4% 16 & X 5 AFc y TIBRISEA 7 AN TgG1 5 A\Fe v TIBHISE A
JIMEEFE 3 . 2A5 BB b, AT i A S A 1E 5 X T/ AL A 25 T 80 0. 32; R RRAL i Hb , AT
P EREE E X 5 ANFe v TIBRISE A1 /1% T80 T AN 1gGl 5 NFe v TIBIISEFI 7, Brid it
PR B 1E 5 X T/ALCAE 25 T a0l s T 1 SEAE L, Frid bk EHEfE 2 X 5 AFc v TIB [1I5%
AJIFINTgGl 5 NFe v TIBRISE A JIAHEL $2 =305 B LA b, Frid Bk SR E 2 X 1) T/ALL
EETEE T 1 Bk, frid ik E 18 2 X 5 ANFe v TIBISEAI 1R N T1gGl 5 AFcy
TIBHISEA A MILL 3R 6045 8k DL I, Frid P ik E 1 & X A T/ALL ST aim T 40 83k
R, BT H A R 1E 2 X 5 N Fe v TIBRISE AN 71 A1 N 1gG1 5 ANFc v TIBRISE R I AL I &
905 LA b, BT oA B 548 e X 1 /A AR 5 T 8 1100,

[0014] AR P& AR S B S e 5] 1) 2 B4 e X B A s v RO A 1) 2R P e S2 A4 T 25 R 7, BT DA I 35 1
SR AN Y BT B WA Y o1 (B i s B Al A B 1) SN SIEF e S2 AR A B, AT HE = Bl
B B B B Sh B 53 T I B Eh T 1 5 TR B I B A R EOE B F e S2 AR SR A g, ] LA
oe AR 3 ot A TR 52 AR 2 5 T A 3 (P ADCC 48 200 i # E  28 T AR J BH SEZ itk 481 11 % 1 7 (X mT DA
T A TR AR 1 0 s B AR B BN AL A 1

[0015] AR BH 55— et —MR & & A, A8 Ll HEEE X UL AL T BT iR HEEE
TE X Ny B Coif ) e Jif 45 S A

[o016] A fEth, Frid PLlsigh Ak B THARM PR S & B adnectin 4K itk
(nanobody) HFFLAR  SEFNAE (affibodies) vaffilin 2RI HELE & X L 40 BRI 20 1 i
P B AR R T BB A R 7 R AT R — s SRR IR L, BT R LR 4 S B R Pk
[0017] G R Pk N SR IE T 2E Be Uk 10 B 4 v AR X, 2 n] AR [X 5 Ak BH 25 B 1 5 (X
G LA B A e B IR B PR g5 4 (F 2% BB A ) B IR A B o 1, IR PR S PR oy
T~ 0] DA R B H A G R B A i 25 A 77 v R S DA R AR R B R R AR X iR v 1 1 R
s AR AT

[0018]  7E 7 — /MM A K BHPUR I St 5, BT IR Bt Jif 45 A B O BC A4, Frid Bl A N
o IL R T, B il S % 3L 1 ¥k T-CD80.CD86 . ICOSL,0X40L.CD137LCD40L.
CD30L.CD27L.CD244.CD150.CD48.CD84 .CD319.Ly 1188 ¥ CD229 ffF 2 — Fh o X b & 2K
H AT LA RSO 25
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[0019] 75 X —AMICIE 1) A B il 2 1 10 St 491 A, i it i & - R e i 4 ) 1) 47 D o
I F-CD40.DR5.0X40.CD137.CD27.CD30.GITR \HVEM. TACT .DR4E{FASH fJ AT 25— Fibr

[0020] AR #& A< B 1n) CDAO) B zh AL 73 ¥ Rk & d 1) T FH T (0% e e 791 o 12258 i A 55
AT LLFIRE 1 (1 an0VA) B A, T8 s w4069, o] BT TR A/ B5006 T IR st mT BT TR
A/ B8R TT IR .

[0021] 75 X —AMICIE 1) A B il 2 1 10 St 491 A, ik Bt i & - B i 4 ) 1) 47 D o
T PD-1.CTLA-4.VISTA.TIM-3.BTLABSLAG- 3 [l 4F 25— M. 24 FH T3 Le 81 i, ikt it
H H AT A% ek AR 28 AN/ B B B S R AR I 2454 L 451 an R T AT 9 e )
2.

[0022] 7 M — MLk A K B Rl-G B I SL i b, Bk iR 45 G RO LA, Bk i
A R G 95 FU0 ) 1k TRC A, T O % 100 i 4 B 44 0% B TPD-L1,PD-L2,B7-H3,B7-H4,CD47,
VISTA, HVEMBLGALO A fAF 52— Fh o 24 BT IX e 58 B, Fra Boddc ] -l 4 ot e 4 RE AN/ B
R B B R 259, a0 o] BT 2% V68 T BERG 1 2590 o

[0023] AR EH 53— 7 G SE it —Fhbifl , BG4 K B Bl HEEEEX .

[0024]  ffikh, Pk Hidk il B Hifa

[0025]  ffRikHh, ik i ATgG.

[0026]  ffRikHh , TR Hifd R N PUARERE & NIRAPUIREE 2 ik & Pk

[0027]  7E 55— AN 3% B AR A B AR 16 SE it 451 R, BT I B 44 B B ) (1) 0 )5 3% H F-CD40
DR5. 0X40.CD137.CD27.CD30.GITR HVEM.TACI .DR4 .FASH ¥ {2 —Fr

[0028]  BE it — Db, T Hu i B ) i B0 i A CD40

[0029]  EfLikdh, BTk Puik i E 5% B A SEQ 1D NO: 27 F41, ik ik st B A
SEQ ID NO:47RT7~HI T4 8 Frid ik i) EHE R A SEQ 1D NO: 43T/~ 751, Frid Hiik
[ %25 A SEQ 1D NO: 47 7R FE 5.

[0030] AR i A & BH 1) 42 17] CDA0 () ¥ 5 B4 042 T FH AR 928 1 A 791 o 122 i A7 7710 AT DA R 2 iy
(5 4nOVA) 1k FH , T2 % v 2604w T35 A0/ st o7 e, tm] F - Flls A/ sls o7 sk
[0031] 78 X — ML 1) A A B HLAA R St A5 o, i BroAs B B8 1) () e ) e 2 0 1) 42 52
AT, 35 HFT IR s 30t 52 AR 4> 1%k | TPD-1.CTLA-4.VISTALTIM-3.BTLA\LAG-3
AR — o 2 F T O I, P HAA ] B T )% ek 9ORE A1/ B2 B B S 2 e IR
25, 1 eT T 1R 9T R I R 2590

[0032] AUk BHIEFR AR A B fil 5 B 1 B BUARTE il 28 o 2540 R 1 2 F

[0033] R ikHh , 2 FH T il & B4l e 20 sl B er 4e IR 2590 -

[0034] AR BHILIRGE—FhAMA G, O AR R G & E 8E LA, &5 BTz
(R 253k X 252 & W mT T &I T e B 2540 it , 2 Tl s b s e 2454
B P 4RI 25

[0035] AR BH I H (it — b 3 i N Ak P 0 9 988 225 1) 92 » B8 ) N AR it FH Y6 7 A 3857
A K RS B E B k.

[0036] AUk BHIRHEAE—Fh G ya 9T 7%, B HE R N AR F VA T7 B RO R 1 AR R B il 2
SEE RN
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[0037] 7R BHIIA 28 RO FE « A A S (0 S A€ [X Py 51 RE 9 I 25 184 0 B s ZRL P AR B
o (BE EEHEE X P AN a G A) KN, 5 2 QB 1 R 287 7 AL B AT S 4
BE SRR RO F HRAT AR W) A E X7 S ) S sh B LR il 5 2 1 BT AR
PE ¥ [R] I  BAT 5 58 A RO BV  BARCE B ) e 4tk BT S 2B 1 I e

’3 15 RF

[0038] K 1EPUARRIEARL R ER.

[0039] P22 FEAEIE 2 X i R A b 6, SR AN A N TgGIE AL (TgG1.1gG2.1gG3F1TgG4)
(1% 4 i X ) 45 44 o

[0040] P32 P J 45 vl PRt , S /s AR 8 AR i BH 3 2L i B CDA0 At A\ CDA0FT AR 1Y) S
Jite 451 3 6% 0 ) R S 45 A /N BRI R CD40T Ji7 - HLCDA0HT AR 5 CDA0HT IR (1) 45 A HELISA 4y
AT 5 S 7 P 2 T 5 6 R 1) 25 P oA 45 5 B 8 11 /N BR CD40 () BN FRCD40 (B) 2 JE #E Pt N 1gG
K B ELISAME 5 (A650) .

[0041] (K452 %% TGV AU LEOVARE FCDSFHPET 4R Mg e B 78 fr v pE sk, B s i sh AL bt
B, CDA0 BT A4S R 44 PN ¥ 2R A e ARl T # 1 BF e y 52 4&Fc v TIB. BI7R /N B S6 42 32 OVAK 5+
CD8BHPETHAHAL (OT-T T4HM) ik 4k ik , 1R J5 ABL I EOVA (BADEC-OVAR)JE X, OVARI T
DEC20547 01 [ il &8 1 , & — A B OVAL IR i B xR (Ct1 1g6) BiH BA ER
PUARE E X I PLCDA0PT AR G /N, 6K S B i s AR A B R OT - T TYRAR A3 14 15
W oOT-T THHMIA A YRR B S W B 3 L 1 bR CDAOHTARAE HE OVARE 247 R 4% S CDS S 4 T4
TEOVAS I 1) /0N R AR IV Ak 5 97 156 10 7% 1 S 38 BT FH L B CDA0HTAA T & 9 30ng / /MR« (A) 381
SN FICDA0PLAR K% M 75 BiFc v Z RS S A EAEH ; B) HFcy AR HE AR N
NZKTgG2 (G2-NA) PLiA S A s ium i M ; (© Bah B HICDA0PUIRTEA KX M AFe v 524k
/N (R2-/-) AR S8 A TG 1 » T 7E NJEA A HI B Fe v SZ AR 1) /NR (R2-/-hR2BTg) Hr 1|
TFc v SZARBE B ) e I8 PO vk 1

[0042]  &]52% /I B JP 40 B A4 A1 S S B8, Y o N SRR 2R T CDAO BT AR P A% A1 i 44 i T
HIHIZY Fo vy 5248  BYH ML I T 14 20 A S~ 3 B 40 N CDAOHTAAR P 4 1A % 14k A4 3t T A 41076l
TR C y SZARAR P9I PR BR S« AN E A B 3 R R /N B (hCD40"™ /hFCGR™ - /]I 6 3% A.CD40
FFc v Rs ;hCD40"®/hR2B-/ - : ik NCDAOFI AR Fe y RTTBZ AMKIFC y S24K) 43 5 B 40 i
TE A B7ont B BT CDA0HTAAR I 35 77 2k Fh 15 7748 /NN, AR JE il i sXEOR 70 A B4R
AR IR F-CD80 L CD86 1 e 1k 7K ~F , CDSOMICDS6 e 1A 7K ~F (1] | T F J iz e H.CDAOHT A4 [ I
P . 2B6 & Nl MR v 52 44KFc v RTTBRF KB W P4

[0043] K16 o 2 AR 8 A 2 B S it 451 P 0 i 5 [XC St 49 RO EL T SA 2 A i 563, it s A ) 22
fEE X (B35 JAC3HITAC4) 5 NFe v %24k (Fc v RI.Fc vy RITA-R131LA JeFe v RIIB) H45-&KF
SN MR 772 N ELTSA, FH 7R 6 25 41 5T N CDAOBT A4 45 , A% I AE 7 2 b i i) i o
NFc y 205y F 5B PURTI45 5 .

[0044] K| 7 & OVAKFFCDSPH TN MY BE AR I (13 PRIt , (7R & JACLF Fil i HCD40
TR T A TeG24CDA0HT AR HIE 1 o 23 M7 7532 5 Pl 4, L2 A T /N B 23 59 J9hFCGR 8 /N B,
(A) MhCD40"™®/hFCGR™ /N (B) , HLCDAOFLAR T N 10ug/ /N - BRI 0T-T THHAE %K
&, RIPICDA0FTIA S FOT-T THIMIEL 59 8 EE

8



N 107474136 B W OB P 5/98 T

[0045]  &I8{E ~f1 2 JAC3 (anti-hCD40-hIgG2-SELF) F1JAC4 (anti-hCD40-hIgG2-HDPG) i)
FLACDAOPTMA IR h T G2 BE 5 (1) Bk 313t 1 o P 7 TR 0 N CDAOT AR S B P 1) ¥7% P 4 3l 7
hCD40 " hFOGR " I JIE £ . (A) FIPMBCEH A (B) rhr #4717 46 M1 BEH M 075 3% 4 20 7 (i asantt i -
hCD40-hIgG2-SELF.anti-hCD40-hIgG2-HDPGHE AhIgG2 5 Rt S K i sh B i CDA0PTAARTE 1
7 R B0\ CDAO T A 54007 BAH L 1) 975 4 43 ) ZEhCD40  ®hFOGR ™ JIL U 2 g (A) FIPMBCZH i (B)
HBEAT 7RI . A PR s R A R AR 1 6o R I i s R 0 N CDAOHTL AR 1) 55 73 15 77 M
148 /N, SR J5 I B A 43 1 /0 R BAE TS AR IR 431 CD86 1A 7K 1~ (A) B & A\ BAH
HFR RS> F-CDBAM R IE KT o 1K Lo 73 F-RIK K1 FHFE S B PTCDA0FT AR 1) 75 1
[0046] K9 R HhIgG3AAEL , hTgG2ICHI - L% X [X 5 RE 45 T B4 5h 4 Hi CDA0Hi 44 B 5 /1)
A P B 325 0V M o 7 VR I AT, ZERFCGR /N, H FHOVAYZS T R 78 43 5 434 1 &R AN
PUER CDA0PUAAR M) 14, 0T-T TR 4 S FE FE S BRFTCDAOHTAAR IR P o LAk 771 & 9 10mg /7N
B o (A) AP TG A , hTgG2 MV A 5% H AR 9 Y S B B v 4, 1 H4r hIgGUE AL, BlhTgGl,
h1gG3FhTgGAIEAR K A G B) ST HRALMLL , h1gG2 E A B B /35 14 , 1 FAhTgG3 /I CHI -
ZHEIX X HhTgG2CHL - BE X X f5 , A2 S ffkh 162 (H3) SR I A AV 1 o

[0047]  E10E R~ NTgG2MfICH1 - &34k X %5 TgG1 AT gG3 M CHI - B [X B fit S Fr PTCDA0HT 14
FEOVAE P R 704 b Ft) 4 035 i P o 75 92 A0 A RTET 7, ZERFCGR ™ /N Bt POV A 1 78 23 31
ST T BRASE PR CDAOHTAAR K 35 M, 0T-T TR A BEFEEE (A) F1 CDS: CD4LL 51 (B) e ik
PLCDAOTAR I E M - PUAATIR A 10ng/ /MR

[0048] P11 58S JACIHIPUE CD40HTAK (Anti-mCD40-h1gG2 (V11)) FEOVAYE P 4517 v
AAMT N1gG2 (Anti-mCD40-hIgG2) AL VI (H1) MR CD40%i/A (Anti-mCD40-hIgGl
(V11)) (3 o J7 i B4 RNEI 7, ZERFCGR ™ /1N B Hh FHOVASE B KR 73 123 Bt 1 B R AR 470 R
CDAOPTARITE M, 0T- T THMIAIH HEFE B (A) AT CD8: CDALL ] (B) = Wt HTCDAOPTAMAR 1) 7% P o
PUAFIE N 10ng/ /N o

[0049]  [&]12 575 7EPBMCAA A1 ¥k s 56 v A3 & JACT I HT A CD40PT 44 (Anti-hCD40-h1gG2
(V11)) AT A1gG2 (Anti-hCD40-hIgG2) FI4L5V1L (H1) BIFLACDA0FI/A (Anti-
hCD40-h1gGl (V11)) (&M

[0050] P& 13MC38 /MR Ak K ith 2k, \Bon L& JACT PR CD40%T 44 (Anti-mCD40-hTgG2
(V11)) FEMC38Msdfi A rp B4 T A 1gG2 (Anti-mCD40-hIgG2) A4 2 V11 (HL) HIH0 R
CD40 Fifk (Anti-mCDA0-hIgGl (V11)) HI3E P . hFCGR™ /N R 7E 50K Bz R FivEMC38 it igg 4 g
B Ja T B TR0 R IR & IR s v 46 T B R ekt AT v 9T, 7l & 85 R /N &:R31 . 6ug,
SR 5 B BB (1 A AR (Tumor Volume) fAS 4K (BR4HT H/NRR) &

[0051]  E14 8B 13 ikEe 45 R ) 7 ob— MRS T 2

[0052]  [&]15MO4 R A K il 2% , o AL 8 JACT I #LBR CD40 444 (Anti-mCD40-hIgG2 (V11))
FEMOA /)N B 27 24 P I 5 A A AR T A TgG2 (Anti-mCD40-h1gG2) FIE £ V11 (HL) LA CD40
Pk (Anti-mCD40-hIgG1l (V11)) FfI3E P . hFCGR™/INER ZE 550K 2 R FIEIMO4  JhfrsRd 20 i, Fit 98
J& T BT8R T B R PR A AT FEOVA (LLOVAFIHIDEC205 HUik i@l & 5 7%
=) BATIRYT, I E A H/NR 31 . 6ugdhi A f2ug OVABESILIR , 48 e & e 1) R 5
[0053] P& 16MC38/MR A= K ih 2 , B /n B B BT ER CDA0PT IR AE TG FeZ kiR /M (Fe v
R7Y) oA BRI
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[0054] P17 W RFIE A S JACI I HTE CDA0FLAK (Anti-mCD40-h1gG2 (V11)) £EOVAYE 1y
IR v B M o 75V A B 4 AN 7, ZERFCGR /N R o FHOVASEE P B 78 23 5 43 H 1 TR 7= AR [ 541
B0 FE R JACLHT B CDAOFLAAR KNG 1t , OT- T TEH MK 4™ AR B S R FiCDA0 HiiA i 2
[0055] P18 ¥~ 7 JACA I HLER CDA0FT AR £E OVAYE B 15 24 vh B 9 K I sl 1« 7
B AT, ZERFCGR" /N B FHOVASE BRI 43 B 34T T B R AN 378 B CDAO B A IR 37 128, O T -
T THHM ) BERE B S B HTCDAOTTAAR v 1

[0056] 198/~ 5 JACTHI HLDREHLAR B A TE G (2 A TR 77 - SCRFHUDREHULAAR T 14 (1) e
T N1gG2, FHARH T NAMHIPEFc v 5244 o Xk BEAAS [F] 470 B DREHUAAR 43 ) 7E AAF A6 FAF-AE B
TR PR R /N BRI 4T S (FegR-/ - BRhFCGR'™)  BA M AFFE B ASTEAE NI EF e v 524K H: il
Wr BT AR 2B I 1 I T AL EEMC384H ML , 4R J5 43 HTMC38 4 i H Caspase - 3R B L (Active
caspase-3 (%) , R BHIDROPLIARFLIEDRS 40 ML 215 5 17 1) o

[0057] K208 R SR tE & X 5E0EBFe v 2R 456 e 70 (AR T/ALLAR) D553
RIHT CDAOMI & PE o & 1, A f&kant i -mCD40-h1gG1l-SDIEFIAF fA&ant i -mCD40-h1gG1-GASDALIE
SH0ER e v AR S5 AR 1 5, A AR T/ALLAE , AR e e s iE BN TG
E /A B iR ant 1 -mCD40-G1 (H2) , FE T A0T 140 B ) L 451 FHOT 1 40 B fit 4 6k %5, BA f&2CDS
+TARM L B35 235 N I, R SR B e v 2RI 256 Be PR AR TE T B R

BAFXkAN

[0058]  FRAEF3AH UL, A WA ST Al IR 7 5 HOR AR TE BB A TS S8 A 5 455325 a1 R
N GO BRI & S AN BRAEA SR S5 K, 5 I B EORTE N AL AR R 4, H R BORTE
AL FE BB G, A SCHR BT R IR B A0 S A EEE TR Lo T AR R S R A RS R
A2 il B i) i 4470 5 AR B 2 AR sl L 0 EL S FHIKD o

[0059] A W IR 7 925 55 43 ARG AR A A St 0 N ) A 4 D7 kAT, BB T AT B B
T AN R I 22 Fh— MO B T 22 A, B3R S5 Ui BH - 2 WL 51 4 - Sambrook 55 A (1]
Molecular Cloning:A Laboratory Manual, 552k (Cold Spring Harbor Laboratory
Press, Cold Spring Harbor,N.Y. (1989)) K AusubelZ$ A#JCurrent Protocols in
Molecular Biology (Greene Publishing Associates (1992), &Harlow5Lanel]
Antibodies:A Laboratory Manual (Cold Spring Harbor Laboratory Press,Cold
Spring Harbor,N.Y. (1990)) , HPA 2 UL 51 FHI 7 IR ARl ) B -5 AL AR R
8 1) 328 7 P B S R AT , 8 AT AR AR L ) 9 AR AR ST A ) 7V AT - S AR S
PRI AW A A | R 5 5 R A S A DG ) i 44 s S SIS R 2 A L R
HH I A S BIE A2 T R 25 0k RV 5 A% 151, M BB R TTE YK AR
HERIAR

[0060]  BRAESIAEUHT, 5N ZIARTERA W T E L:

[0061]  ORIE “Pifk” (“mAb”) BL“BEHT” , 48 BA B — 2 F AN ek s+ (Rl — 07 51 1
A E AR FF BORRR 8 R AR B I 2 S e A AR A R BT AR 43 1) B A P Ag AT
DU I 458 96 B2 e PR A AR AR N 03 2 0 ) e B R R i o

[0062]  “Pifk” BFEAHAIR TS BRE E (Tg) 42 BRI BUM AP 2= DhfRe , Prigk l ks 24y
N IgM.IgG.IgA IgE . IgDH 2. NKIgGH & 1g61,1gG2, 1gG3 M IgG4PYMTF2E (Vidarsson
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G,Dekkers G and Rispens T (2014) IgG subclasses and allotypes:from structure to
effector functions.Front.Immunol.5:520) . A& B hIgGl . hIgG2.hIgG3FThIgG44y 7]
Fom NI 161 1g62. 1gG3FNTgG4.

[0063]  “PiAk” e 45 G Pi)a , IF B2 /D FE 1 —mi s A TSR A SR (H) A
NRHE (L) A EREA S ERE AR X ORSCHE S A VH) MEFETEE X (K485 NCH) s R4
BB R AR EE N AR X (VL) ARSI 2 X (CL) - Hufd “HE 4818 2 X7 A7 CH1 .CH2FICH3 =A™
SERIBLL ST CHI &5 R 380 5 CH2 45 My 8 2[RI K BB IX. (Hinge) offt 17N TG HUAR i) £
KRE IR EE .

[0064]  Kabat&5Wg 8 | HEEMBRFE PR X KVF 2 — R T 5 A 15T PR TR, # #%
AN—%JF 514> NCORFIMESE , FE il 4F T M AT1H #1132 (22 W.SEQUENCES OF IMMUNOLOGICAL
INTERES T,5th Edition,NIHpublication,No.91-3242,E.A.Kabat Et Al., &5 A{EN
Z%) JIMGTEU M T N1gCK 45 I IMEUFEZE (http://www.imgt.org/
IMGTScientificChart/Numbering/Hu IGHGnber.html) . 7E1gGHifA T S , B AEH E X
CH1 45 #3548 1k B Kaba t I EUFE AT 2 5 1 67 10118~ 215 5 BB TE € [X. () CH2.45 #4345 1k it
Kaba t I EUTEHOIEAT 2 = (1967 15231 - 340 s ELEETEE X 1 CH3Z5 #4348 Kk fiKaba t IR EUTE £k
BEAT 95 IR A7 k341 - 447 ; EFEIEE X A EEIX. (Hinge) B85 67 216 (IgG1HHE216) -230
(TgG1H1AgP230) , Horp fikiKabat S IEU FREHEAT S 5 o I B2 7R 1 A TgGl, 162, 163
AT gGARR) = AT AR X ) 7 41 B o 1A

[0065]  AFSKEREEALE “REERARIX” (RS04 5 VL) MR BEEE X7 AR BEE E X i — A
ZE AL I CLAL o VHAIVL X W] PASE — 25 40 73 D9 i A PRI IX 3, AR O AN E X (CDR) , BEAITZ
)RR A BN DR S AR EREZR X (FR) B9 [X 45 o S VHANVL H = ANCDRFAPY AN FRA A%,
Fu ) R FL I L R UFHES : FR1.CDR1 . FR2.CDR2.FR3.CDR3 . FR4 . FL 4 AL HE ) ] AR [X.
B8 St E A EAE B4 & S5 118

[0066]  “FelX” (AT 4hdih v B X 380) B “Fe 4 #4387 5 “Fe” s fa HudA BEE I C- At X 45, Ho A
SHRERE A 518 LA TS S, B 50T R RGN S A gE i (], 2508 48
) ERFeSZARI 4G, i 54 MAME RGEH 5E—2 7 (Cla) K45 G - fE18G, TgAMIIgD
PUAR R AR, FelX B R H 37T P 4% 35 4 Y CH2.45 R 3k R CH3 5 Ry 35k s P AN AR R O B 1 B
PR s TeMANT GBI Fe [X 72 REAN 22 BB A0 B =A™ B 55 1 e 245 M3 (CHEE e 3sk2-4) « BRAR )%
R E EHEIFc X 13 At AT DUARAE  (H 2 N TgGEEHEF ¢ X8 % & A M B A7 B C226 54,
P230) 2 FE R Tk A= 2R B v () FP 81 B, Horh iz 5 R AR YEEUR 51, tfE Kabat™h —Ff. a4
SCHTE R Fe X AT RL 2 KRR AIFe B AR Fe .

[0067]  “Fe2AK” BE “FeR” f2 4 & B BRI A Fc X I 3244 45 & TeGHU R I FcRE 4 Fe v R
FIRII SR, CLFE X 852 AR 1 S A7 JE PR AR AR ] AR BT T Ko AFe v 2R KR 45 J LA ik
1 :Fc vy RI(CD64) \Fc v RITA (CD32a) -Fc vy RIIB(CD32b) \Fc v RITIA (CD16a) « Fc y RITIB
(CD16b) o HeH1,Fe v RTIBZME— R 4MHIPEFe v 3244, e NTEIEFC v 24K . R ZHORR
RN 2% 4T B 2R Y S 2Rk — ik 22 RS MEFe v RAMEIM:Fe v RIIB, 1 H 48545 (NK) 41 A
e PR Ik — MEGE I Fe v 24k (FE/N A & Fe v RITT, fE A2 Fe y RITIA) {HAE/D
B A NP ANRIL I PEFe v RIIB.IXYEFe v 2R 7 1 45 /4 AN TR] 5 1 R X % TG A4 TE.
KEAARKIZEM ) ALK e v Z A& Fe y RIZE SR M )54, 1M Fe y RITA.Fc y RTIB

11
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FIFc v RITTARARSE AN /152 4K . FE R 2 A5 ME A AFAE T IX SR A P e v 2 AR FR IR e A 11
GEBSER T o e DL R 22 28 2 Fe v RITAMIR131/HI31 FIFc v RITIA [{IV158/F158%%%
BTN L Z BT A 3 RIS 2 P A A M, — ke W6 T Bk i AR AR
TR A B AR EMIFe v 2RI 2 SR

[0068] A<z BH ik “F¢ 5117 I 4 38 AR DA BL4E 5 AR K B 71 SE2 SR 3R] 16 7 71 T 3 iz Jofa A
[E 17 5)” — 148 M & it e dd tL o s, 4 SR FHGAPEXBES TR I THE /37, A FHER DAk 1 8 Il % 7
Pk 7 51 2 8 B A %2 /070, 758480 % 3 Il [A] — 4 , 23k 9 28 22908195 % 15 41 [F] — 1 , BE AL ik
NE/9T.988899 % 7 B [F] P A IE 1) AN FHIR] R FRIE AL B 1) 22 57 B 0 R A P S B R L
Ao PR PSR TR AR 8 e Fh SR R Al B o) — P B A A 5 o3 (4810 = F A B0 7K )
FACAI M BERFE 1 U TR T L AR o JE Y, TR 57 P R R AR S o AN 2 SO B 1 ) Th e
PR 2 S P Al 2 MR R IR T A 1) 22 AR TR s MR, AT R B[R] — 1 A Tk
ARALRE B9, DA IE HUARAE FH G PR 57 P i 2 WL i : Pearson, Methods Mol.Biol.243:
307-31 (1994) o FLAG RN P Jof () N5 (1) 8 SR R 2 A S 9 8t - 1) W e 0« H =R
WA AR o R85 72 5 2) M i e - e B M8 - 22 R R 5 75 2 5 3) & Wt e
B RATEIG S B 2B 4) 75 B REE : R B 2L 5 R 5) Bt 8% - o
M K E R SHEIR ; 6) BRI : RARMREEER; &7 FHMEE: FRERS5FHA
PR o IR R S M IR TR U AR - AR - o R - S R R T 2R - I IR i PR -+
AR R - AR 2R - R AR R A& T M - 3 =B

[0069] 7% J B it Jo 3L B sl o 45 M3k M R B R 1) 7 5 2 BA 1gG EUZm S (http://
www.imgt.org/IMGTScientificChart/Numbering/Hu IGHGnber.html) NAKIEH] .

[0070] oA 4 LA 80 532 M S P 465 2 FL G BRI, S R B9 10 °- 10 Ml 58 /0N [ it 1
HHL(KD) AR T R Z910 "M I KDAE 5 A R R TR SRR 2 & o A SO A8 TG . 54
JR R SEELE AT B BUR R T DA s A ) 5P RE A A B AR PR 45 & PR, IX R E
KD910 "Mal 5 /In , 124 10 *MEEE /)N, £ 28 H A e 5 X 10 MBS/, SR A 10 °- 10 "M
BN AHRAN S LS SR 1 5 TR PR 45 & o in PR 5 45 e B R B s = FE R 5 41 [R) —
P, R e 55w RN TR R E280% , £090% , ik 24095 % , AR IE E D
97 % , B H AR % 25 099 % 1 7 Al — 1, WZPT IR 545 2 s “Fe A _EARIFIG”
[0071] AR B BTk (¥ “Xt M M Fe v 524 DL g bR e v 52 IS8 A LA 55038 “T/A
EUAB” 8 2R 13 201X F0 1) P F ¢ 52 A2 1R 555 AT RN S0 1 F e 32 AR 1R S5 A A B HEAR , 78 A4S %
H T/ABCAE SR A R 5 a0t 5 T/ALK A = [KD (hFc y RTTA) BEEKD (hFe y RITTA) Ho i 424K
f\JKD{E 1 /KD (hFe v RIIB) ; HH1KD (hFe y RITA) JNi%4r T WthFe v RITASZ 44 (LAASf&hFc v
RITA-RI31AARER) B -~F- i fif 25 %5 20, KD (hFe v RITTA) %45 F XthFe vy RITIA 3244 (BLAR {4
hFc v RITTA-F158 4%3) I~F-i fift 25 % %4, KD (hFc v RIIB) 1% 4 F-XthFe y RIIBSZ 441 F
i 25 H 0 hFe v RITAAE 48 N IIFc v RITASZ A4, hFe v RITTAAZ 48 AffIFc v RITTASZfA , hFc
Y RTIBA&FE A [IFc v RITBSZ A& . ATl (1) “SE A7 2 36 W N 43 7 Z IR 45 6 e J1 KN, i
H H AT L FHKD R A 5

[0072]  “KD” $i& #5431 () 4 - 45 8 B Ak e ol o e A AR 52 4%) A B A FH )~ A e 8
o “PURSE A EEY 2 48 DA o8 A R et 45 A TR I B AR, B (B R T, TR
R4S B adnectin 4K Pi4A (nanobody) B PLAER 2R (affibodies) saffilin.

12



N 107474136 B W OB P 9/98 T

SRR REZE A X A0 RSB o3 7 A B L AR R R T A AL R AR PR A S R T RE )
FIHT R B, (HANBR T, TNFAZ A48 5008 il B S e ikl M Sz Ak Oy 145

[0073]  RiE “PiARHI TR 25 & 877 16 DT IR 45 & O DU I U B BRI AR o AR 70 IR &5
A SR A “HAMRE X B CDR” 1) 2 B R Ak Ak o “M 287 8l “FR” X 2 FE anAs S g X
[R5 AR X Bk ik ) 3K A AR X X3l R 0L, 370 P 2 P 5 ) 3 2 g Ja DANAR i 381) C AR i
& X 4FR1CDR1FR2.CDR2FR3CDR3FIFR4 o 5 75| 3 , 4 1) CDR3 2 e A7 B Tt R 45 & 1) Al
T X Pk ERE Y X 38 . CDRFIFRAR #iKabat%%,SEQ ID NO:uences of Proteins of
Immunological Interest,&5k%,Public HealthService,National Institutes of
Health,Bethesda,MD (1991) HIARHERE SUNT/BR B “Ri 23" (PRI 5 o

[0074] AU BH “HiAd” GFE 45 4n R IRAEAE I AR R AR AEAE I PuAd s 5w [ A 22 el B i
AR BUAR s NBEEABUA ; 25 Btk .

[0075]  “N”Fifk 2 fe X FERI LA, HorT 32 X 2 A R A A R S 2R S B 7 F1 I HEZE X
CDRIX . 1M H., an SR FiA & 1H € X, WIE E X ok 3 A Fh R e 3R E P81 A K I AL
PRAT DAL AR AN 2 AP 2R A BREE 7 91 G ) 1) 2 R PR B R (47 2, i i AR A1 B AL B E
RAR B T A N AR A TR AR 5] NI RAR) o SR T, AN A ST s T IS, R A8 “ A BifR” , AR
BLFER B e IR n/NR) BIR R P CDRJF 4 B2 30 ANHEZE 751 B Pisk . R
N PUAA 584 N7 Beasa =] S8 .

[0076]  “ AN JEAL” Hidh A 8 b A N AR CDRSE A LA AN ) — 86 LK 3870 B 4= 8 0 & 1R
ek BN G e BR AR B0 AH B 2 R R T B e R A4 o 2B N TEAG T XPTAR ) — A St 77 22
CDR&S K3 A AN ) — 6 LR B 70 B A PR g B MR AR 1 N e e ik el B ) s B AR i —
ZANCDRIX A 1R — 28 DR 73 B4 0 FE B AR AN AR o SR VE X 2 B IR HEAT /NS I I 4
NS BUREUE G, R AT IR PR SS & e e Brs ) ae I RIAT . “ N JiiA IR R 5 )5
IEPTAA AL BT S A S

[0077]  “WR &P IR A AR IX R H — MR EE X R B 55— A fiek , 5] ane] 38
R = RAN R AR ENTTREN RS S W7 KNI E N LS

[0078]  “BUBh R HUAR” £ 5 2 AR 45 & I 0SS AR B Bk  Bsh B Bk i D g S ) a4 , (5
ANBR T+ 1) PIDRS A E SN RLTAR HDRE S 5 I 75 3 R IADROZZ AR 40 i I 1= 2) TCD40 [k
BN G RE 8 10 L 45 5 T 5 A0 0 2 TR A% 33 S B2 0S5 5 B SEAR 70 7 1 IO FL A2 i) 1) 21 22
G B OGS T IR, T T 3 SR T IR O 95 I B B B e 4

[0079]  — LB 22k NI PRAE TR B B0 B oA i SE91 an R 1

[0080]  Z&1.CL&uk NI R FEb B B B ah B B A

TNF 4%k FES R R BAL) E7N % it AR N
[0081] Kk

0X40  MEDI6469(Providence Health &  F I Iii4 JEAE (SRR, A8 IRAE)
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Services)

CD27  CDX-1127(Celldex Therapeutics) =~ A$ifk EZ,blatng

CD40  Dacetuzumab/SGN-40(Genentec ~ AJifbPifk  #&3%E (CLL, non-Hodgkin's it
h) B, % RVEE )
HCD122(Novartis) e Rxcgtib

ASKP1240(Astellas Pharma/
Kyowa Hakko Kirin Company)
Chi Lob 7/4(Cancer Research I[f#&iik JEAE (non-Hodgkin's RELS%)

UK)
CP-870893(Pfizer) Atk TEAECREEN, BUE)
ADC-1013(Alligator Bioscience) = 4 Aifk S SRR
RO7009789(Roche) Wi S/ R RS A
SEA-CD40(Seattle Genetics) JBE
APX005M(Apexigen) i
CD30  SGN-30(Seattle Genetics) EEEIRES JEAE (non-Hodgkin's #EELSR)
XmAb2513(Xencor) NWEALIUE | JBAE (non-Hodgkin's ik EL98)
MDX-1401(Bristol-Myers ANk JEAE (non-Hodgkin's ik EL587)
[0082] Squibb) .
4-1BB  BMS-663513(Bristol-Myers NBifk Cancer (melanoma, solid tumour)
Squibb)
PF-05082566(Pfizer/Kyowa APiiE JEAE (non-Hodgkin's hRELS%)
- Hakko Kirin Company)
DR4 Mapatumumab/HGS-ETR1(Hum = A#ifk % Pl AE
an Genome Sciences Inc/GSK)
DR5 Conatumumab/AMG APiiE % P E
655(Amgen)
Drozitumab/Apomab/PRO95780( = Ak % FEIE
Genentech)
Lexatumumab/HGS-ETR2(Natio =~ A ik JRIE

- nal Cancer Institute)
OPG  Tigatuzumab/CS-1008/TRA-8(Lu  A#fbfitk 2 FhimiE
dwig Institute for  Cancer
Research/ Daiichi Sankyo Inc)
Fnl4  Enavatuzumab/PDL192(Abbott)  AJRALFUAE e (SEASR)
GITR  TRX518(GITR) ANBENSUE  ECRE R, JBIRE)
MEDI1873(MedImmune) M J4H S A 9

[0083] |- ZR BT A Ik B B P AR v DL E Jok K 2 B e X5 4 AN R W ) B R iE S [X 17 3R
13 S Bl P - B AR B s Bk T UK B R B S Esh B bR I B iR 45 A
J B VAR A SR 2 TNF A2 4 HE 0% A, 53 1A 4% 1 338 5 P S sl R B A o

[0084]  “f s FLHB IR T A& N G B A MV A BRI 28 S AL AE S I AR o T TER I RR T
MHC/ Bt Ji Bk - T4 e 52 44 (TCR) $2 (i 28 — 15 5 2 4b , i AL I8 75 BEALFEBT/CD28 . 1COSL/1COS
0X40L/0X40.4- 1BBL/4- | BBEF R AL IL P55 . BANMEIE A0 B 75 4R /B 32 4k (BCR) 2
4MEHCDA0L/CDA0SE 2 (1 e (S 5 - 1X A5 5 18 s v O TRC AR 20t A2 e 928 L BT 1

14



N 107474136 B W OB P 11/28 B

AR B A A 1) P2 LI R - ) S S (AR -, BT (CD80.CD86) L ICOSL.0X40L/
CD134.4-1BBL/CD137L.CD40L/CD154.CD30L/CD153. CD27L/CD708%# SLAMZ j 7y 1
(CD244.CD150.CD48.CD84.CD319.Ly108. CD229.SLAMFS) &%,

[0085] ARSI “HiIR PR AU IRl T~ 52 A HE SR B “TNFAZ A SRR, A& 45 7] 5 TNF S 1 41 e
K25 & AR 2 k. — R &, X2 X B — A A E R+ E 1
T A I T8 P8 5 52 4 o TNF 3 PR 570 Hh 48 B DXL 5 1) SE 481 A8 = JHoRg IR BB IRl 1 -« (TNF-a)
JiJRE R HE BR - - B (TNF - BEIAREL £ 2%) CD3ORL A L CD2 7L {4 . CDAO R4 L OX -40FC 44 . 4 - 1BBL
& Apo- 1HCA& (AR VEFas LA B CDISHLAA) Apo- 2B/ (HFRIETRAIL) « Apo-3ECLAA (HFK
YETWEAK) \osteoprotegerin (OPG) ,APRIL RANKEC /& (. #%fE TRANCE) , FATALL-1 (HLFR1E
B1yS.BAFFELTHANK) o TNF 52 4488 55 e Hh 52 A4 1) S A7) 6045 = 184 b g IR BB IR 32 44 (INFR1) 2
R IR R AE R - 52 4 (TNFR2) p75#0£8 A2 K K 732 445 (NGFR) B AU i H1t 'l CD40 . T4R A bt
JF0X-40.Apo- 15244 (- /EFasEl CDI5) Apo-33Z 4k (B FRIEDR3  swl-1.TRAMPFILARD) . FK
VE “5 JEOE 7R FICAML - AHHAE T (interactor) ” BY “TACI” ) 5% 44 \BCMA%E [ \DR4 .DR5
(83, tWARYEApo-2; TRAIL-R2,TR6,Tango-63,hAP08, TRICK2EKKILLER) .DR6.DcR1 (tHFK
ETRID. LITERTRAIL-R3) .DcR2 (W FRAETRAIL-R4BLTRUNDD) OPG.DcR3 (4 FR{ETR6EK
M68) \CAR1 .HVEM (3 #R/EATARBLTR2) \GITR.ZTNFR-5.NTR-1.TNFL1.CD30 . ik [2 & B3Z {4
(LTBr) +4- 1BB3Z A& FITRI (EP98S, 371A1) o A% BH A6 1) TNF 52 42 8 5K ik Bt 7% 1) SIS 4510 45, (H
ANFRF,CD40.DR5.0X40.CD137.CD27.CD30.GITRHVEM. TACI.DR4E}#FFASEE,

[0086]  “Hu e 4efi] 12k 52 4™ s — S5 SN 2 1, e 4110 i L 7 S 2 4B B N VA0 AB 5 1 4%
186 AR R BH IR STt A5 H S A P S AR B s (HASPR T, PD-1.CTLA- 4 VISTALTIM- 3,
BTLABK #ELAG- 3%,

(00871 B e 41| P T A4 S e 410 M 52 AR O O AR , RE 8 45 & S e b 1t 2 AR R s HL R
W PEAS 5, A B 1 S it 451w O 22 S b 1k G AR 4y 7B 4 , (RN FR -, PD-L1,PD-12, B7-
H3,B7-H4,VISTA, HVEMEK GALOH (14T 2 — Fh o

[0088]  “HuRE NZF” A& TR MESIWAAR N £ XA RAE A B A5 B i N o] R AR
WA G T 9l X LA B Y Bl R B PR 0 T 55 o B B A FH 8 R e 1) 4 . (151
n, THRESARAR, BIRES 4RAR , H AR AR ATNK) 4, B4 A , g IR PR 40 AR, BE R 40 A, A% 9 4
i B P 2 ) A EH X A A B PR AT — b 0 A = A R A R A (RS LA, 40 P R
T AEMAE) FIE A S0 S BT HESH IR N AR 03 J5 44 | 48 f 554k o B A4 2R 4L 1 20 2R
b A B B S A, B, 7R B B e i M BB BR A S RE TR, BT IR N 41 Bl 2H 2
prik = % G STINEZ 0 BN [ = 178 N S/ 1

[0089]  “Huieyrik” &8 AT T sk  J0 i Bl 1B e 9% 25 1 J7 VA B 5 L
AR AR A B 5 52 K ) 2R AT IR YT .

[0090]  “Ifoim Ay Y5 H e 2 i B oA 32 3 AR PN BT ) 4 % I 25 1) A Ak 1k i
ISR R AN T sk wT LLIE R, 4514, o Bl ) PN P A T A e B AL, e e )
BomAL IR YERE 3 S0 % R AT SR ST

[0091] 25 akia o7 77 (5 dn Ak BH il 1 B B3 BUAR) 1 “VR 97 B AR 8L YR 9T A 0T
B AR 0N BTk &, Y B e 7 —Fa T AL S 4 R R 2, v]
e BE 0T VR , 95 95 VH 1B I DA 95 T R R 1 7™ B E PR AEK - TG 2 T i DR B 110 401 25 A4 S I ]
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FEHN = By 1k AR 3 U R G R BE - 25 W IR T AR RO BT R ST A R B
TR RGRE , T AR BT ARG R S YA T 0 R BRI R, SRR
R 24 ) Bt FH B 15 59— AR o VA & i T B A R AR R I XU B T S 5 B
) 52 B3 IS, TR ¥ A AR BRI o ¥R 97 7RI 2 0T Vi AR B B A Jre BRI (1 i
JIR VL FEOARN 53 L R0 0 88 RO EBEAT PP, B e N S8 52 1503 1) PR 38, £ ] 300
FENRAHI RISV R g0, B 8 AR ARSI E 22 4t mh g 1) A 1

[0092]  {EJu28 451, Use 1) IR T TR AE A 25 04L& W) (e 3 52 il A PO 1) JiJRd VR R o AE ALK
RISt 5 S 10T A R A 25 0 (e 0 e A B Y AR S A T B R .« e R RRE VR R
Bt HI B S PUMRE R (anti-neoplastic agent) A& it FIVG T A RCR 1 254 5 SR A4
KB BIRANE AN IR ST 28 /b — Rl REDR ) 7™ FRE EE R AL, To o i R 0 1 434 A
FR SIS [ G0, By 1E B0 5 B B 5 B K RE , B0 DA At 7 e AR KR e IR .
Ab s RIE R TR AR A G R AR 2 B R A AR B e 2 e G
R T 25 WALt B T eV IR R BE 70 AR B e MR AR T 25t T S B A0 LA
B /BT R s e AR ABEACR (RRAEH) fK 1.

(00931 FEONMPEIRTT K617, SRV 326l HILL L 1697 A RCE BGR RN 2 ik
bR DA o) 200 B A A R AR K 2 b K 24209, BRI 2B/ KR 24540 %, FL A H AL 2 /b
KE160% , I Hib ik 22K L1809 o FE S YLk (1 St 7 b » Va7 A RO BRI E N 2454
A5 ) 240 A R A A RITOIE S8 b 4 P A A s R 2B KGR 100 %6 o AL 5 4 0 )
iR R A IR B 0 RT LAAE SR 22 G o BEAT VRO, 491 A0 A ST IR AOMC3 845 i i Je /)~ Bl Ji e
R e AT TRE 5 T AL R B 2T - AR A LS I X — PR s ] LLE I AR 6 e 51
AV 200 6 A A ) BE FTEAT VR XA AR U ) T DL RN 53 2 R 0 g R AR AR AR I L
o AR At 8 S Bt T SR R VR AT DO B R R b2 20K, AR 2
DZIA0K , B 5 AL E D ZI60 K KN 1]

[0094] Xt 526l (1) “VB T BCTTVR” AE i LA e O N0 R ek BB 1 S O A
FREPREIR I FORE I RE BRAE A SR FR ) HY B0 < ke L e 7™ B EE B R A O I AR 32 1k
ATATART SR ) - PR AL P, B3 1) e P 177

[0095]  fEAG W G ety Tk LIk SE it s &, 2l E N .

(00961 “JEAE" A2 i — RS LA S 5 20 A8 A% A AS 52 42 i 3t 2 KON RFAE IR 25 Flopdig » A 52 4%
i 1 440 SR AT A A RN A K BUE BCE A R B4R i, EATR AN ARIE 4L 4, 3 ] DL
LR ES AR 8 B AL A% 1) B AR 1 328 3 48 0 o FE AR T PR YR TTREAE” 1) 53— P A [R] (4 4 0
BIT IR BCE YU B P

(00971 4nfirid , A B AL 5 A WY ELEAE 5E X SR A4 BORE 5 2 1 AR VR T S SR VR R
R AE P PR o Joe A A AN 2 42 1 ) W 0 B AR 45 B R 2R 48 1Y) L D RE IR A I A 0 i
SBATRAE IR 32 2 BT B U T N A7 AE T 32 1l ML Y BT E 4 R 4 32 10 - Ak Tk
FEFREE (A SE B m (8 32 A 2 5 T Ok R RAE. (91 G 9 T S0 S S B AR B ) #5213 L R i
S At 5 S fe A AT ) 52 o L SRS BRI A O LB P B 2 3 B (Y e A W] S I 2
SR A I D RE IR e 4 B B IR E A0 T & MRS RE (A 1 1) RE S 4450 2 3 1
TEHE PR L 2, DR 0kt 3 50 I 5 oy (LA B2 MR L /NS k28 A b R 20 B sk e () T 20)
RAFHEOLT,
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[0098] 7%k BH A F A B B 1E € X7 A1 B B iR sl & 2 B 0T TR 9T 2 M ebaE B Ak
TR R 1) f s v R 52 KA o K ol o 1) 49 - 0955 L IR 0 20 e ol O SR8 T
Jei B2 R BR BRI e  HEE  EEE e  R FEODR U TR S U
F e e AR I e (a1 L 1 e bR L 4 P 1 L) 5 o FE — N S L A R B R T
H AT T ST G 2 s I LA e et 0 ) B A 2 e 110 A Bl 2D i 1) DR /N SR v 97 TR
JHEd AE ST SR AR AT DA ((HANER 1) B s i Rk B

(00991 JH Al Fy g B A0 355 (E AN PR T 258 JEC 4 PR e S MIELTE i IS I e i i S i R R X 2 R 4
(CNS) & < & 000 « K B e < &5 W B W S5 4 A 200 HAL R A 15 B B T8
AR 9 S 30008« 5 e b R P TR S e e TR S s NG R AT KRR (B R R
T Uk IR AR A R IR 5 PR AP BRI AR s 11 e (B s Sk ERIIRD) ;5 O
LI JHR Mg 5 A0 I S BRI BT s BESUULIA R s B0 s WP R G e s PROORE 5 e Bk s B s B
Jed s FROIR I s 7 50 s WA PR R G0 5 DA S LAt s AR JRE

[0100] Vv J2& 4 7E Byt FH 5l 5 10 7RI A 45 & i FHINE 5 35050 2 B 1 Bt i o e A R 1)
HEWD X B FER T IR B P71 9% i FIVE 97 PR 1

[0101] W AR BH 1A% B 2H 6 W0V o7 BT PR 26 v L3 A 11 L i 2 0 I B 2 A L LA
AN H DL 2R I R G 0 AL FE N7 T8 IR AR (rickettsiae) « S JEAR (mycoplasms) Al JE 44
(agents) 5| BRI FIEEER (scrapie) AW Midi (BSE) LA o 85998 (91 4 26 - ik
(kurw) M HER (Creutzfeldt-Jacobdisease)) o /4% N 40 I8 EF « B o 5% A5 AR H ) 44
TR ORI RG] D S ) 2 e 1 e M BB AR, 9 BE mT BL2 SR i el S i
WA, JEL ] 78 A 3 R Rt A A () AT ) AR v A 222 — AN B ) 32 2 ZH A Y
AR AR

[0102]  mfefi FHAS J BH 11 928 17 2H 6 0 AR 2 o e 16 4 s 56 % A 4 o == I BH A R 2 =2 G BH
PR o 22 I RH MR B 1 B B (AR TR AT B & (Pasteurella) ¥)F0 E 2 3KE B
(Staphylococci) WIMAIEEEK TR J& (Streptococcei) MIFH . B == I 91 14 B 1) 451 7 B0 4 (HANBR
TRKW#E (Escherichiacoli) XHMIE )& (Pseudomonas) ¥ FV> [T IK B J&
(Salmonella) M mAEMAEP R EH FEFEEAR T W E
(Heliobacterpyloris) A IR BilE €A (Borreliaburgdorferi) Mg fifi 4 % 4] 95 B
(Legionellapneumophilia) ¥ 4T J& (Mycobacteria) #Fh (4] 0 &5 %% 70 K A
(M. tuberculosis) & FAF B M.avium) A 2 FAFB (M. intracellilare) HEg= By
M ®E (M.kansaii) - XE M HE (M.gordonae) ) . 4 ¥ 0 5 4 Bk
(Staphylococcusaureus) R 2 B K IR H (Neisseria gonorrhoeae) iR 78 23 BRI BR A
(Neisseriameningitidis) « HLAZ 4 38 A R iRk Qi (Listeriamonocytogeners) AR AkEE
BKE (Streptococcuspyogenes) (AZHEEEKTH J&) L FL#EEK A (Streptococcusagalactiae)
(BZHEEERH JB) JBEBR T B (B4t 2H) 3R 8EPR 1 (Streptococcusfaecalis) A BEER H
(streptococcusbovis) JEEEKE J& (Streptococcus) (aenorobicspp.) il 4 &% BK &
(Streptococcuspneumoniae) - Jii 4 25 Hh A1 1% J& (pathogenicCampylobacter) ##f . Ik
i J& (Enterococcus) ¥ Fh . i &0 M AT (Haemophilusinfluenzae) « R JH 2 fA T H
(Bacillusanthracis) \HMEAEFTE (Corynebacteriumdiptheriae) «#HIRIT I &
(Corynebacterium) ¥ JEA ST EE 221 (Erysipelothrixrhusiopathie) ;=< K iER
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(Clostridiumperfringens) #fi MR # (Clostridiumtetani) /it &E
(Enterobacteraerogenes) i % 7 f5 AR H (Klebsiellapneumoniae) \ 2 7 L B IK B
(Pasteurellamultocida) KA EJE (Bacteroides) ¥ . R BT H
(Fusobacteriumnucleatum) <& ERIREEFT B (Streptobacillus moniliformis) M &EE %5 1R
JEfR (Treponemapallidum) #% 4H0 % M2 g4k (Treponemapertenue) - 4 it B JiE 4 J&
(Leptospira) \ MR K4 JE (Rickettsia) FIK G H (Actinomycesisraelii) o

[0103] 5l N RGN BE A B T~ B AEANR T 0 s 78 Retroviridae) (1A
SRR T BE , WNHIV-1 (B FRAHTLY-T11) JHIV-1T.LACBIDLV-TT1/LAVERHIV-TTTLL & H:
7 BS K, WHHTV-LP) - /NRNAJR 8 A} (Picornaviridae) (] 48 #8 & i 4 9% 55
(poliovirus) H MM % .%HiEME (enteroviruses) « N KM §¥ & 7 &
(humanCoxsackieviruses) «EJiE; (rhinoviruses) 3% (echoviruses)) MR
Bt (Calciviridae) (BT E R EK) PR (Togaviridae) (U155 28 7 55
(equine encephalitisviruses) A2 JHF (rubellaviruses)) .5 H 5 F
(Flaviviridae) (140 i (dengueviruses) N & & (encephalitisviruses) 3
P (vellowfeverviruses)) aR W # £l (Coronaviridae) (40 7d R Wi 55
(coronaviruses)) - # R % B (Rhabdoviridae) (f & /K i3 1 L 9% 2
(vesicularstomataviruses) JERJHEE (rabiesviruses)) A 22 E £t (Filoviridae) (]
WK P $7 Wi 8 (Ebolaviruses)) Bl & W 8 £t (Paramyxoviridae) (] 4 &l 2 &
(parainfluenzaviruses) JEIE % 8 (mumpsviruses) JWRZE iR (measlesvirus) FFIRIE
A E  (respiratorysyncytialvirus)) «IEZHRE R (Orthomyxoviridae) ({47
% (influenzaviruses)) Ai B % & (Bungaviridae) (f 40 H 5 &
(Hataanviruses) Afi JE X7 (bungaviruses)  HIEFAJEE (phleoboviruses) MNairoli
) R ERL (Arenaviridae) (H M#WpEE (hemorrhagicfeverviruses)) , Mgl &
Bl (Reoviridae) (B Uil 7 EE (reoviruses)) FAREE (orbiviruses) H 4RI B
(rotaviruses)) WURNAJGHAL (Bimaviridae) W& ATDNAT 25} (Hepadnaviridae) (£ Z4HT
RKIEE) 4l/NREEERE (Parvoviridae) (41/NJi % (parvoviruses)) AL 2 2% 8 £
(Papovaviridae) (FL:kJ%i#E (papillomaviruses) % JRJi#F (polyomaviruses)) BRI
# £} (Adenoviridae) (%5 (adenoviruses)) JJEZ BRI (Herpeviridae) (5454l
27 (herpessimplexvirus) (HSV) IFIII./KJE A IRJEIZ B (varicel lazostervirus) -
Wi (poxviruses)) ML IH R (Iridoviridae) (B 40 3R P14 I8 o 25
(Africanswinefevervirus) ) Fl &K 45 2895 3 () 403 45 0K 0K 99 10 25099 B 7
(etiologicagents) - T UM R H 7 AEH R AE LRI R R 7 (LKW IE AL 4% 22K E W4k
FERE IR 58) 5 1 TR 58 (Norwalk) A AHIC I s B AR B (astroviruses)) o

[0104] HEMH FEFEMHEEE (Aspergillus) WA KM T HE
(Coccidoidesimmitis) HI ZYBE BB (Cryptococcusneoformans) « &2 Bk i
(Candidaalbicans) A At &2k JE YA R 27 £ 1 (Blastomycesdermatidis) e f4H
A Histoplasma capsulatum) -VPHR A JRAK (Chlamydiatrachomatis) iR IK H &
(Nocardia) #Fh A1 K fifl 7 B (Pneumocytiscarinii) o

[0105] & AF A0 H5H AN PR T i Y 4 R0/ B2 2R 37 AR, AR E DL (Babesiamicroti)
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Sr B Dl 31 (Babesidivergans) VA ZA N F] K E (Entomoebahistolytica) « W5 EG B 56ty
(Giardalamblia) , ¥ At 2 Rt (Leishmaniatropica) At 2 i H J& (Leishmania) ¥
A E PR E JH B (Leishmaniabraziliensis) AR A4 2 J5 Bt (Leishmaniadonovdni) «
EMIEJR B (Plasmodiumfalciparum) « = HJE A 3 (Plasmodiummalariae) - BFTEIE JH 31
(Plasmodiumovale) «[8] HJEJHE H1 (Plasmodiumvivax) KI5 5 (Toxoplasmagondii) « [X|
b WHEH  (Trypanosomagambiense) « %' {8 P4 V4t Ht (Trypanosomarhodesiense) (FEMHEAR
W) e lHER (Trypanosomacruzi) (18 MK (Chagus’ disease) ) AN 5 JE
(Toxoplasmagondii) « H (flatworms) Al#H & (roundworms) o

[0106]  “Zj% BRI 52 29 M 8UA” FE AR 3 EARZS R ARART S A i 77 43 B o s AR
U4 TR 77 A0 L TR 71 5598 R RIIR WA S 38 7] 25 45 o AT i A od T Bk LN B2 TR W E
HhEHE (spinal) B3R R 25 24 (151 G @ ok 3 59 By -

[0107] AW 25 WA & 4 / 95 v A1 6 ) Tl o AR Q5T 2 1K) 22 BT V45 24 o IE IR
N GOR BRI IR , 45 25 B A2 0 /85 07 sCR Bl 30 R I &5 SR AR 3 il i e se s 2 B 42 4
ARG, v e Z BT (A& PG IR kAT A, i & 5 2 Ly
2y A, AT A IR 52 R 45 24 Ak T B A G i o A R R R R KAk S A o BT 24 AR R A
BLFE SR I AN K MR G s

[0108] A 24 FH B A B, 475 TG 11 7K 1k VA TR 0 AR, A B P 3 i B 1) 88 10 81 A SR 2 TR
TG TR 791 o 2R S5 A 245 701) FH T 24 00 1k 0 T ) PR e e AR AT SR

[0109] 71 i &5 & Bt P o A J W P 2050 Aok S Tt A91) AT TR 4 R, DAASEAS % B R A0 R FIRFAIE FE
565 TRA ISR N GYER , MR AR 5 B B DR 4 BBl H B8 D 2 A i €
[o110] PRI 575k

[O111] A WY ELAA 18y 5 it 451 o e SR KD 0 20 AR AR T VE BN 28 U T o AR TR 28 FR 44
A5 P RS T A B AR ST S i At A B AN 5 32 3 Jg T I BOR v B B HoR T
B ARG BOR N A AT ARSI BOR M 3RAS , 7E L AMECE 2 (4658

(01121  1.Hifk

[0113]  7E B4R SLtadsh , i iR CDA0FDROF A4 1) B % v A% [X A2 55 7 41 & 42 7 LA AT Y
B3RS (Li F,Ravetch JV.2011.Inhibitory Fcgamma receptor engagement drives
adjuvant and anti-tumor activities of agonistic CD40 antibodies.Science 333:
1030-4;Li F,Ravetch JV. 2012.Apoptotic and antitumor activity of death
receptor antibodies require inhibitory Fcgamma receptor engagement.Proc Natl
Acad Sci U 'S A 109:10966-71) .t ACDA0HT 4 = i ] 28 [X A1 B 7 41 L 42 #EUS 7338660
Hh 5

[0114] A S B A TeGHIH BB 2 (X 51 (6145 A 1661 1e62. 1gG3AN TgGAR) il fh &
BEERX) OSLEUIHR R T 3k4E (Li F,Ravetch JV.2011.Inhibitory Fcgamma
receptor engagement drives adjuvant and anti-tumor activities of agonistic
CD40 antibodies.Science 333:1030-4;Li F,Ravetch JV.2012.Apoptotic and
antitumor activity of death receptor antibodies require inhibitory Fcgamma
receptor engagement.Proc Natl Acad Sci U S A 109: 10966-71) ,7%& A K@ H K&
FS o AR W R 044 B 1 E X R AR AR 2 AE IR N ToGIY 144 S8 1H € [X 7 H1) Bl i
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RUR ARG TTIR NG o BT P U AR 35 38 0ok 1 I %% QL HEK 293T4B i ik, JF i@ id protein G
Sepharose 4 Fast Flow (GE Healthcare) 2tk i 45 X BE/NER AN 2R T gGHuk A
Jackson ImmunoResearch Laboratoryldfg .

[0115]  2./MNER,

[0116]  Fcy kBRI R B Fe v 2 ha BB R (FegR /) , MFc v 24 AL/ R
(FegR™/ "hFCGR'®, fRIFRhFCGR'®) # £, 28 48 SC ik vp ik it (Smith P,DiLillo DJ,Bournazos
S,LiF,Ravetch JV.2012.Mouse model recapitulating human Fcgamma receptor
structural and functional diversity.Proc Natl Acad Sci U S A 109:6181-6) .Fcy
1152 A R2 T (FegR2b /) MFc y TTBSZ /& NEAL /N R2/ hR2B'® (FegR2b /-
hFCGRZBm)Eiééffjiﬁﬁtp?ﬁiiii(Li F, Ravetch JV.2011.Inhibitory Fcgamma receptor
engagement drives adjuvant and anti-tumor activities of agonistic CD40
antibodies.Science 333:1030-4;L1i F,Ravetch JV.2012.Apoptotic and antitumor

activity of death receptor antibodies require inhibitory Fcgamma receptor
engagement.Proc Natl Acad Sci U S A 109:10966-71) .31k N\ ZECDA0H 35 KL A /NN
3k NCDAOFIBACKE JE PR /N (hCD40"®) hCDA0™/IN R MThFOGR /N 4452 T LASRAFCD40 LA %
Fey 24K AN JEAGII /N R (hCD40™ hFCGR'®) , [A] I 9 7] LA 3R 45 H 5 hCD40 " /N FIRR T
hFCGRZB™2 41y He X hFCGR™ [ /N B, (hCD40™ hR2B ™) o TS 9256y B F2 B 7E b g A8 1 K24 8
PR S YIRL L A L, BT SEBG T R AT S 3R ENE R AN O T SR AT AT R
< 27 5 sh 4P BRI FH 22 A 25 IR VR T

[0117] 3. EEIK G e MR Bt SIS (ELTSA) Ml %€ HLCDA0FT A ¥ CDA0 L, & RE /143 it

[0118] 3 #rHi ACDAOFLARRT , Fl B4 A CDA0R (1 G 4R A B RHE A TR 2 ) /6l ok il 1
B, RIS, 1% BSAZE i 35 A1 2h i FHPBST (77005 % M- 201 PBS) 3 =K, & FL I A 100uL
Bf 2 AR RE B N IS B CDAO A4 , S T & Lh s FIPBSTHEDY I, IR B 9 100ng/m1AEH 3R
PRACEIPIA T R BER 30, IR B LhEPBSTEEAV , IINE B K FE [ SAV-HRP, =R I &
Lh/E I B, 553 815 T-650nmAb MWL A «

[0119] 23 #rHi b CDA0PI AR , (i F FE 4L R CD40K (3 G 54K A FURHB A R 2 7)) g,
HRPARICH Ll - 5T N TG-Fe i E y AT A il , HoAh S48 773 ] .

[0120] 4. OVA%F R CDSFH LT 3 HE A6 A

(01211 4E#2-4 F1 A/ OB R 1 A S 4 e #5 2x 104 B T 20044 F+PBS H 0T - T
JERAHM (CD45.17) , 2 Je @ i 5 R v i HEAT S o %o R ZEL YA 3 24952 YU DEC- OVA R 9 R HE
& (Li F,Ravetch JV.2011.Inhibitory Fcgamma receptor engagement drives
adjuvant and anti-tumor activities of agonistic CD40antibodies.Science 333:
1030-4) , HARH R F S 25 5C IDEC-OVAE I AHTCDA0HTAA . 6 K LA S » /N B4 Ak 441 g
T FHACK 2 A VU2 M9 21 A ) J B & T FACSZ2 4+ (PBSTINO . 5% FBS, 2mM EDTAF0. 1% NaN3)
H i) A B MR AT P SV 5 AR e e i T € 20 BT OV ASRY S PECDS+ TR (0T-1) 94 . FH 5]
PR G2 Y hRic 47/ R CD45 . 1,CD4,CD8 , AITCR-Va2470 44 » it 220 B FIDAPT 4 2 HE R
FE4HL,CD45 . 1°/CD8’/TCR-Va2 % 58 J90T-1/CDS T4 .

[0122] 5 /)N G JR 4 A 71 o i s B

(01231 HC/IN sl JJFE 200 L 5 P ACKC SR A VR 2 At 40 4 B S5 B T AT M 5% 5% ) (RPMT+10 %
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FBS+1%P/SXUHL) H » FEFL2 X 10° U AR AR » A B2 6 B 1) S 50 B L CDAO T AR Bt AT b B, 37
‘CHEFRA8/NIT , SR J5 FHFACS 737 /)N B BEH i 3% T 7% Ak b 1R 43+ (CD80CD86) 1) 3R IK 1B I o
PEFRIR A>T B IR NE L WA P98 Y658 B (MPT) , 53 Eh B HICDA0  FiiA s BYT AL F %
PE A

[0124] 6. PBMCHARA I8 S 16

[0125]  FicollZs B3R5 e e A &b JE I S 40 (PBMC) , R AL2 X 10 44 b . FHI B 3
PR 0 BB L BUCDAO T TR HEAT AL B, 37 FE 15 7748/ INI , SR J& FHFACS 73 AT PBMCHB - 41 i 3 [Hi
TG AR IR 4T (CD54.CD80CD86 HLA-DR) IR IATE L » ¥l A Am R 40 - (1) IR 15 It S e Ay ~F-
15 e EE (MFD) , 59850 8 31CDA0HT AR M0 BAH AL f) 3% 1 TR AH G

[0126]  7.ELISAZr#rdifk HFc v RIS &Rt

[0127]  HUE MK FER L0OuL A F iR i N B ICAR 1 Al i 4, 78 13 , FH &1 % BSARIPBS
V127N, PBST (£5°0. 05 % i 20 PBS) Wl , S8 Ja IS ik ) biot indR%F /) Fe v RIE
Hhet i ) (b SGBAA N AE ARG IR A7) ZiRF G 1/ G 78 B, PBSTHEW.
BiAStreptavidin-HRP (BD Biosciences) i &G I/MArillbiotind H , Z2B& _FiF, IIA
AR €620 - 4043 B 5 I 2 650nmiT) I S {EAG50.

[0128] 8. KM% & IR

[0129]  Jr A () 3R 1 55 B8 1~ L4k (SPR) 43 #r S48 ot ) 2% i+ 5209 : 10mM Hepes (pH 7.4) ,
150mM NaCl,3.4mM EDTA,0.005 % 3 [ 14 77P20, L34 fEBiacore T100 (GEEEJT) SPRF
gt EREAT, WE IR 925°C o fEpH 4. 556 THIsHRZZM VA I Fe v R JBAM S5 8RB
I SN A D F AR R 23 7)) 88 I e B AR B ] 5 7ECMBCS Fr , 18 EI 272000114 M 5. 527
(response unites,RUs) % & o P9 £ 56 S FRORBE IR 5 A& 24 9K BE VG | B B4 i LAL30UL /min
(0 PV NI BIAH » 45 30 B 5 i B8 500 Bl o BRI 0 AT ARG A 285 3R S5, LA — 72 K P INaOH , 501
L/minf i e NAL 28 R 1 30F0 % Hk AT B4  fEBiacore T10043 M8 AF (FiuA1.1,GER:
7)) HIRR AR e EIE R s A E S E AL 5 G 30 AT ORI B
o FHH KDIE

[0130] 9. MC38/iypg s Y

[0131]  MC38/2 /N &5 e 4 g ok » 2 344> FJ4FE IR IRThFCGR /)N Bl ik B2 T ¥ S 4 A 2
10°/NMC3SZH L , 455 B 3 % A FHY e - R & Fbd /N, A P A 3 (L1° X L2) /23 55 g
R, AP L2 R 4 ) B AR, L2 AR i K ELAR o M R A 75 DA S5 AR 40 ey /N K
NERIEATBEML 22 GEOK) , 8 L G i v S o B2 /INRR 45 731 . 6ug R R R TG, A2 s
T31. 6ug MM HUMAR . B3RS , 45 T 5 50 R AHIA I AR EE , REXT BRI R 45 T [R) B %) i 1gG, B
RUMLE T BB S5, GRS & M RN, THE MR . 10.M04 M i 4!

[0132]  MOASZ /NG 2T 4k A R 4 bk » 2804 FI4E IR IRThFCGR " /)N Bl ik Bz T ¥ S 432 2
10°ANMO4ZH A, 458 3 7% A P93 A 5 R 0062 g /N, 4 A 2R (L1 X L2) /23 S g
B AL MR A e K AR, L2 F i ELAR o M R 4 A 75 DA S5 AR 40 e gg /N K
NERIEATBEML 232 (BEOK) , 8 L G i v S 5o R ZH /INER 45 731 . 6ug [R] B R TgGA2ug OVA
PtJE (LADEC205H /A FOVARE & H I , HARH L 731 . 6ugH NPtk Fl2ug OVAHLJR
(LADEC205H0 R AIOVAR & 35 A R TE ) « 2 05 , Akl g A, T A .

[0133]  11.PUDRSHUAIIDREL, A fig 7143 Hr
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[0134]  2f T 4r M AN[F HUDRS T4 X DR5 () 45 & g 77, MC384H il FHUKFACS 22 i il (PBS+
0.5%FBS+2mM EDTA+0.1%NaN3) B2, 3. 164586 2 F# B I FIPTDREFUAA , ¥k & Vi
2ng-20ug/mL, IR B 157> 8 5 FHUKFACSZZ M BE I IR s S8 )5 T FHF T TCAR B 1 L E Pt A4t
& (VECTOR FI-3080) BEAT G, UK FREGIE H 2543 %1, FACSZZ M RBE IR, S8 f AT Ui
T LIRS G DROIE /) SFITC- 39 a8 B2 MFT)  1EAHOC, 45 3R B /R PiDRGPUAA HFIDRS
AR WAL P

[0135] 12 .HUDRSPUARE I T iE P4 #r

[0136] 2y [ 43 i HuDRSHUAA ) I T3 14 , AEMC 38 4H M4 75~ I 96 FLAR , 55 F2 1  , F7 4
F5 SR, FEFLAINN L0ORLHT 685 3590, 70 B B £ 10U E FegR ™™ \hFCGR ™ JE R 8 (B6 Y
50) FRRLLT A, [R) B 4L 53 N L OORLFT B 155 29, B B & 1ug/mL 2B6 HLAAHI 1ng/mLxy
R ECHTDREGTAA, 37 C iR B 47N U H 96 FLAR B 0K |, 542 5% _E3F , 2000LIKPBSHE ; 1001L
JRBEIH A3 -5 B, SRR R R FR R L b LA, 4°C, 400 X g B0 b5 8Pl &R, SR 5 H
CD45%i4& (clone:30-F11;Biolegend) #H47 R M 7 Tt NGt , F AT IIE caspase -3l A
Pty (Fifkclone €92-605;BD Biosciences) , BE4TI T 43T - MCISLH A 4K ¥k FH AT HL S FHFSC
FVI S £ SSC, LA B2 CDABRH MBI HY , 43 M caspase -3 (B 78 2 b R A& B) 155 A
JHT-BE SIS caspase - 3YL AP35 e FE (MFT) IEAHI% .

[0137]  Sijitafoil1 . A i BH B4 7 [X DA R B F AR B B B E E X7 81 R sh B f ik
[0138] @i LSRR B L R ve b FIR I AL BoR , AR A T — KRB R E
5E DX [ L AR IR ST it f51) 5 - 2 T A % 1 (X A 28 1 Pt A CDA0ER L BR CDAO I LAk LA S 4t
R DRS I PTLIA «

[0139]  MkHEHW U, 7E A B ELAAR I St 491 o, B 18 58 X 4 40 1 R i 4y b AT i T A Ak B
F& CH1 -85 X 345 LA S CH2 - CH3 45 #3535 43 o T 3 CHI - 458 B8 [X 350 43 T F FH BUAARCH L &5 5k
2 e X AE RV X B 5 CH2 - CH3 45 R4 3350 73 2 i R DU AR CH2 465 HA) 35k R CH3 465 A 3l A A 1T X B
TE BRI S, CHL - BBEIX R T AR RAZFIhTgG1YCHL - 42 4% X (SEQ 1D NO:1) , 8%,
FhlgG2fCHL - L5 X (SEQ 1D NO:2) , Bi# hIgG3[KICHL - &8k X (SEQ ID NO:3) , B hlgG4
[FJCHL -4 X (SEQ ID NO:4) ;CH2-CH3Z5#38R F 1 R & RAZ I h1gG1 I CH2 - CH3 45 #445
(SEQ ID NO:5) , 8k #h1gG2ffICH2-CH345 #44, (SEQ 1D NO:6) , B h1gG3ICH2 - CH34E #y 35
(SEQ ID NO:7) ,8¢{3hIgG4ffJCH2-CH34E #4y3, (SEQ ID NO:8) , 5k # 2 #EhIgG CH2-CH34E: #4)
) SR AT T R IERR AR CH2 - CH3SE AL, 51 U+ Y V11 98 A% ) CH2 - CH3 45 #4935k (SEQ
ID NO:9) /&7EhTgGl HJCH2-CH34E M3 1) FE At 34T 17 G237D/P238D/H268D/P271G/A330R
FLANRAZAFEIN CH2 - CH3ZE R 3 5 715 VO T AR [ CH2 - CH3 45 #4035 (SEQ 1D NO: 10) 2 7Eh1gG11H
CH2-CH3 45 #3e ity Bt b3k 47 17 G237D/P238D/P271G/A330R Y A 2845 45 3| {1 CH2 - CH3 45 74
o

[0140] 75 A HH 24 16 5 X 1) St ] P, 25 7 1 X PR e 910 | R 2 PR CHIL - S0 B X 471
DA J CH2 - CH3 25 #4357 1| 405 453 B AR i B B4 1 e (X1 < it 451 1) B AR5 B T DL & L3R
2,

[0141]  FTEULEHIE , K2 BTl B i) B 8% 18 e X S i 35 M 42 T N TGk h1gGl
h1gG2.hIgG3FhIgG44) R m AMI1gG1 162 1gG3 T gG4 . Fe 2t &4y F¢ Ay A 2R AT , Ak
IRBHNIE TSN, HBARRBRE IR T 52 1g6 EUg 'S AKIER .
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[0142] "] A4 28451 a3 BH 2R 2 B 71 1) 28 4 1 7 X 10 465 W)« 440k DG LIy B i 5 X (R CHL -
LB IX 1 KI5 T gG L, CH2 - CH3ZS #3F) SR Y h TgG L, HH LR IRG LI 7 21 2 th AR &8 SRR 1)
hTgG 1A CHI - L4k X 1) 5 51 [F] R 22 5 AZ A h T g G 1 CH2 - CH3 45 My 38k ) 2 51 996 T B ) » 4 19
V11 (H2) B TE 2 X (TEA SR )RR JACT) BICHL - 4885 X [ SRk I hTgG2, CH2-CH3 45 #4,
[R5 9 4 G237D/P238D/H268D/P271G/A330RFEAS R h1gG1 , it F /R V11 (H2) ) 5 %)
(SEQ ID NO:11) 2 RZ KA hIgG2M¥ CHL - BHE X [ )7 1[5 1 45 G237D/P238D/H268D/
P271G/A330RFKRAZ [FJh1gG1CH2 - CH3 45 R 35k ) 7 F 765 1T B 4T o JHL Al 14y B o X 1149 S it A1)
(1) 7 51 S5 T AR 2 2 DA S A B B JB B 7 F1 R A H

[0143] 32 A%z BH HL % 1 5 [X (1) St ]

HEEEXZK | CHI-ZE | CH2-CH3 SAHIRIE (CH2-CH3 Sk | FFII4% 5
XERE | FriftiraREe)
Gl hlgG1 higG1
G2 higG2 higG2
G3 hlgG3 hlgG3
G4 hlgG4 higG4
V11(H1) hlgG1 hlgG1(G237D/P238D/H268D/P271G/A330R)
VI(H1) hlgG1 hlgG1(G237D/P238D/P271G/A330R)
VI1(H2), XK hlgG2 hlgG1(G237D/P238D/H268D/P271G/A330R) | SEQ ID NO:11
JAC1
V9(H2), XK hlgG2 hlgG1(G237D/P238D/P271G/A330R) SEQ ID NO:12
JAC2
V11(H3) hlgG3 higG1(G237D/P238D/H268D/P271G/A330R)
[0144] G3(H2) hlgG2 hlgG3
G2(H3) hlgG3 hlgG2
G1(H2) higG2 higG1
G1-NA higG1 hIgG1(N297A)
G2-NA hlgG2 hIgG2(N297A)
G2-SELF, X# | hlgG2 hlgG2(S267E/LL328F) SEQ ID NO:13
JAC3
G2-SE hlgG2 hlgG2(S267E)
G2-LF higG2 hlgG2(L328F)
G2-HDPG, X# |hlgG2 hlgG2(H268D/P271G) SEQ ID NO:14
JAC4
G2-PG higG2 hlgG2(P271G)
G2-HD hlgG2 hlgG2(H268D)
G2-GDPDHDPG | hlgG2 hlgG2(G237D/P238D/H268D/P271G)
G1-SELF higGl hlgG1(S267E/L328F)

23



N 107474136 B W OB P 20/28 T

G1-SDIE higG1 higG1(S239D/I332E)
GI-SE hlgG1 hlgG1(S267E)
G1-SDSE higG1 hIgG1(S239D/S267E)

[0145] | G1-S236DSE higG1 hlgG1(S236D/S267E)
GI-GASDALIE | higGl hIgG1(G236A/S239D/A330L/1332E)
G2-GASDALIE | higG2 hlgG1(G236A/S239D/A330L/1332E)
G2-SDIE higG2 hlgG1(S239D/1332E)

[0146] A<k BH ELAAR PR S fte 451 Bl A R p AR 25 8 N i sl 3 ik & PR (S HiiE 2 X N
NVE T, 51 A\ CDA0HT 44 () CDR A2 A U5 1) » 471 B3 CDA0 FN47 B3 DROFTAZ [ CDR A2 FR U 1)) » FHerh At
ACD40EE # NPT EL CDAOMI TR LA B AFT 5L DRS [ 42 447 42 35 - 4 S 11 A %% B 1) BB e 1 5 X
(0, DR T A R 1 2 32 B2 J8 0k A () B AR e X R IX 20 14 5 A R B STt 91 A i R e AA 1
HARAE B L33 o AR B S A5 w4 o) A 5] B TR 1 7044 L A5 AR ) 7R 4 I 41 A R AR ) 1Y) 2
BE W] AR X 51, {H 2 B S X B R SIS TR o 40« AR R B S R R NPT N CDA0 ) it Ak
(Anti-hCD40-hIgG) EA MIF KIS 41 (SEQ ID NO:47) DL K AH [H] A 2 8 n] 45 [X 7 41 5 5K
bR A BTN CDA0$T#£ (Anti-hCD40-hTgG) % HE P 51) 254 v] A8 [X 7 41| 5 i sh A o d
CP-870893 1 424k J7 41| . B 4k v] A8 [X [ 41 #H[H] , 1 CP- 870893 f - HHPf1izer & £ X}
hCDA0HE £ f 4 N TgGi B BY ik , F T SRR fo % V6 I LA B S5 9% 1 P o AR R B S it £31)
H N BT CDA0HI A (Anti-mCD40-hTgG) A AHFEIf #2455 741 (SEQ 1D NO:48) LL K& AH[RI ()
FHBE T AR X P A1) 5 A R BH St 49 FR N BT SR DRS A 44 (Anti -mDR5-h1gG) HA5 A H] i i 4k 1
%) (SEQ 1D NO:49) LA S #H[F] i B 55 T A2 X 5 41 o

[0147] % ZEd B I 2 8 % BH B 40 O P Ak S it 491 SE B b mT LR AR 2 s AN [R] oA X BE
HCRIREG EE, AL LIRS T IR RRIE (52 BARR) A Thae 8 5 v] fE IR
H T A F B PR TgGIE B, 570 10 A 2 R B 9878 o DRI ] LA ER AR (1) A2, A R B SIZ it 431 ) 60
B 1E T X 40 ] LR FH 81 3 Ath = AR e B 3 S e 451 P £ 1R s B B AR Bk B
H,

[0148]  FE—AN EARI S 9] = , o7 DA 57 1 45 6 P s B Do AA 1) 21 ] 48 X R S AR
AP ) B B e X Fl A DL RS 5 R B 5 1 At oA, 8 40 < B b SCER 1 Bl 1 ZE AT )
WEh BB AR 1) B A ] AR X RN 1 A B B AL IR JAC LRI ] LA SR A5 14 3 8 (0 £ AN )
TNFREIHTAE

[0149] 78 5 — AN HARR) S, 7T LORHRE 45 A BRI PR 45 S R 5 Ak B $ it
(1) B B 1E 5 X Rl DA SR AR AR B o i S R, 0 0 R R S R 45 A CDA0 I 9K Bk
(nanobody) 5 AR BRI JACLREE & 1T LASRA Ve HE ISR Bl A 5 A .

[0150] 7 —ANsiti e, Ak B HUAR AT DUSE AN Beak, i vl LU kA ufk , AJEfk
[0151] 2R3 A% A BH ik Si it ] 1) B AA A5 JE

kLR HR RERIRS HERFIHS |E#fEEX
[0152] 2
Anti-mCD40-hIgG1 f, CD40 | SEQ ID NO:48 SEQIDNO:15 |Gl
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Anti-hCD40-hIgG1 A CD40 |SEQIDNO:47 |SEQIDNO:16 |Gl
Anti-mCD40-hIgG2 . CD40 | SEQIDNO:48 |SEQIDNO:17 |G2
Anti-hCD40-h1gG2 A CD40 |SEQIDNO:47 |SEQIDNO:I18 |G2
Anti-mCD40-hIgG3 f CD40 | SEQIDNO48 |SEQIDNO:19 |G3
Anti-hCD40-hIgG3 A CD40 |SEQIDNO:47 |SEQIDNO:20 |G3
Anti-mCD40-hIgG4 . CD40 | SEQIDNO:48 |SEQIDNO:21 |G4
Anti-hCD40-hIgG4 A CD40 |SEQIDNO:47 |SEQIDNO:22 |G4
Anti-hCD40-hIgG1(V9) A CD40 |SEQIDNO:47 |SEQIDNO:23 | V9(HI)
Anti-mCD40-hIgG1(V11) il CD40 |SEQIDNO:48 |SEQIDNO:24 |VII(HI)
Anti-hCD40-hIgG1(V11) A CD40 | SEQIDNO:47 |SEQIDNO:25 | VI1I(H])
Anti-mCD40-hIgG2(V11) . CD40 | SEQIDNO48 |SEQIDNO:26 |VII(H2), X

FK JACI
Anti-hCD40-hIgG2(V11) A CD40 |SEQIDNO:47 |SEQIDNO:27 |VII(H2), X
FK JACI
Anti-mCD40-hIgG3(V11) fL.CD40 |SEQIDNO:48 |SEQIDNO:28 |VII(H3)
Anti-hCD40-hIgG3(V11) A CD40 |SEQIDNO:47 |SEQIDNO:29 |VI1I(H3)
Anti-mCD40-hIgG2(H3) L. CD40 | SEQIDNO:48 | SEQIDNO:30 | G2(H3)
Anti-hCD40-hIgG2(H3) A CD40 |SEQIDNO:47 |SEQIDNO:31 |G2(H3)
Anti-mCD40-hIgG3(H2) . CD40 | SEQIDNO:48 | SEQIDNO:32 | G3(H2)
[0153] | Anti-hCD40-hIgG3(H2) A CD40 |SEQIDNO:47 |SEQIDNO:33 | G3(H2)
Anti-mCD40-hIgG1-NA . CD40 | SEQIDNO:48 |SEQIDNO:34 |GI-NA
Anti-hCD40-hIgG1-NA A CD40 |SEQIDNO:47 |SEQIDNO:35 |GI-NA
Anti-mCD40-hIgG2-NA . CD40 |SEQIDNO:48 |SEQIDNO:36 |G2-NA
Anti-hCD40-hIgG2-NA A CD40 |SEQIDNO:47 |SEQIDNO:37 |G2-NA
Anti-hCD40-hIgG2-SE A CD40 |SEQIDNO:47 |SEQIDNO:38 |G2-SE
Anti-hCD40-hIgG2-LF A CD40 |SEQIDNO:47 |SEQIDNO:39 |G2-LF
Anti-hCD40-hIgG2-SELF | A CD40 |SEQIDNO:47 |SEQIDNO:40 |G2-SELF, ¥
M JAC3
Anti-hCD40-hIgG2-HD A CD40 |SEQIDNO:47 |SEQIDNO:41 |G2-HD
Anti-hCD40-hIgG2-PG A CD40 | SEQIDNO:47 |SEQIDNO:42 |G2-PG
Anti-hCD40-hIgG2-HDPG | A CD40 | SEQIDNO:47 |SEQIDNO:43 | G2-HDPG,
NHR JACA
Anti-mDR5-hIgG2 .DR5 |SEQIDNO:49 |SEQIDNO:44 |G2
Anti-mDR5-hIgG1(V11) f.DR5 |SEQIDNO:49 |SEQIDNO:45 |VII(HI)
Anti-mDR5-1gG2(V11) §.DR5 |SEQIDNO:49 |SEQIDNO:46 |VII(H2), ¥
FK JACI
Anti-mCD40-hlgG1-SDIE | i CD40 | SEQIDNO:48 | SEQIDNO:50 | G1-SDIE
Anti-mCD40-hIgG2-SDIE | il CD40 | SEQIDNO:48 | SEQIDNO:51 | G1-SDIE
Anti-mCD40-hIgG2-GASDA | i, CD40 | SEQ IDNO48 | SEQ IDNO:52 | GI-GASDA
LIE LIE
(0154] | Anti-mCD40-hlgG1 (H2) | CD40 |SEQIDNO:48 |SEQIDNO:53 |GI(H2)
Anti-mDR5-hIgG1-GASDA | fii DRS | SEQIDNO:49 | SEQIDNO:54 | G1-GASDA
LIE LIE
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[0155] iz FH b SCRT 4 21 (1 B BC e 93 IR B S 56 (ELTSA) 75925, MR 1 AR J B HLCDA0HT 4 5
Jita (71 CDA0LE A fE 7. I3 FTR , P BR CDA0RI P ik (B 3A) LA K Bt ACDR LA (K13B) ¥3dk4T
T CD404E & e JIH IR . 25 R 27, A8 B STt ] h 44 2 R HiCDA0 B Hidd 35 R A X CD40 ]
GEARE N AERE R, ASLIGELISAZ M7 & 78 Ant i -hCD40-hIgG2 FlAnti-hCD40-hIgG2
(V11) XFhCDAO0F) 454 fit 7 A X HAh AR B o 110 % FE 21 45 4 g 71w K Anti-hCD40-h1gG2
(VIL) 7EAR N MG S8 2 3R B v AR 34, WA @ Bt N CDA0$T /A (Anti-hCD40-h1gG) [¥)
AT NCDAOR 45 & e 1% A W& B 2 R o

[0156]  sjafs|2 . NI TgGIBn R Bk & VKIS T BiikFe S5Fc v S2 A A EAE H

[0157] S5 T H#F AL N R IgGRBI B Bk & 2 55 2 B9k Fe S5Fc v 32 4R A8 B AE H IR
2, PUAPTgGIE Y (hIgGl.hIgG2 h1gG3 hIgG4) HI N ik CDA0H AR (Anti-mCD40-hIgGL
Anti-mCD40-hIgG2.Anti-mCD40-hIgG3.Anti-mCD40-h1gG4) 1 M Hiid sl i 4 FH TR 5
H A BE T 2 52 BFc v ZARKRIENI 520

[0158] T zh AUCD40 B A {2t T IR 42 2 4R 7% AL FE 55 5 P SR 4k 7 14 CDS FH 4 T4 i 1)
TEAL 53 8 ) G S I L BN 7N $0 B CD40Hi4& (Anti-mCD40-h1gG) fE3F0VA
J5R R 5 CDSFH M TAH ML AEOVA G 2 11 /INBR IRV AL S5 97 15 () 8 700 FH SR VP . A 28 T v 1k
(Science.2011Ang 19;333(6045) :1030-4) fEIX —4r K1, /NR B 46852 OVA%E F:CDSFH
PETZM (OT-T T4HAR) iS4k ik, 1K f5 8252 Pt JEDEC-0VA (OVA FIHTDEC2054T & 1 il &
H A& — Rl ROEOVAPL JE i T BY) FIHICDA0FUAAR I 0 %8 , SR JE 7E /MR A 6 K 5 20 HT0T - T
TAHRERHIY 1

[0159]  4nE 4R, B 7 & (30ug/ /M) fJAnti-mCD40-hIgGl Anti-mCD40-hIgG2.
Anti-mCD40-h1gGAHifRLERe v 244 NEAL/INEL 1 (WFCGR'®) #BELAG WE 1, Wi A& 4F T,
Anti-mCD40-hTgGl.Anti-mCD40-hTgG2.Anti-mCD40-hTgGATERc v 2 kBRI /N (FegR )
WA AN BB I YE (BI3A) X UiBHFC v 2RI RIS XTSI BN TeGhi it CDA0HTAAR )i 14
LB,

[0160] N T WFF BB N 1gGHUR CDAOPUIA R B R B A& 45 B Fc v 2R MIRE 71, N297Hk
FAAL S R RAE (N297A) 4 5] AN TgG29t i CDA0%T 44 (Anti-mCD40-h1gG2) , i 15 2
Anti-mCD40-hIgG2-NA.Anti-mCD40-hIgG2-NAFIIAFc L &Fc v 24K fE 1%k (&l6) ,
Anti-mCD40-h1gG2-NAFUIRFEOVALRE B AL A i F0T- T TAIMLIE Ak 53 38 v P . 58 423k
2 (E3B) , Ut I N Ant i -mCD40 - h1gG24T A 1) I8 i e J1 KK T-PidkFe 245G Fc v 52 4KRM)
VAR

[0161]  Sjstifs3. NRAMHI1EFe v 32 4& (WFe v RIIB) SHiAKRFc B 7 AH B A AR 2k Esh A
AHL CDAOFTAR A&

[0162] 743 M fEFc v SR Sk b BARSE N SR T oG Y Hi A4 OB I Fe -Fe v 52
A E AR R EFe v 3248 , NSRRI e v 32 4&hFc v RTIBI) DTk 1t — 25 73 A o £E 4061
M Fey 2k AJEL/NE (Fegr2b/ hFCGR2B™®) FItt lE /NG (Fegr2b ™) i, Anti-mCD40-
hT1gG2 HiMk7EFcgr2b ' /IR i E M (B4C) , i E I M Fe v 524k AR AL /N B
(Fegr2b ' hFCGR2B™) w1tk (KL E80%0T-1 CD8’, I4C) FIfERIL 4 AK Fey 2
I N5 /NBL (hFCGR'™®) HiE 1 (R 160-80%0T-1 CD8', [EI4A) AH24 , 15 B A K41
PEFe v 3248 2 LA At S HFAnt 1 -mCD40- hTgG2f v P
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[0163]  [A]B), 24Anti-hCD40-h1gGl.Anti-hCD40-hIgG2.Anti-hCD40-h1gG3. Anti-
hCD40-hTgGAfAR4M /1N B BAH A 42 323 A bR 12 73 ¥ (CDB0.CD86) KA , AN [F]Fe v 52443
1% (hCD40"™®hFCGR™ \nCD40™*hR2B ™) % Hi 4 1 37 ML S M AR (5 3% (J&15) « A2EAnti-hCD40-
hTgGl.Anti-hCD40-hT1gG2Lk & Anti-hCD40-h1gGA I i 4 fERCDA0™/ hFCGR ™ rb i P 1R 4T,
{H7ERCD40"™® hR2B ™ FREE & MEIR 9, JLF- 554 5%  [Rl Ik A EEF e v 2 44 (hFcgRIIB) 1
R PUAAR2BO L AE T8 W 2 I i Ant 1 - hCDA0 - hIgGHUAR AP , U B N H i1 Fe v B2 4%k A
Z1gG (h1gGl,hIgG2,h1gG4) [T N CDAOTAAR 13 1 B A S8 IE ] P45 4E H - X fi 2t T A28
1gG (h1gGl,hIgG2,h1gG4) FIHt iR CDAOHAR I 78 45 I — 8, i — P Ut B A MEFe v 3244
5 TeGHUAAF e iy HHELAE FIXF N2 1gG (h1gGl, hIgG2,hTgG4) FLCDAOHTAMATE 11 i 1k 7] 12 2
— AN A

[0164] O HoAth SR 3 BH ISl B SR IR BB v 1 A T A PP e v AR S &
AR B BRI A — P IR 1 axX — R, I HL R R I8 A AR A R 9 B B E i X, m] DA
PR E XA [F P BB B AR i ) T B AR BRI Fe v 45 & B UL Jahid v . i an -
RS2 Ant 1 -mCD40-h1gG2 ANt i -hCD40-h1gG2 B A AH[E () EAE I E X ;{HZ Anti-
mCD40-hIgG2/ i JF AmCD40, MjAnti-hCD40-hI1gG2/) i AhCD40.ELISA. OVAREAY DL f
PMBC #3840 5 2 7k Ant 1 -mCD40-h1gG2FAnt i -hCD40-h1gG2 A A FE AR Fe v 455G =
DL R B A 1 o DR L B A 1 5 XA A I8 s B B A i sl ity PR 1 S, I L Pk 1 B i
X BT LA )32 B T A Rl B 5 s B bk, DUIRTS KA Fe v 25 A B DL K a8
PE o IRV, AR & BH S E 0 s X HEAT 1 sk

[0165]  Sjifsl4 . LI ) B A 5 4 N AR v Sz 4445 & B8 At v i A28 1eGH BE1E
E X [P HE

[0166] A AH I B 78 R B B IR YE R B B P BR T 77 R & = Fc v RIIBAZ 4%
RS2 4b, 1675 B A m P M oS24 G HEF e 2 AR sE A L (T: ALLAED N T 90 #r
NANHEFe v 24k 51gGHUARF e AR EAE FIXT AN 2K TG (h1gG1l,hTgG2,h1gG4) $iCD40 Hifk
T T D IE 1) YR 45 AR FH e 08 4k R B S s P R 4 L 7% B0k B B i NI MR e v 52 kg
A BE T AU M G S 1E S X RS BARE A H 2 AT A TGl EHEE 2 X 7 711 A Rk 2
S ARE A B A B NIIHIPEFe v 52 4R S5 & 8 A ) 14 , DAL B TgGIE R (h1gG2.3.
4) FHEEE X 75 9 HEah ) B 5 NIRIYEF e v 324445 G R ) At a1 i Fe e X 571
T FEATERE o R, 75 ZEREAT T 100 B o N TeGE BETE & X 54l 1tEFe v 2K 45 & 6E 1
H 3 A g s i, Ty S A MR e v A2 AR R P B T/ ALG B i o8 T AR IE L B A A 1
Fe vy 524454 B Sy a2 (9 N 28196 (h1gG2.h1gG4) B 1H X, 1 5 bl 50 10k B 4 1 o
X 8 185 E X Pl 7 5 NFe v 4k (BFEMGIPEFe v 224K (N Fe y RIIB) fiE L EFc v
A% (B335 NFe vy RIFc y RITA.Fc y RIITA.Fc y RITIB) &5 & R8 /7, Phik 2 A 5 17 A i)
PEFc v 52 AR SE 5 R 77 (85 G2 A AN TG AR 24 55 58 vay) A g o4 (T/ALL(E %5 Faim T A
IgG1) BN R TG H FEH i€ X B fH 5E X HIFc 71 ik b , frik Hik H i 1H € X 5 AFc v 11B
[ISER A N T1gGl 5 NFe v TIBRISE R AJAHEL 33 . 2 s DL b, ik Hidk 51 E X 1/
AWAE ST 805 T°0. 32 [ AL b, T iR P4k B 8548 72 X 5 N Fc v TIBISE AN 155 T 805
F AN1gGl5 ANFe vy TIBRISER 77, FTid Pk 2 86 15 5 X 19 T/ALL 25 T80 1 AR,
Frid Pifk B85 18 2 X 5 AFc v TIBRISEM AIFANTgGl 5 ANFc v TIBRISE R I AEEL 32 = 30145
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B b BT iR PR BRI E X () T/AE S TEE T 1 AR L, frid Hiik S 1H 2 X 5
NFe vy TIBRISEFI /IR AN 1gG1 5 NFc v TIBFISE R T AHEL $2m 605 8 BA |, Frid fii ik 5 i 1
TE X BT/ AR S T 805 T40 s Fe B PLde b, BT iR P4k H 5515 72 X 5 A\Fc y TIBRSE A 1Al
N1gGl5 NFe vy TIBRISER JJAHEL & =905 B LA b, B P4 85 48 e X 1) T/AbL (B 55 T 5K
=100,

[0167]  f ik & 1H E X P FI A H RN A — AN EE N AR B A — AN EA
BE LI AR N 2R T oG E % 1H 58 [X 5 471 5 i 0 25 5518 5 X [ Pe B 2 B 36 AR i — N el %
ANE RURAR VEUHT A — AN ELE N BE LR AR (1) 5 FhF e 5 41 o a8 a4 i {05 14 B8 4 1 e [X Bl 1E
SE X [P IFe v 245 688 77, 2T N 1gGLE & X I F e 43 (1 SRRV VO # AR I
HA TG NAEI e v 52456 58 7 R ) 14 (34) , i & B 8518 52 X I Fe i 29 il LAFIA
H1gGHEBETE E X L T35 (CHL- L BEIX) 45 AR5 IR NI ToCREFEIE E X i 3t —25
Iy M IE SE A NS gCEEEIH B X T HIMIFe v 2R s A e 71, I X s bk & & B BT
NAPHIVEF e v S22 6 Re ) At e v , & ILE A JACL (e A VILFc 731 i N TgG2 3 4 15 &
[X) F1JAC2 ity VIFc 7 41 1 N 1gG2 B 18 5 [X) 1) 3 Bl 4 i X 2 B A S8 i N iR e v 52
Pt £ B SR A) 1 9 N 2R TgG2 B FEIE 2 X 7 41 (K16) o [RI , 7E i N 2R TgG2 8 B4 i X
FF I, JAC3 (7 S26 TE/L328F sl RAZ () N 1gG2 5 FE 15 5 [X J7 41) A1 JAC4 (47 A H268D/
P271G 5 271 N 1gG2 B B4 2 [X 7 41)) 2% 1 52 X 7 Z B 4 R B A 58 4 A 4 Fe v
ZARGE A RE SR R P (B6)

[0168] 4 :1gGCHFEME T X [Fc i Bt 5 AFc v 2R AT (KD) , 4305 A i i &
% (KD) Ko, KD{E i 3R 1 45 3 7 AR a3 il 15

Hifk Fc | hFeyRI hFcyRIIA-R | hFcyRIIB | hFeyRIIIA-F | hFeyRIIB | VA HGfE*
BB 131 158 ZaRA
fE®R

Gl 52 %107 1.2 x 10 3.0 10° 6.7 x 10° 1 0.40

G2 R4 >10° e 1017 >10? <0.4 sl

G1-SE 2.6 x 107 9.8 x 10* 8.3 x 10 AL 36 1.18
[0169] -11 E; E -8

G1-SDIE | 2.0 x 10 1.2 x 10 1.7 x 10 3.0 x 10 14 0.18

G1-SELF | 3.7 x 107 1.8 x 10 43 x10°% NeEE 70 0.42

VO(H1) |58 x107 4.1x10° 9.4 x10% N 32 43

VII(H1) |23 %107 3.8x10° 1.4 x 10* NeEE 94 271

G1-GAS | RillE 6.3 x 10 7.4 x 107 1.0 x 107 1 0.09

DALIE

[0170] . T/ALKAE = [KD (hFc y RITA-R131) B{35KD (hFc y RITTA-F158) H i HAKAE) 1/KD
(hFc v RIIB) o iR KA P HukFc Fr B 2 FR A2 2 2 Hh B 4k 1H i X 1 4 PR R AH B R 7R
(K], FEN. BRI F e Fr B RL 1% FE Ay 2% 2 7 AR R 42 FR 1K) 28 B4 52 X (R Fe i B .

(01711 AR B %5 59 08 77325, AT LUK BE 22 1 CHI - 85 [X DA 2 CH2 - CH3 &5 #4) 38tk A7 L
6, AT 45 ) 8 B B N dIVEFe vy 324K 45 & g Jy At PR N 38 T1gG (hIgG2.
h1gG4) B 4EH & X o [FIH] , B T A% B L (1) B a1 s X B A = 0 T/ALG AR, BIE AR T
WHIFe v SZARMI GG 7, R T AR B AR 06 1 =1 4R e XA 8 B S B A n] fe LA B
K75 S ADCCITEE , iT LA B /A A = EARr 7 12k A4t i 2
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[0172]  sEjifs)5 . BA S 4F NHIPEFc v 52 4& (hFe y RIIB) 454G fe Jy At in) 14 (19 N\ 2K 1gG
R E X SCRF R SR S B PTCDA0FT AR E 1

[0173] 1 43 it A B i N1 Fe v 5244 (hFe v RIIB) 456 68 77 A0 m] 14 1 N 2K 1gG
(hTgG2hTgG4) HHEH & [X A& 153 B % SCFF B ol 1 IS A HuCDA0PTAARTE 1 , 15 A JACLT EHE{H
SE X I PLEL CD40FT /& (Anti-mCD40-hIgG2 (V11)) 4 ACD40%ifk (Anti-hCD40-hIgG2
(V11)) fEOVARE W R Hh 5 S0T- 1 TN EtL 54 34 035 P4 20 B, 20 A 45 SRR B Anti -
mCD40-hIgG2 (V11) & FAnti-mCD40-hI1gG2f)iEE (BI7A) ; Anti-hCD40-hIgG2 (V11) &
ZL T Anti-hCD40-hIgG2f)iFE (B 7B) , I HIFL G % R Gihe 773558 , Forp OT L4 M 4 %)
FANCD8+T A M Ll 71 35 B 2 3 o [ I, 474 JAC3H1 JACARI L ACD40Fi 44k (Anti-hCD40-
hTgG2-SELF,Anti-hCD40-hTgG2-HDPG) FIB4H M 3G vi& P 4> TR B , Anti-hCD40-h1gG2-
SELFF1Anti-hCD40-h1gG2-HDPGHIE PEtH I AL T N TeG29iik (KI8) , B A /N 5 B4
i 218 B 1y B R TRV A6 43 F-CD86 , N B A 3 B vy 7K 1~ (1) R T B0 70 F-hCD54 o IX dh &
WE B B A A A Fe y 324K (hFe y RIIB) 454 fg 3 AUt i) 1 (1) N 25 1g6 (h1gG2.
h1gG4) 8 1 2 X 3 3 58 9 (1) B s BB CDA0 BT A i 2k

[0174]  SEjtafsl6 . CHI - 42 BE X it W6 H 1% W sh 7 N 1gGHTCDA0BTAR i i 1

[0175]  {RFE BN N TgGHTCDA0PTAA (10ug/FR) FI3E 14 43 #1 7~ fEAnt i -mCD40-hTgG1 .
Anti-mCD40-hIgG2.Anti-mCD40-hIgG3AIAnti-mCD40-hIgG4™ ,Anti-mCD40-hIgG27E Fcy
AR NJEAL/NE T (WFCGR'™) ¥ M B = i Ant i -mCD40 - h 1 gG3vE P 5 59 (KI9A) N T 40 A2
TgGHURCHL - Bk X A2 5 B 3B ah B N TgGHiCDA0HAR TG 14, N TgG3[HCHL - KHEX
BEEE 1 FHOR B e N TGP R ICHL - S X, B i 2 S5 B s N TgG2HT R CDA0PT A4
(Anti-mCD40-hIgG2 (H3)) 22 1 Ak it P (K19B) , Ui BHCHL - SHEIX R f% = i sh A
N IgGHLCDAOHLART I 6

[0176]  Stafs7. N K T1gG28 % X 5 T 1gG1 AT gG3 11 L4 [X A 5 S 4 56 i (1) s 7 N TG
Pr CDAOPLIATEPE

(01771 A TN TgGL 2 3P CHL - & X B SCHr I sl 2 N TgGHuCDA0HT A 14 1) e
HAMIFPFc, (HCHL - 2 X AN 1 HTCDAOTTAAE i1l 2% o ¥& P 73 M1 i » 3 Ee A4 3 1 ¥
FRTA, Hod B N TgG2f)CHI - 4% X IR (Anti-mCD40-h1gG2 (V11)) it m, A A
TgG1f#ICHI - &% X [ FiAA i P H vk (Anti-mCD40-hIgGl (V11)) , T E A A TgG3M¥ICHI - &4k
X FiAk (Anti-mCD40-h1gG3 (V11)) 3f M & ik (B 10) , BEEH N K TeG2& it X B T-1gG1 AN
TgG3M 48 X e % SCRF 5 5 K 30 2N TgGHLCDA0HT AT 4

[0178] St . PRk () N1 gG24 55 X FE AT B 4F (1 N4 VEF e v 52 4R 45 & R 71 A fit
I PERT FeRERS P H $2 (L 58 2 (1) B sh BN TgGHiCDA0 T4 iE

[0179] T N ZKRTgGRIFc MICHL - B [X B #f e % 52 M i sh 1 N TgGHiCDA0HT iR )& T, A
W AT B A B NG e v S2 AR 4 A e ) AR P 1 Fe 5 B 47 R CHI - R BE X
JE T AE IS — P 3 m BB BN TgGHLCDA0PUAAR ) v M o LU A B A e i I N1 Fe v 524k
SR F1 A A PE ) N TGl iR ZE 4K (Anti-mCD40-hIgGL (V11) , B ATgG1H) V1138 &
&) VB B IR CHL - 85 X 11 N TgG24iAk (Anti-mCD40-h1gG2) , LA 454 TVILIFc y 52
IR RE JIRITgG2MRICHL - B4 X (JACL) HIHi4A (Anti-mCD40-hIgG2 (V11)) HidiE, 45 5
INEEE T FeARALFICH] - B85 X AL I Ant i -mCD40-h1gG2 (V11) BH & B A B s fr) g v, 20
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SNAEOVARE B AR 7R L OT - T f) 26 36 55 H LA KX CDS T fry b 4] (2 2 4R v (B 1 D) o [T 3
7 PMBCHH ff il 50 36 HH EE 4 7 Anti-hCD40-hIgGl (V11) \Anti-hCD40-hIgG2LL JzAnti-
hCD40-hTgG2 (V11) i Fu 8 FleE 1 (B12) , 85 R RIFE SRR 456 T Fe AL FICHL - 8ok X A ide
ffJAnti-hCD40-h1gG2 (V11) BH & B A SR vEE

[0180]  hIgG2 (V11) iX FhSH s iE MBIt ThIgGl (VI1) AThIgG2 A M i o i) fai B B i,
A% 1) N R TgG2CH1 - 808 X AL EL A B4 i NI MEF e v 2 AR 45 & e At ] P Fe fe
% B[R] $ 0t B i 1) e A T N TGRS 4

[0181]  ZEMC38 MR A5 2 rp 3f— 25 70 M7 T Anti-mCD40-hIgGl (V11) Anti-mCD40-hIgG2LL
JAnti-mCD40-hTgG2 (V11) iX = FridR it e i 1 (a5 77 v A B ST R AT 5840
Anti-mCD40-hTgG2 (V11) [T kR v P tH 2 & i Ant i -mCD40-hT1gG1 (V11) A1 Anti-
mCD40-hTgG2PuiAR K MR iE M (B13,14) , ZEAnti-mCD40-hIgG2 (V11) ¥ayr 4, 7 R 32
ANER A N BRAAR P I e 9 58 AT B o AR AR B IR VR T v

[0182]  [A]#fHh X AEMOA v Jeg A5 8 vh gk — 25 40 7 1 Anti-mCD40-hIgGl (V11) « Anti-mCD40-
h1gG2PA fkAnti-mCD40-hT1gG2 (V11) IX =Mk iy fi e it (k58 77 v A bSO 7 2
#H53) s Anti-mCD40-h1gG2 (V11) [FFT Mee vt P 751 /MR 28 A A ) A It 3% 3 An t 1 -mCD40 -
hT1gG1 (V11) AlIAnti-mCD40-hIgG2A it i ik 14 (15) .

[0183]  _F iR e v A M4k Fr &5 SR AN SR F-OVARE T AR R A0 A 5 SR (B 1 1) SEAR LR K5 —
.3 HAnti-mCD40-hIgGl (V11) \Anti-mCD40-hIgG2LA JZAnti-mCD40-hIgG2 (V11) X = i
PURTEF 52 AR RFR /N (Fe v R-/-) FIMC38IRg A 28 Hh & A i H o v v (B 16) . 1563
Fe v B2 45 G 0 T B0 sh B P Ad 0 0 e vt 14 A2 0 A0, A B B X, = G2
(V11) , XARJACL , REREFE T+ N R TgGHUAARCDAO AR LE R i o AE A IR 4, SRE IR FHidk
(PR v 1

[0184] 77 HOVAYS W #5816 & 7 , Ant 1 -mCD40-hIgG2 (V11) 7£3. 16ug/ /M B & lug/ /)
BRI SR B s (BI17) , T Anti-mCD40- TgGliiiAE 10ug/ /PR FE T4
AHEAENE BN .

[0185] 3z FHOVAYE MR AR L 8 7 A3 JACAF FI (K HiCD40%Hi 44 (Anti-mCD40-hIgG2-
HDPG) [A] R 4 5845 (1 1 gG2HLCDA0HL AR (Anti-mCDA0-h1gG2) 4 s MR AhE 1k , 45 R B,
Anti-mCD40-hIgG2-HDPG#iAnti-mCD40-h1gG2RH & H A S SR it iE 1 , 8 I NOT - T4 i £ECDS
T4 H R B B LA B CDS+T M AR ) EL 9] 5 25 32 v (B 18) o [, Anti -mCD40-h1gG2-HDPGHL
A B 25/ FAnt i -mCD40-h1gGl (VI1) A5, B & (KI18) «

[0186]  [KITfij, 7EAS sk BH B & 2 X (9 4 - JACT1 B3 JACA) JEl b 478 (I Zh A H1CD40 47t
A B A B0 (1) B 9 0 TR DL A R v e, I RGN A B BT AERHI R T TGl
(RPN B P AR B AA RIGRI R 1/10, B 22 JEAI, PRI B A 58 vy v P, B 5 ) A8 00T 2
A S 0 ) 22 A, W DA R AE AT e 254, 0 mT DL AR 2 e 4 710 LA 165 55 ik e % e i
B0 T B M 9 T3 T 2 T ) B B R

[0187]  sjafsi9. ik i N K1 gG2CHT - & B X AN H A B 4F (1 N Fe v 245 & RE )
ARG A) 14 T F e B8 1 P [F) 72 41k 5 5 ) HL e B sh Y N T GhiAd s v

[0188] Dy Tt W FEFc v 2RSS & RE T N BB R GURE PERI S, DL R A i i)
N TgG2CH1 - BB X ANEAT SE 4 (1) N4 VEF e v 32 AR E5-5 B8 70 A e) VE (1) Fe i 75 R 6 B
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[F) $2 it 5 5 ) B BB BN TgGHu Ay 14 , B A ANFICHL - & 8 X FIF ¢ 1 B3 2L HUDR P 4
(Anti-mDR5-IgG) #% i 4 tH3k , I/ M7 7 PrDRGFLAR TS SMCISLH M AR FF 1tk V8 T & ko 45
7R, N1gG2HIDRoFUMA (Anti-mDR5-1gG2) &A1& VE, M7 A JACLFFIHI T DRoFLIA (Anti-
mDR5-1gG2 (V11)) ELA G , (H R I AE R ikFe v 24k (hFCGR'™®) 3R T (K19) - 1Ah, iX
T P B 8 i A\ A PEF e v 24 ik 2B6 58 4 FELIKT , i B 5 A5 JACL 5 51 FiDRG Hi 4k
(Anti-mDR5-TgG2 (V11)) H¥E 145 R0 52 BN HIPEF e v SR A AR R s, ik —
0B, B S T DR ST 1 1 T 4% ML ) AT CDAOPT Ak ) T 42 L ) 2 — B0 IR b, A ik
()N TgG2CHT - S5 X B A B4 i N A Fe v 324455 e 1AM IR] P (1) F e R 5 42 (1
S SR EENY N TgGHIDREHIAARTE £ .

[0189]  Sjstif5| 10 . Pl HifaE & X AN LA DLk i N K TgG2CH1 - B8 X AL A 1 1 A 411
HME Fe vy SZAR4E A PRGN , Fell 7 B i NAMHIVERe v 52 4R S5 S ) 4 , BT 5
T/ AL AR

[0190] Dy 7 W FE NHIHIVEF ¢ v 5244 45 & 6 m] 14 X0 A S om0 M Fe v 324k S5 & RE )
() e Ak B 0 DX i 1 R 2 43 il R 1 i T L 4E € X G2 - SDIE . G2 -GASDALTE
G1 (H2) BPLEL CD40H {8 Anti-mCD40-hIgG2-SDIE Anti-mCD40-hIgG2-GASDALIE FlAnti-
mCD40-hTgGl (H2) , FEAEOVASE w15 Y Fh b A T B A AN R B (1) S 2 s T 1 - = ANk 4R
HAMIER NI G2 CHIL - BLBE X ; A T-Anti-mCD40-h1gGl (H2) , Anti-mCD40-hIgG2-
SDIEAMIAnti-mCD40-h1gG2-GASDALIE#S B A B 4F () N il 1t Fe v 2k 45 & fe 1 (R4) ,(Hz2
[F] i B B R 4 A N e v 2RI R 77 (R4) , I B AR SHARAI T/ALLAE (BR4) -OVA
P25 Y PR 40 B 45 B, Ant 1 -mCD40-hT1gG2-SDIE AlAnti-mCD40-hIgG2-GASDALIE#L
PSR A HAnt 1 -mCD40-h1gGl (H2) Fufk FEAL , S 1y 5 22 (B]20) , i BH AR I Hi A4 A AL
T LR NN e v 2R S5 B Re 17, i 75 BN EF e v S22 G0 m) 4 o 3 i )
PEARB N R T /AL AE , 0. 3288 3 5

[0191] A< B BT S AR 0 A0 34k 1 70 4k 2 8 1 s X 140 S it 491 A A ] FH T 32 w1 B3l 2t CD 40
A1 DRSFUAARH &P , tH AT F T4 X6 L& TNF A2 A4 S R B R s B4 i, noX40. CD137,
CD27.CD30GITRHVEM.TACT .DR4FASEE , LA S %155 SETNF 52 4 8 ZX e il 71 (CD28\ SLAMEK Jik
53 1) BB B A o AR FE S 0T IR S 5 0E A5 5 20 IR R O T I S A - B
I, & ] T 50 B B A DI RE I 2R 7 1 BB sh B BT , Aot i G 2 4|
PESZARASY T (B Sk Y &) (JIPD-1.CTLA-4.VISTA. TIM-3.BTLA.LAG-3%%) [l zh B sk
AMUELHE LN TgGHUAAR N LR BB B PR , 38 o] UL T LA e R 7 51 ik & bk
RFEREIER AN T PR AL HE B A 25 B BE AT 20 R B 0 L R T g GRBh BY Ak i B &
T BN TgGIsh bk, UL R BTG TR AT s B btk Gn B A B ANt
JREE G AL S U, PR BB Caity iy A PU R 45 B AL S0 DURE S 803 2R R PR AU E
FECLPUE 7 B N B s B piAA , 10 B35 & F P E E X e 51 1) B B 0 T Re ) il
A, WICD40L-Fefii& 8 H - 0X40L-Fefif & 8 H «4- 1BBL-Fefilt & 85 H . CD27L-Fefil & &
F .CD30L-Fcfll &2 H « CDISL-Fefll &8 H JTRAIL-Fcil &8 H .PD-L1-Fel &HEH %, A
IR ATLASE CD40L-JAC1 .CD40L- JAC4.0X40L-JAC1 .0X40L- JAC4.PD-L1-JAC1.PD-L1-JAC4
&, (3%5)

[0192]  ZR53E T Ak BH S 4% 1H 5 X A Al & 55 3 0 S2 1)
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093] T g B S R E X
CD40L-JAC1 CD40L JAC1
CD40L-JAC4 CD40L JAC4
0X40L-JAC1 0X40L JAC1
0X40L-JAC4 0X40L JAC4
PD-L1-JAC1 PDL1 JAC1
PD-L1-JAC4 PDL1 JAC4
Anti-CD40SCFV-JAC1 Anti-CD40SCFV JAC1
Anti-CD40nanobody-JAC1 Anti-CD40nanobody JAC1
Anti-CD40SCFV-JAC4 Anti-CD40SCFV JAC4
Anti-CD40nanobody-JAC4 Anti-CD40nanobody JAC4
Anti-0X40SCFV-JAC1 Anti-CD40SCFV JAC1
Anti-0X40nanobody-JAC1 Anti-CD40nanobody JAC1
Anti-0X40SCFV-JAC4 Anti-CD40SCFV JAC4
Anti-0X40nanobody-JAC4 Anti-CD40nanobody JAC4
Anti-PD1-SCFV-JAC1 Anti-PD1SCFV JAC1
Anti-PDlnanobody-JAC1 Anti-PDlnanobody JAC1
Anti-PD1-SCFV-JAC4 Anti-PD1SCFV JAC4
Anti-PDlnanobody-JAC4 Anti-PDlnanobody JAC4

[0194] R ESCH T2 IR H K C ik 1A B R ARSE D5 58, 2R 1T A sk
AN GUREAT 2 » AT DA I EAT VF 2 22 1 AN 15 88 A BOM ZE K BTl i i) A< 5

32



CN 107474136 B F 5 = 1/80 T
[0001] J¢AIk

[0002]  <110> EHEAZIEAK 0L B

[0003]  <120> HguRisah R B4 S P I Hiik B E 2 X P51

[0004]  <130> P2017-1128

[0005]  <150> CN201610404956.7

[0006]  <151> 2016-06-08

[0007]  <160> 54

[0008] <170> PatentIn version 3.5

[0009] <210> 1

[0010] <211> 114

[0011]  <212> PRT

[0012]  <213> A

[0013]  <400> 1

[0014] Ala Thr Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
[0015] 1 5 10 15
[0016] Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0017] 20 25 30

[0018]  Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0019] 35 40 45

[0020] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0021] 50 55 60

[0022] Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
[0023] 65 70 75 80
[0024] Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0025] 85 90 95
[0026] Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
[0027] 100 105 110

[0028] Pro Ala

[0029]  <210> 2

[0030] <211> 111

[0031] <212> PRT

[0032] <213> A

[0033]  <400> 2

[0034] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0035] 1 5 10 15
[0036] Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0037] 20 25 30

[0038] Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
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[0039] 35 40 45

[0040] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0041] 50 55 60

[0042] Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
[0043] 65 70 75 80
[0044]  Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0045] 85 90 95
[0046] Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[0047] 100 105 110

[0048]  <210> 3

[0049] <211> 161

[0050] <212> PRT

[0051]  <213> A

[0052]  <400> 3

[0053] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0054] 1 5 10 15
[0055] Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0056] 20 25 30

[0057]  Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0058] 35 40 45

[0059] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0060] 50 55 60

[0061] Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
[0062] 65 70 75 80
[0063]  Tyr Thr Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0064] 85 90 95
[0065] Arg Val Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys Pro
[0066] 100 105 110

[0067] Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
[0068] 115 120 125

[0069]  Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys
[0070] 130 135 140

[0071]  Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys Pro
[0072] 145 150 155 160
[0073] Ala

[0074]  <210> 4

[0075]  <211> 111

[0076] <212> PRT

[0077]  <213> A
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[0078] <400> 4

[0079] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0080] 1 5 10 15
[0081] Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0082] 20 25 30

[0083] Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0084] 35 40 45

[0085] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0086] 50 55 60

[0087] Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
[0088] 65 70 75 80
[0089] Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0090] 85 90 95
[0091] Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala
[0092] 100 105 110

[0093]  <210> 5

[0094] <211> 216

[0095] <212> PRT

[0096] <213> A

[0097]  <400> 5

[0098] Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
[0099] 1 5 10 15
[0100] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[0101] 20 25 30

[0102] Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
[0103] 35 40 45

[0104] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[0105] 50 55 60

[0106] Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
[0107] 65 70 75 80
[0108] Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
[0109] 85 90 95
[0110] Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
[0111] 100 105 110

[0112]  Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
[0113] 115 120 125

[0114] Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[0115] 130 135 140

[0116] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
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[0117] 145 150 155 160
[0118] Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[0119] 165 170 175
[0120] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
[0121] 180 185 190

[0122] Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
[0123] 195 200 205

[0124] Ser Leu Ser Leu Ser Pro Gly Lys

[0125] 210 215

[0126]  <210> 6

[0127]  <211> 215

[0128] <212> PRT

[0129] <213> A

[0130]  <400> 6

[0131]  Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[0132] 1 5 10 15
[0133] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[0134] 20 25 30

[0135] Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[0136] 35 40 45

[0137]  Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[0138] 50 55 60

[0139]  Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[0140] 65 70 75 80
[0141]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[0142] 85 90 95
[0143]  Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[0144] 100 105 110

[0145]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[0146] 115 120 125

[0147]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[0148] 130 135 140

[0149] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[0150] 145 150 155 160
[0151]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[0152] 165 170 175
[0153] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[0154] 180 185 190

[0155] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
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[0156] 195 200 205

[0157] Leu Ser Leu Ser Pro Gly Lys

[0158] 210 215

[0159]  <210> 7

[0160] <211> 216

[0161] <212> PRT

[0162]  <213> A

[0163]  <400> 7

[0164]  Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
[0165] 1 5 10 15
[0166] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[0167] 20 25 30

[0168] Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Lys Trp Tyr Val
[0169] 35 40 45

[0170] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[0171] 50 55 60

[0172]  Tyr Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Leu His Gln
[0173] 65 70 75 80
[0174]  Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
[0175] 85 90 95
[0176] Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro
[0177] 100 105 110

[0178] Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr
[0179] 115 120 125

[0180] Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[0181] 130 135 140

[0182] Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr
[0183] 145 150 155 160
[0184] Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[0185] 165 170 175
[0186] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Ile Phe
[0187] 180 185 190

[0188] Ser Cys Ser Val Met His Glu Ala Leu His Asn Arg Phe Thr Gln Lys
[0189] 195 200 205

[0190] Ser Leu Ser Leu Ser Pro Gly Lys

[0191] 210 215

[0192]  <210> 8

[0193] <211> 216

[0194]  <212> PRT
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[0195]  <213> A

[0196]  <400> 8

[0197]  Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
[0198] 1 5 10 15
[0199] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[0200] 20 25 30

[0201]  Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val
[0202] 35 40 45

[0203] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[0204] 50 55 60

[0205] Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
[0206] 65 70 75 80
[0207] Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly
[0208] 85 90 95
[0209] Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
[0210] 100 105 110

[0211]  Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr
[0212] 115 120 125

[0213] Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[0214] 130 135 140

[0215] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
[0216] 145 150 155 160
[0217]  Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[0218] 165 170 175
[0219]  Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe
[0220] 180 185 190

[0221]  Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
[0222] 195 200 205

[0223] Ser Leu Ser Leu Ser Leu Gly Lys

[0224] 210 215

[0225] <210> 9

[0226] <211> 216

[0227] <212> PRT

[0228] <213> AN LJF¥%

[0229] <220>

[0230]  <223> FifkIgGl CH2-CH3LEMILAZIAVI I EILER 55

[0231]  <400> 9

[0232] Pro Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro
[0233] 1 5 10 15
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[0234] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[0235] 20 25 30

[0236] Val Asp Val Ser Asp Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val
[0237] 35 40 45

[0238] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[0239] 50 55 60

[0240] Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
[0241] 65 70 75 80
[0242] Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
[0243] 85 90 95
[0244] Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
[0245] 100 105 110

[0246] Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
[0247] 115 120 125

[0248] Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[0249] 130 135 140

[0250] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
[0251] 145 150 155 160
[0252] Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[0253] 165 170 175
[0254] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
[0255] 180 185 190

[0256] Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
[0257] 195 200 205

[0258] Ser Leu Ser Leu Ser Pro Gly Lys

[0259] 210 215

[0260] <210> 10

[0261] <211> 216

[0262] <212> PRT

[0263]  <213> AN TLJF¥%

[0264] <220>

[0265]  <223> TgGlHUiRCH2-CH3LE M AARVIR) I IR T 5

[0266]  <400> 10

[0267]  Pro Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro
[0268] 1 5 10 15
[0269] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[0270] 20 25 30

[0271]  Val Asp Val Ser His Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val
[0272] 35 40 45
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[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys
50 55
Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu
65 70 75
Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
85 90
Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys
100 105
Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser
115 120
Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
130 135
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln
145 150 155
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly
165 170
Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln
180 185
Ser Cys Ser Val Met His Glu Ala Leu His Asn
195 200
Ser Leu Ser Leu Ser Pro Gly Lys
210 215
<210> 11
211> 327
<212> PRT
213> N3
<220>
223> Pk EFEIH E X AR TACLH) B EE IR 751
<400> 11
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
1 5 10
Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
20 25
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
35 40
Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
50 55
Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
65 70 75

40

Pro
60

Thr
Val
Ala
Arg
Gly
140
Pro
Ser

Gln

His

Ala

Leu

Gly

Ser

60
Phe

Arg

Val

Ser

Lys

125

Phe

Glu

Phe

Gly

Tyr
205

Pro
Val
Ala
45

Gly

Gly

Glu

Leu

Asn

Gly

110

Glu

Tyr

Asn

Phe

Asn

190
Thr

Cys
Lys
30

Leu

Leu

Thr

Glu
His
Lys
95

Gln
Leu
Pro
Asn
Leu
175

Val

Gln

Ser
15

Asp
Thr

Tyr

Gln

Gln
Gln
80

Ala
Pro
Thr
Ser
Tyr
160
Tyr

Phe

Lys

Ser

Ser

Thr
80
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[0312]  Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0313] 85 90 95
[0314]  Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
[0315] 100 105 110

[0316] Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[0317] 115 120 125

[0318] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[0319] 130 135 140

[0320] Asp Val Ser Asp Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val Asp
[0321] 145 150 155 160
[0322] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[0323] 165 170 175
[0324] Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[0325] 180 185 190

[0326] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
[0327] 195 200 205

[0328] Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[0329] 210 215 220

[0330] Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
[0331] 225 230 235 240
[0332] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[0333] 245 250 255
[0334] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[0335] 260 265 270

[0336] Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[0337] 275 280 285

[0338] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[0339] 290 295 300

[0340] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[0341] 305 310 315 320
[0342] Leu Ser Leu Ser Pro Gly Lys

[0343] 325

[0344]  <210> 12

[0345]  <211> 327

[0346]  <212> PRT

[0347]  <213> NTLF%

[0348] <220>

(03491 <223> HifA HEHE{H 2 [X ALAK JAC2H) K12 7 5

[0350]  <400> 12
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[0351] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0352] 1 5 10 15
[0353] Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0354] 20 25 30

[0355]  Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0356] 35 40 45

[0357] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0358] 50 55 60

[0359] Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
[0360] 65 70 75 80
[0361]  Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0362] 85 90 95
[0363] Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
[0364] 100 105 110

[0365] Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[0366] 115 120 125

[0367] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[0368] 130 135 140

[0369] Asp Val Ser His Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val Asp
[0370] 145 150 155 160
[0371]  Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[0372] 165 170 175
[0373]  Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[0374] 180 185 190

[0375]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
[0376] 195 200 205

[0377]  Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[0378] 210 215 220

[0379]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
[0380] 225 230 235 240
[0381] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[0382] 245 250 255
[0383] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[0384] 260 265 270

[0385] Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[0386] 275 280 285

[0387] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[0388] 290 295 300

[0389] (Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser

42



CN 107474136 B F 5 = 11/80 1
[0390] 305 310 315 320
[0391] Leu Ser Leu Ser Pro Gly Lys

[0392] 325

[0393]  <210> 13

[0394] <211> 326

[0395] <212> PRT

[0396]  <213> AN LJF%

[0397] <220>

[0398]  <223> PifA BT E X ALK JAC3H 2 £ 1R 7 71

[0399]  <400> 13

[0400] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0401] 1 5 10 15
[0402] Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0403] 20 25 30

[0404]  Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0405] 35 40 45

[0406] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0407] 50 55 60

[0408] Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
[0409] 65 70 75 80
[0410] Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0411] 85 90 95
[0412] Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
[0413] 100 105 110

[0414] Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[0415] 115 120 125

[0416] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[0417] 130 135 140

[0418] Val Glu His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
[0419] 145 150 155 160
[0420] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
[0421] 165 170 175
[0422] Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
[0423] 180 185 190

[0424] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Phe Pro
[0425] 195 200 205

[0426] Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
[0427] 210 215 220

[0428] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
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[0429] 225 230 235 240
[0430] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[0431] 245 250 255
[0432] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[0433] 260 265 270

[0434]  Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[0435] 275 280 285

[0436] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[0437] 290 295 300

[0438] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[0439] 305 310 315 320
[0440] Ser Leu Ser Pro Gly Lys

[0441] 325

[0442]  <210> 14

[0443]  <211> 326

[0444]  <212> PRT

[0445]  <213> ANTF%

[0446]  <220>

[0447]  <223> Hifh HHEAE & X ALK JACA Z HEIR 5 4]

[0448]  <400> 14

[0449] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0450] 1 5 10 15
[0451] Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0452] 20 25 30

[0453]  Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0454] 35 40 45

[0455] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0456] 50 55 60

[0457] Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
[0458] 65 70 75 80
[0459]  Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0460] 85 90 95
[0461]  Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
[0462] 100 105 110

[0463] Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[0464] 115 120 125

[0465] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[0466] 130 135 140

[0467]  Val Ser Asp Glu Asp Gly Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
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[0468] 145 150 155 160
[0469] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
[0470] 165 170 175
[0471]  Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
[0472] 180 185 190

[0473] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
[0474] 195 200 205

[0475] Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
[0476] 210 215 220

[0477]  Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[0478] 225 230 235 240
[0479]  Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[0480] 245 250 255
[0481] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[0482] 260 265 270

[0483] Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[0484] 275 280 285

[0485] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[0486] 290 295 300

[0487] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[0488] 305 310 315 320
[0489] Ser Leu Ser Pro Gly Lys

[0490] 325

[0491]  <210> 15

[0492]  <211> 465

[0493]  <212> PRT

[0494]  <213> AN T3

[0495] <220>

[0496]  <223> A$iECDA0FTIAANnti-mCD40-h1gGl HE A5 2 F PR /7 4

[0497]  <400> 15

[0498] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[0499] 1 5 10 15
[0500] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[0501] 20 25 30

[0502] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[0503] 35 40 45

[0504] Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[0505] 50 55 60

[0506] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
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[0507] 65 70 75 80
[0508] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[0509] 85 90 95
[0510] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[0511] 100 105 110

[0512] Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[0513] 115 120 125

[0514] Val Met Val Thr Val Ser Ser Ala Thr Thr Lys Gly Pro Ser Val Phe
[0515] 130 135 140

[0516] Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
[0517] 145 150 155 160
[0518] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[0519] 165 170 175
[0520] Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[0521] 180 185 190

[0522] Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[0523] 195 200 205

[0524] Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro
[0525] 210 215 220

[0526] Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys
[0527] 225 230 235 240
[0528] Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
[0529] 245 250 255
[0530] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[0531] 260 265 270

[0532] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[0533] 275 280 285

[0534] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[0535] 290 295 300

[0536] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[0537] 305 310 315 320
[0538] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[0539] 325 330 335
[0540] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
[0541] 340 345 350

[0542] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[0543] 355 360 365

[0544] Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr
[0545] 370 375 380
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[0546] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[0547] 385 390 395 400
[0548] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[0549] 405 410 415
[0550] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[0551] 420 425 430

[0552] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[0553] 435 440 445

[0554] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[0555] 450 455 460

[0556] Lys

[0557] 465

[0558] <210> 16

[0559]  <211> 475

[0560] <212> PRT

[0561]  <213> N LF¢4l

[0562]  <220>

[0563]  <223> At ACDA0FifAAnti-hCD40-h1gGl HE A2 HHR /7 4

[0564]  <400> 16

[0565] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[0566] 1 5 10 15
[0567] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[0568] 20 25 30

[0569] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[0570] 35 40 45

[0571]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[0572] 50 55 60

[0573]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[0574] 65 70 75 80
[0575] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[0576] 85 90 95
[0577]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[0578] 100 105 110

[0579]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[0580] 115 120 125

[0581] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[0582] 130 135 140

[0583] Ser Ala Thr Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
[0584] 145 150 155 160

47



CN 107474136 B F 5 = 16/80 1
[0585] Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[0586] 165 170 175
[0587]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[0588] 180 185 190

[0589] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[0590] 195 200 205

[0591]  Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
[0592] 210 215 220

[0593] Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
[0594] 225 230 235 240
[0595] Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
[0596] 245 250 255
[0597] Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
[0598] 260 265 270

[0599] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[0600] 275 280 285

[0601] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
[0602] 290 295 300

[0603] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[0604] 305 310 315 320
[0605] Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[0606] 325 330 335
[0607] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[0608] 340 345 350

[0609] Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Tle Ser Lys Ala Lys
[0610] 355 360 365

[0611]  Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp
[0612] 370 375 380

[0613]  Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[0614] 385 390 395 400
[0615]  Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[0616] 405 410 415
[0617]  Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[0618] 420 425 430

[0619]  Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[0620] 435 440 445

[0621]  Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[0622] 450 455 460

[0623] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
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[0624] 465 470 475

[0625]  <210> 17

[0626]  <211> 461

[0627]  <212> PRT

[0628]  <213> N LJ¥%

[0629]  <220>

[0630]  <223> A$iECDA0FifAAnti-mCD40-h1gG2HE 2 F R /7 41

[0631]  <400> 17

[0632] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[0633] 1 5 10 15
[0634] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[0635] 20 25 30

[0636] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[0637] 35 40 45

[0638] Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[0639] 50 55 60

[0640] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[0641] 65 70 75 80
[0642] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[0643] 85 90 95
[0644]  Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[0645] 100 105 110

[0646] Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[0647] 115 120 125

[0648] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[0649] 130 135 140

[0650] Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
[0651] 145 150 155 160
[0652] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[0653] 165 170 175
[0654] Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[0655] 180 185 190

[0656] Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[0657] 195 200 205

[0658] Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[0659] 210 215 220

[0660] Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[0661] 225 230 235 240
[0662] Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu
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[0663] 245 250 255
[0664]  Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu
[0665] 260 265 270

[0666] Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln
[0667] 275 280 285

[0668] Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys
[0669] 290 295 300

[0670]  Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu
[0671] 305 310 315 320
[0672]  Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
[0673] 325 330 335
[0674]  Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
[0675] 340 345 350

[0676] Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser
[0677] 355 360 365

[0678] Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
[0679] 370 375 380

[0680] Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln
[0681] 385 390 395 400
[0682] Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly
[0683] 405 410 415
[0684] Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln
[0685] 420 425 430

[0686] Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
[0687] 435 440 445

[0688] His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[0689] 450 455 460

[0690]  <210> 18

[0691]  <211> 471

[0692] <212> PRT

[0693]  <213> AN TLJ¥%

[0694]  <220>

[0695]  <223> At ACDA0FifAAnti-hCD40-h1gG2HE 2 F PR /7 4

[0696]  <400> 18

[0697] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[0698] 1 5 10 15
[0699] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[0700] 20 25 30

[0701]  Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
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[0702] 35 40 45

[0703] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[0704] 50 55 60

[0705] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[0706] 65 70 75 80
[0707]  Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[0708] 85 90 95
[0709] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[0710] 100 105 110

[0711]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[0712] 115 120 125

[0713]  Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[0714] 130 135 140

[0715]  Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[0716] 145 150 155 160
[0717]  Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[0718] 165 170 175
[0719]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[0720] 180 185 190

[0721]  Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[0722] 195 200 205

[0723] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[0724] 210 215 220

[0725] Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[0726] 225 230 235 240
[0727] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[0728] 245 250 255
[0729] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[0730] 260 265 270

[0731]  Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[0732] 275 280 285

[0733] Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[0734] 290 295 300

[0735] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[0736] 305 310 315 320
[0737]  Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[0738] 325 330 335
[0739]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[0740] 340 345 350
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[0741]  Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[0742] 355 360 365

[0743]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[0744] 370 375 380

[0745]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[0746] 385 390 395 400
[0747] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[0748] 405 410 415
[0749]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[0750] 420 425 430

[0751] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[0752] 435 440 445

[0753] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[0754] 450 455 460

[0755] Leu Ser Leu Ser Pro Gly Lys

[0756] 465 470

[0757]  <210> 19

[0758]  <211> 512

[0759]  <212> PRT

[0760]  <213> AN LF#4l

[0761]  <220>

[0762]  <223> A$iECDA0FifAAnti-mCD40-h1gG3 HE A2 F IR /7 4

[0763]  <400> 19

[0764] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[0765] 1 5 10 15
[0766] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[0767] 20 25 30

[0768] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[0769] 35 40 45

[0770]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[0771] 50 55 60

[0772]  Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[0773] 65 70 75 80
[0774]  Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[0775] 85 90 95
[0776] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[0777] 100 105 110

[0778]  Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[0779] 115 120 125
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[0780] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[0781] 130 135 140

[0782] Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Gly Gly Thr Ala Ala Leu
[0783] 145 150 155 160
[0784] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[0785] 165 170 175
[0786] Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[0787] 180 185 190

[0788] Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[0789] 195 200 205

[0790] Ser Ser Leu Gly Thr Gln Thr Tyr Thr Cys Asn Val Asn His Lys Pro
[0791] 210 215 220

[0792] Ser Asn Thr Lys Val Asp Lys Arg Val Glu Leu Lys Thr Pro Leu Gly
[0793] 225 230 235 240
[0794] Asp Thr Thr His Thr Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp
[0795] 245 250 255
[0796] Thr Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr
[0797] 260 265 270

[0798] Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro
[0799] 275 280 285

[0800] Pro Pro Cys Pro Arg Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser
[0801] 290 295 300

[0802] Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
[0803] 305 310 315 320
[0804] Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
[0805] 325 330 335
[0806] Glu Val Gln Phe Lys Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
[0807] 340 345 350

[0808] Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Phe Arg Val Val
[0809] 355 360 365

[0810] Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
[0811] 370 375 380

[0812] Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
[0813] 385 390 395 400
[0814] Tle Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
[0815] 405 410 415
[0816] Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
[0817] 420 425 430

[0818] Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
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[0819] 435 440 445

[0820] Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp
[0821] 450 455 460

[0822] Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
[0823] 465 470 475 480
[0824] Arg Trp Gln Gln Gly Asn Ile Phe Ser Cys Ser Val Met His Glu Ala
[0825] 485 490 495
[0826] Leu His Asn Arg Phe Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
[0827] 500 505 510

[0828] <210> 20

[0829] <211> 522

[0830] <212> PRT

[0831] <213> AN TLJ¥%

[0832] <220>

[0833]  <223> At ACDA0FifAAnti-hCD40-h1gG3HE A2 F PR /7 4

[0834]  <400> 20

[0835] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[0836] 1 5 10 15
[0837] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[0838] 20 25 30

[0839] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[0840] 35 40 45

[0841] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[0842] 50 55 60

[0843] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[0844] 65 70 75 80
[0845] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[0846] 85 90 95
[0847]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[0848] 100 105 110

[0849] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[0850] 115 120 125

[0851] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[0852] 130 135 140

[0853] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[0854] 145 150 155 160
[0855] Arg Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[0856] 165 170 175
[0857]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
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[0858] 180 185 190

[0859] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[0860] 195 200 205

[0861] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
[0862] 210 215 220

[0863] Thr Tyr Thr Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
[0864] 225 230 235 240
[0865] Lys Arg Val Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys
[0866] 245 250 255
[0867] Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro
[0868] 260 265 270

[0869] Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
[0870] 275 280 285

[0871]  Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys
[0872] 290 295 300

[0873] Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
[0874] 305 310 315 320
[0875] Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
[0876] 325 330 335
[0877] Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Lys Trp
[0878] 340 345 350

[0879]  Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
[0880] 355 360 365

[0881] Glu Gln Tyr Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Leu
[0882] 370 375 380

[0883] His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
[0884] 385 390 395 400
[0885] Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
[0886] 405 410 415
[0887]  Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
[0888] 420 425 430

[0889] Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
[0890] 435 440 445

[0891]  Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
[0892] 450 455 460

[0893] Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
[0894] 465 470 475 480
[0895] Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
[0896] 485 490 495
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[0897]
[0898]
[0899]
[0900]
[0901]
[0902]
[0903]
[0904]
[0905]
[0906]
[0907]
[0908]
[0909]
[0910]
[0911]
[0912]
[0913]
[0914]
[0915]
[0916]
[0917]
[0918]
[0919]
[0920]
[0921]
[0922]
[0923]
[0924]
[0925]
[0926]
[0927]
[0928]
[0929]
[0930]
[0931]
[0932]
[0933]
[0934]
[0935]

Ile Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn Arg Phe Thr

500

505

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

515
210> 21
211> 462
<212> PRT
213> A
<220>

520

<223> APLE CDA0HIAANt 1 -mCDA0-h1gG4 55 2 LR )7 1]

<400> 21

Met Asp Ile Arg Leu

1
Val Gln Cys

Pro Gly Arg
35
Ser Asp Tyr
50
Glu Trp Val
65
Asp Ser Val

Thr Leu Tyr

Tyr Tyr Cys
115
Val Met Val
130
Pro Leu Ala
145
Gly Cys Leu

Asn Ser Gly

Gln Ser Ser

195

Ser Ser Leu
210

Glu
20

Ser
Tyr
Ala
Lys
Leu
100
Gly
Thr
Pro
Val
Ala
180

Gly

Gly

5
Val

Leu
Met
Ser
Gly
85

Gln
Arg
Val
Cys
Lys
165
Leu

Leu

Thr

Ser

Gln

Lys

Ala

Ile

70

Arg

Met

His

Ser

Ser

150

Asp

Thr

Tyr

Lys

Leu
Leu
Leu
Trp
55

Ser

Phe

Ser

Ser

Thr
215

Val
Val
Pro
40

Val
Tyr
Thr
Ser
Ser
120
Ala
Ser
Phe
Gly
Leu

200
Tyr

56

Phe
Glu
25

Cys
Arg
Asp
Ile
Leu
105
Tyr
Ser
Thr
Pro
Val
185

Ser

Thr

Leu
10

Ser
Ala
Gln
Gly
Ser
90

Arg
Phe
Thr
Ser
Glu
170
His
Ser

Cys

Val

Asp

Ala

Ala

Ser

75

Arg

Ser

Asp

Lys

Glu

155

Pro

Thr

Val

Asn

Leu

Gly

Ser

Pro

60

Ser

Asp

Glu

Tyr

Gly

140

Ser

Val

Phe

Val

Val
220

Phe
Gly
Gly
45

Thr
Thr
Asn
Asp
Trp
125
Pro
Thr
Thr
Pro
Thr

205
Asp

510

Ile
Leu
30

Phe
Lys
Tyr
Ala
Thr
110
Gly
Ser
Ala
Val
Ala
190

Val

His

Lys
15

Val
Thr
Gly
Tyr
Lys
95

Ala
Gln
Val
Ala
Ser
175
Val

Pro

Lys

Gly

Gln

Phe

Leu

Arg

80

Ser

Thr

Gly

Phe

Leu

160

Leu

Ser

Pro
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[0936] Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro
[0937] 225 230 235 240
[0938] Cys Pro Ser Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe
[0939] 245 250 255
[0940] Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
[0941] 260 265 270

[0942] Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val
[0943] 275 280 285

[0944]  Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
[0945] 290 295 300

[0946] Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val
[0947] 305 310 315 320
[0948] Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
[0949] 325 330 335
[0950] Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser
[0951] 340 345 350

[0952] Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
[0953] 355 360 365

[0954] Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
[0955] 370 375 380

[0956] Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
[0957] 385 390 395 400
[0958]  Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
[0959] 405 410 415
[0960] Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp
[0961] 420 425 430

[0962]  Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
[0963] 435 440 445

[0964]  Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys

[0965] 450 455 460

[0966]  <210> 22

[0967]  <211> 472

[0968] <212> PRT

[0969]  <213> AN LJF¥%

[0970]  <220>

[0971]  <223> At ACDA0FifAAnti-hCD40-h1gGA HE 52 F PR /7 4

[0972]  <400> 22

[0973] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[0974] 1 5 10 15
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[0975] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[0976] 20 25 30

[0977]  Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[0978] 35 40 45

[0979]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[0980] 50 55 60

[0981] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[0982] 65 70 75 80
[0983] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[0984] 85 90 95
[0985] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[0986] 100 105 110

[0987] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[0988] 115 120 125

[0989] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[0990] 130 135 140

[0991] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[0992] 145 150 155 160
[0993] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[0994] 165 170 175
[0995] Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[0996] 180 185 190

[0997] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[0998] 195 200 205

[0999] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys
[1000] 210 215 220

[1001]  Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[1002] 225 230 235 240
[1003] Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala
[1004] 245 250 255
[1005] Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
[1006] 260 265 270

[1007] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[1008] 275 280 285

[1009] Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val
[1010] 290 295 300

[1011]  Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[1012] 305 310 315 320
[1013]  Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln

58



F 5 =

CN 107474136 B 27/80 1
[1014] 325 330 335
[1015]  Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly
[1016] 340 345 350

[1017]  Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
[1018] 355 360 365

[1019]  Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr
[1020] 370 375 380

[1021] Lys Asn GIln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[1022] 385 390 395 400
[1023] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
[1024] 405 410 415
[1025] Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[1026] 420 425 430

[1027]  Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe
[1028] 435 440 445

[1029] Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
[1030] 450 455 460

[1031]  Ser Leu Ser Leu Ser Leu Gly Lys

[1032] 465 470

[1033] <210> 23

[1034]  <211> 475

[1035] <212> PRT

[1036] <213> ANTLJF¥%

[1037]  <220>

[1038]  <223> A ACD40#i4EAnti-hCD40-h1gGl (V9) B FEEH LML 741

[1039]  <400> 23

[1040] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[1041] 1 5 10 15
[1042] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1043] 20 25 30

[1044] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1045] 35 40 45

[1046] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1047] 50 55 60

[1048] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[1049] 65 70 75 80
[1050] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[1051] 85 90 95
[1052] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
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[1053] 100 105 110

[1054] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[1055] 115 120 125

[1056] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[1057] 130 135 140

[1058] Ser Ala Thr Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
[1059] 145 150 155 160
[1060] Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[1061] 165 170 175
[1062]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[1063] 180 185 190

[1064] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[1065] 195 200 205

[1066] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
[1067] 210 215 220

[1068] Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
[1069] 225 230 235 240
[1070] Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
[1071] 245 250 255
[1072] Cys Pro Ala Pro Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro
[1073] 260 265 270

[1074]  Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[1075] 275 280 285

[1076] Cys Val Val Val Asp Val Ser His Glu Asp Gly Glu Val Lys Phe Asn
[1077] 290 295 300

[1078] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[1079] 305 310 315 320
[1080] Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[1081] 325 330 335
[1082] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[1083] 340 345 350

[1084] Asn Lys Ala Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
[1085] 355 360 365

[1086] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp
[1087] 370 375 380

[1088] Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[1089] 385 390 395 400
[1090] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[1091] 405 410 415
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[1092]
[1093]
[1094]
[1095]
[1096]
[1097]
[1098]
[1099]
[1100]
[1101]
[1102]
[1103]
[1104]
[1105]
[1106]
[1107]
[1108]
[1109]
[1110]
[1111]
[1112]
[1113]
[1114]
[1115]
[1116]
[1117]
[1118]
[1119]
[1120]
[1121]
[1122]
[1123]
[1124]
[1125]
[1126]
[1127]
[1128]
[1129]
[1130]

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe

420 425

430

Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln

435 440

445

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn

450 455
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
465 470 475
<210> 24
<211> 465
<212> PRT
213> NLF4
<220>

460

<223> ABLFCDA0PL/AEANt 1 -mCD40-hTgGl (V11) 5 S IR 7 4]

<400> 24

Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile

1 5 10

Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp
20 25

Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala

35 40
Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala
50 55

Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser

65 70 75

Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg

85 90

Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser
100 105

Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp

115 120
Val Met Val Thr Val Ser Ser Ala Thr Thr Lys
130 135

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly

145 150 155

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro

165 170

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr

180 185

61

Gly
Ser
Pro
60

Ser
Asp
Glu
Tyr
Gly
140
Gly

Val

Phe

Gly Leu
30

Gly Phe

45

Thr Lys

Thr Tyr
Asn Ala
Asp Thr
110
Trp Gly
125
Pro Ser
Thr Ala

Thr Val

Pro Ala
190

Gln

His

Lys
15

Val
Thr
Gly
Tyr
Lys
95

Ala
Gln
Val
Ala
Ser

175
Val

Gly

Tyr

Gly
Gln
Phe
Leu
Arg
80

Ser
Thr
Gly
Phe
Leu
160

Trp

Leu
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[1131]
[1132]
[1133]
[1134]
[1135]
[1136]
[1137]
[1138]
[1139]
[1140]
[1141]
[1142]
[1143]
[1144]
[1145]
[1146]
[1147]
[1148]
[1149]
[1150]
[1151]
[1152]
[1153]
[1154]
[1155]
[1156]
[1157]
[1158]
[1159]
[1160]
[1161]
[1162]
[1163]
[1164]
[1165]
[1166]
[1167]
[1168]
[1169]

Gln
Ser
Ser
225
Thr
Ser
Arg
Gly
Ala
305
Val
Tyr
Thr
Leu
Cys
385
Ser
Asp
Ser

Ala

Lys
465

<210> 25

Ser
Ser
210
Asn
His
Val
Thr
Glu
290
Lys
Ser
Lys
Ile
Pro
370
Leu
Asn
Ser

Arg

Leu
450

Ser
195
Leu
Thr
Thr
Phe
Pro
275
Val
Thr
Val
Cys
Ser
355
Pro
Val
Gly
Asp
Trp

435
His

211> 475
<212> PRT

Gly
Gly
Lys
Cys
Leu
260
Glu
Lys
Lys
Leu
Lys
340
Lys
Ser
Lys
Gln
Gly
420

Gln

Asn

Leu
Thr
Val
Pro
245
Phe
Val
Phe
Pro
Thr
325
Val
Ala
Arg
Gly
Pro
405
Ser

Gln

His

Tyr
Gln
Asp
230
Pro
Pro
Thr
Asn
Arg
310
Val
Ser
Lys
Asp
Phe
390
Glu
Phe

Gly

Tyr

Ser
Thr
215
Lys
Cys
Pro
Cys
Trp
295
Glu
Leu
Asn
Gly
Glu
375
Tyr
Asn
Phe

Asn

Thr
455

Leu Ser Ser

200
Tyr

Arg
Pro
Lys
Val
280
Tyr
Glu
His
Lys
Gln
360
Leu
Pro
Asn
Leu
Val

440
Gln

62

Ile

Val

Ala

Pro

265

Val

Val

Gln

Gln

Ala

345

Pro

Thr

Ser

Tyr

Tyr

425

Phe

Lys

Cys
Glu
Pro
250
Lys
Val
Asp
Tyr
Asp
330
Leu
Arg
Lys
Asp
Lys
410
Ser

Ser

Ser

Val
Asn
Pro
235
Glu
Asp
Asp
Gly
Asn
315
Trp
Pro
Glu
Asn
Ile
395
Thr
Lys

Cys

Leu

Val
Val
220
Lys
Leu
Thr
Val
Val
300
Ser
Leu
Arg
Pro
Gln
380
Ala
Thr
Leu

Ser

Ser
460

Thr

205

Asn

Ser

Leu

Leu

Ser

285

Glu

Thr

Asn

Pro

Gln

365

Val

Val

Pro

Thr

Val

445
Leu

Val
His
Cys
Gly
Met
270
Asp
Val
Tyr
Gly
Ile
350
Val
Ser
Glu
Pro
Val
430

Met

Ser

Pro
Lys
Asp
Asp
255
Ile
Glu
His
Arg
Lys
335
Glu
Tyr
Leu
Trp
Val
415
Asp
His

Pro

Ser
Pro
Lys
240
Asp
Ser
Asp
Asn
Val
320
Glu
Lys
Thr
Thr
Glu
400
Leu
Lys

Glu

Gly
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[1170]
[1171]
[1172]
[1173]
[1174]
[1175]
[1176]
[1177]
[1178]
[1179]
[1180]
[1181]
[1182]
[1183]
[1184]
[1185]
[1186]
[1187]
[1188]
[1189]
[1190]
[1191]
[1192]
[1193]
[1194]
[1195]
[1196]
[1197]
[1198]
[1199]
[1200]
[1201]
[1202]
[1203]
[1204]
[1205]
[1206]
[1207]
[1208]

213> NLF5)
<220>

<223> AL ACDAOFL/AEANt ] -hCD40-hTgGl (V11) HE 5 S IR 7 4]

<400> 25

Met Asp Trp

1
Ala

Pro
Thr
Glu
65

Gln
Thr
Tyr
Cys
Ser
145
Lys
Tyr
Ser
Ser
Thr
225
Lys

Cys

Pro

His
Gly
Gly
50

Trp
Lys
Ala
Tyr
Ser
130
Ala
Ser
Phe
Gly
Leu
210
Tyr
Arg

Pro

Lys

Ser
Ala
35

Tyr
Met
Phe
Tyr
Cys
115
Tyr
Thr
Thr
Pro
Val
195
Ser
Ile
Val

Ala

Pro

Thr
Gln
20

Ser
Tyr
Gly
Gln
Met
100
Ala
Phe
Thr
Ser
Glu
180
His
Ser
Cys
Glu
Pro

260
Lys

Trp
5)
Val
Val
Met
Trp
Gly
85
Glu
Arg
Asp
Lys
Gly
165
Pro
Thr
Val
Asn
Pro
245

Glu

Asp

Arg
Gln
Lys
His
Ile
70

Arg
Leu
Asp
Tyr
Gly
150
Gly
Val
Phe
Val
Val
230
Lys

Leu

Thr

Ile

Leu

Val

Trp

95

Asn

Val

Asn

Gln

Trp

135

Pro

Thr

Thr

Pro

Thr

215

Asn

Ser

Leu

Leu

Leu
Val
Ser
40

Val
Pro
Thr
Arg
Pro
120
Gly
Ser
Ala
Val
Ala
200
Val
His
Cys
Gly

Met

63

Phe
Gln
25

Cys
Arg
Asp
Met
Leu
105
Leu
Gln
Val
Ala
Ser
185
Val
Pro
Lys
Asp
Asp

265
Ile

Leu
10

Ser
Lys
Gln
Ser
Thr
90

Arg
Gly
Gly
Phe
Leu
170
Trp
Leu
Ser
Pro
Lys
250

Asp

Ser

Val
Gly
Ala
Ala
Gly
75

Arg
Ser
Tyr
Thr
Pro
155
Gly
Asn
Gln
Ser
Ser
235
Thr

Ser

Arg

Ala
Ala
Ser
Pro
60

Gly
Asp
Asp
Cys
Leu
140
Leu
Cys
Ser
Ser
Ser
220
Asn
His
Val

Thr

Ala
Glu
Gly
45

Gly
Thr
Thr
Asp
Thr
125
Val
Ala
Leu
Gly
Ser
205
Leu
Thr
Thr

Phe

Pro

Ala
Val
30

Tyr
Gln
Asn
Ser
Thr
110
Asn
Thr
Pro
Val
Ala
190
Gly
Gly
Lys
Cys
Leu

270
Glu

Thr
15

Lys
Thr
Gly
Tyr
Ile
95

Ala
Gly
Val
Ser
Lys
175
Leu
Leu
Thr
Val
Pro
255

Phe

Val

Gly
Lys
Phe
Leu
Ala
80

Ser
Val
Val
Ser
Ser
160
Asp
Thr
Tyr
Gln
Asp
240
Pro

Pro

Thr
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[1209] 275 280 285

[1210] Cys Val Val Val Asp Val Ser Asp Glu Asp Gly Glu Val Lys Phe Asn
[1211] 290 295 300

[1212]  Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[1213] 305 310 315 320
[1214]  Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[1215] 325 330 335
[1216] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[1217] 340 345 350

[1218] Asn Lys Ala Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
[1219] 355 360 365

[1220] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp
[1221] 370 375 380

[1222]  Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[1223] 385 390 395 400
[1224]  Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[1225] 405 410 415
[1226]  Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[1227] 420 425 430

[1228] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[1229] 435 440 445

[1230] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[1231] 450 455 460

[1232]  Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1233] 465 470 475

[1234] <210> 26

[1235]  <211> 462

[1236] <212> PRT

[1237]  <213> N7

[1238] <220>

[1239]  <223> AHURCD40PiIAAnti-mCD40-h1gG2 (V11) HEFEHEERT 51

[1240]  <400> 26

[1241]  Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[1242] 1 5 10 15
[1243]  Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[1244] 20 25 30

[1245] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[1246] 35 40 45

[1247]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
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[1248] 50 55 60

[1249]  Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[1250] 65 70 75 80
[1251]  Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[1252] 85 90 95
[1253] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[1254] 100 105 110

[1255]  Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[1256] 115 120 125

[1257] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[1258] 130 135 140

[1259]  Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
[1260] 145 150 155 160
[1261]  Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[1262] 165 170 175
[1263]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[1264] 180 185 190

[1265]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[1266] 195 200 205

[1267]  Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[1268] 210 215 220

[1269]  Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[1270] 225 230 235 240
[1271]  Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Asp Asp Ser Val Phe
[1272] 245 250 255
[1273] Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
[1274] 260 265 270

[1275]  Glu Val Thr Cys Val Val Val Asp Val Ser Asp Glu Asp Gly Glu Val
[1276] 275 280 285

[1277]  Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
[1278] 290 295 300

[1279] Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
[1280] 305 310 315 320
[1281] Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
[1282] 325 330 335
[1283] Lys Val Ser Asn Lys Ala Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser
[1284] 340 345 350

[1285] Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
[1286] 355 360 365
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[1287] Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
[1288] 370 375 380

[1289] Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
[1290] 385 390 395 400
[1291]  Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
[1292] 405 410 415
[1293]  Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
[1294] 420 425 430

[1295]  Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
[1296] 435 440 445

[1297]  Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1298] 450 455 460

[1299]  <210> 27

[1300]  <211> 472

[1301]  <212> PRT

[1302] <213> ANTLJ¥%

[1303] <220>

[1304]  <223> AFi ACD40HifEAnti-hCD40-h1gG2 (V11) EEEEA L 741

[1305]  <400> 27

[1306] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[1307] 1 5 10 15
[1308] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1309] 20 25 30

[1310] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1311] 35 40 45

[1312]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1313] 50 55 60

[1314]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[1315] 65 70 75 80
[1316] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[1317] 85 90 95
[1318] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[1319] 100 105 110

[1320] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[1321] 115 120 125

[1322] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[1323] 130 135 140

[1324] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[1325] 145 150 155 160
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[1326] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[1327] 165 170 175
[1328] Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[1329] 180 185 190

[1330] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[1331] 195 200 205

[1332] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[1333] 210 215 220

[1334]  Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[1335] 225 230 235 240
[1336] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[1337] 245 250 255
[1338] Pro Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro
[1339] 260 265 270

[1340] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[1341] 275 280 285

[1342] Val Asp Val Ser Asp Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val
[1343] 290 295 300

[1344] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[1345] 305 310 315 320
[1346] Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
[1347] 325 330 335
[1348] Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
[1349] 340 345 350

[1350] Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
[1351] 355 360 365

[1352] Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
[1353] 370 375 380

[1354] Lys Asn GIln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[1355] 385 390 395 400
[1356] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
[1357] 405 410 415
[1358] Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[1359] 420 425 430

[1360] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
[1361] 435 440 445

[1362] Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
[1363] 450 455 460

[1364] Ser Leu Ser Leu Ser Pro Gly Lys
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[1365] 465 470

[1366]  <210> 28

[1367]  <211> 512

[1368] <212> PRT

[1369]  <213> ANTLJF¥%

[1370]  <220>

[1371]  <223> AHLRCD40PiIAAnti-mCD40-h1gG3 (V11) HEE R EERT 51

[1372]  <400> 28

[1373] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[1374] 1 5 10 15
[1375]  Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[1376] 20 25 30

[1377]  Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[1378] 35 40 45

[1379]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[1380] 50 55 60

[1381] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[1382] 65 70 75 80
[1383] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[1384] 85 90 95
[1385] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[1386] 100 105 110

[1387] Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[1388] 115 120 125

[1389] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[1390] 130 135 140

[1391]  Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Gly Gly Thr Ala Ala Leu
[1392] 145 150 155 160
[1393] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[1394] 165 170 175
[1395]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[1396] 180 185 190

[1397]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[1398] 195 200 205

[1399] Ser Ser Leu Gly Thr Gln Thr Tyr Thr Cys Asn Val Asn His Lys Pro
[1400] 210 215 220

[1401]  Ser Asn Thr Lys Val Asp Lys Arg Val Glu Leu Lys Thr Pro Leu Gly
[1402] 225 230 235 240
[1403] Asp Thr Thr His Thr Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp
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[1404] 245 250 255
[1405]  Thr Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr
[1406] 260 265 270

[1407]  Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro
[1408] 275 280 285

[1409]  Pro Pro Cys Pro Arg Cys Pro Ala Pro Glu Leu Leu Gly Asp Asp Ser
[1410] 290 295 300

[1411]  Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
[1412] 305 310 315 320
[1413]  Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Asp Glu Asp Gly
[1414] 325 330 335
[1415]  Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
[1416] 340 345 350

[1417] Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
[1418] 355 360 365

[1419]  Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
[1420] 370 375 380

[1421] Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Arg Pro Ile Glu Lys Thr
[1422] 385 390 395 400
[1423] Tle Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
[1424] 405 410 415
[1425]  Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys
[1426] 420 425 430

[1427] Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
[1428] 435 440 445

[1429]  Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
[1430] 450 455 460

[1431]  Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
[1432] 465 470 475 480
[1433] Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
[1434] 485 490 495
[1435] Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
[1436] 500 505 510

[1437]  <210> 29

[1438] <211> 522

[1439]  <212> PRT

[1440]  <213> ANT.JF#3

[1441]  <220>

[1442]  <223> AFi ACD40Hi4EAnti-hCD40-h1gG3 (V11) EEEEA L 741
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[1443]  <400> 29

[1444]  Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[1445] 1 5) 10 15
[1446] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1447] 20 25 30

[1448] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1449] 35 40 45

[1450] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1451] 50 55 60

[1452]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[1453] 65 70 75 80
[1454]  Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[1455] 85 90 95
[1456]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[1457] 100 105 110

[1458] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[1459] 115 120 125

[1460]  Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[1461] 130 135 140

[1462] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[1463] 145 150 155 160
[1464] Arg Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[1465] 165 170 175
[1466]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[1467] 180 185 190

[1468] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[1469] 195 200 205

[1470]  Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
[1471] 210 215 220

[1472]  Thr Tyr Thr Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
[1473] 225 230 235 240
[1474] Lys Arg Val Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys
[1475] 245 250 255
[1476]  Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro
[1477] 260 265 270

[1478] Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
[1479] 275 280 285

[1480] Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys
[1481] 290 295 300
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[1482] Pro Ala Pro Glu Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro
[1483] 305 310 315 320
[1484] Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
[1485] 325 330 335
[1486] Val Val Val Asp Val Ser Asp Glu Asp Gly Glu Val Lys Phe Asn Trp
[1487] 340 345 350

[1488] Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
[1489] 355 360 365

[1490]  Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
[1491] 370 375 380

[1492] His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
[1493] 385 390 395 400
[1494] Lys Ala Leu Pro Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
[1495] 405 410 415
[1496]  Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
[1497] 420 425 430

[1498] Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
[1499] 435 440 445

[1500] Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
[1501] 450 455 460

[1502] Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
[1503] 465 470 475 480
[1504] Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
[1505] 485 490 495
[1506] Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
[1507] 500 505 510

[1508] Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1509] 515 520

[1510]  <210> 30

[1511]  <211> 511

[1512]  <212> PRT

[1513]  <213> ANLF#4l

[1514]  <220>

[1515]  <223> APLERCD40PifAAnti-mCD40-h1gG2 (H3) HEE A KR 71

[1516]  <400> 30

[1517]  Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[1518] 1 5 10 15
[1519]  Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[1520] 20 25 30
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[1521]  Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[1522] 35 40 45

[1523] Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[1524] 50 55 60

[1525] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[1526] 65 70 75 80
[1527]  Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[1528] 85 90 95
[1529]  Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[1530] 100 105 110

[1531]  Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[1532] 115 120 125

[1533] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[1534] 130 135 140

[1535] Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Gly Gly Thr Ala Ala Leu
[1536] 145 150 155 160
[1537]  Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[1538] 165 170 175
[1539]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[1540] 180 185 190

[1541]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[1542] 195 200 205

[1543]  Ser Ser Leu Gly Thr Gln Thr Tyr Thr Cys Asn Val Asn His Lys Pro
[1544] 210 215 220

[1545]  Ser Asn Thr Lys Val Asp Lys Arg Val Glu Leu Lys Thr Pro Leu Gly
[1546] 225 230 235 240
[1547]  Asp Thr Thr His Thr Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp
[1548] 245 250 255
[1549]  Thr Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr
[1550] 260 265 270

[1551]  Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro
[1552] 275 280 285

[1553]  Pro Pro Cys Pro Arg Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val
[1554] 290 295 300

[1555]  Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[1556] 305 310 315 320
[1557]  Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[1558] 325 330 335
[1559]  Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
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[1560] 340 345 350

[1561]  Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser
[1562] 355 360 365

[1563]  Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[1564] 370 375 380

[1565] Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile
[1566] 385 390 395 400
[1567]  Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[1568] 405 410 415
[1569]  Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[1570] 420 425 430

[1571] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[1572] 435 440 445

[1573]  Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser
[1574] 450 455 460

[1575]  Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[1576] 465 470 475 480
[1577]  Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[1578] 485 490 495
[1579] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
[1580] 500 505 510

[1581]  <210> 31

[1582]  <211> 521

[1583] <212> PRT

[1584]  <213> AN LF#4l

[1585]  <220>

[1586]  <223> A1 ACD40#i4EAnti-hCD40-h1gG2 (H3) A FEE 741

[1587]  <400> 31

[1588] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[1589] 1 5 10 15
[1590] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1591] 20 25 30

[1592] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1593] 35 40 45

[1594]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1595] 50 55 60

[1596]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[1597] 65 70 75 80
[1598] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
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[1599] 85 90 95
[1600] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[1601] 100 105 110

[1602]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[1603] 115 120 125

[1604] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[1605] 130 135 140

[1606] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[1607] 145 150 155 160
[1608] Arg Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[1609] 165 170 175
[1610]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[1611] 180 185 190

[1612]  Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[1613] 195 200 205

[1614]  Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
[1615] 210 215 220

[1616]  Thr Tyr Thr Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
[1617] 225 230 235 240
[1618] Lys Arg Val Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys
[1619] 245 250 255
[1620] Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro
[1621] 260 265 270

[1622] Arg Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
[1623] 275 280 285

[1624]  Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys
[1625] 290 295 300

[1626] Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
[1627] 305 310 315 320
[1628] Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
[1629] 325 330 335
[1630] Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr
[1631] 340 345 350

[1632]  Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
[1633] 355 360 365

[1634]  Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His
[1635] 370 375 380

[1636]  Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
[1637] 385 390 395 400
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[1638] Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln
[1639] 405 410 415
[1640]  Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met
[1641] 420 425 430

[1642] Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
[1643] 435 440 445

[1644]  Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
[1645] 450 455 460

[1646] Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu
[1647] 465 470 475 480
[1648] Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val
[1649] 485 490 495
[1650]  Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
[1651] 500 505 510

[1652] Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1653] 515 520

[1654]  <210> 32

[1655]  <211> 462

[1656] <212> PRT

[1657]  <213> NLFF4l

[1658]  <220>

[1659]  <223> APiE.CD40$iEAnt1-mCD40-h1gG3 (H2) B L IE 741

[1660]  <400> 32

[1661]  Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[1662] 1 5 10 15
[1663] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[1664] 20 25 30

[1665] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[1666] 35 40 45

[1667]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[1668] 50 55 60

[1669]  Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[1670] 65 70 75 80
[1671]  Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[1672] 85 90 95
[1673]  Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[1674] 100 105 110

[1675]  Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[1676] 115 120 125
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[1677] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[1678] 130 135 140

[1679]  Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
[1680] 145 150 155 160
[1681] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[1682] 165 170 175
[1683] Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[1684] 180 185 190

[1685]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[1686] 195 200 205

[1687]  Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[1688] 210 215 220

[1689] Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[1690] 225 230 235 240
[1691] Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
[1692] 245 250 255
[1693] Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
[1694] 260 265 270

[1695]  Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
[1696] 275 280 285

[1697]  Gln Phe Lys Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
[1698] 290 295 300

[1699] Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Phe Arg Val Val Ser Val
[1700] 305 310 315 320
[1701]  Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
[1702] 325 330 335
[1703] Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser
[1704] 340 345 350

[1705] Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
[1706] 355 360 365

[1707]  Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
[1708] 370 375 380

[1709] Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly
[1710] 385 390 395 400
[1711]  Gln Pro Glu Asn Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp
[1712] 405 410 415
[1713]  Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
[1714] 420 425 430

[1715]  Gln Gln Gly Asn Ile Phe Ser Cys Ser Val Met His Glu Ala Leu His

76



CN 107474136 B F 5 = 45/80 T
[1716] 435 440 445

[1717]  Asn Arg Phe Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1718] 450 455 460

(17191  <210> 33

[1720]  <211> 472

[1721]  <212> PRT

[1722]  <213> NLF#4l

[1723] <220

[1724]1  <223> A$i ACD40#i4EAnti-hCD40-h1gG3 (H2) B KL 741

[1725]  <400> 33

[1726] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
(17271 1 5 10 15
[1728] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1729] 20 25 30

[1730] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1731] 35 40 45

[1732]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1733] 50 55 60

[1734]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[1735] 65 70 75 80
[1736] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[1737] 85 90 95
[1738]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[1739] 100 105 110

[1740]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[1741] 115 120 125

[1742]  Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[1743] 130 135 140

[1744]  Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[1745] 145 150 155 160
[1746] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[1747] 165 170 175
[1748]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[1749] 180 185 190

[1750] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[1751] 195 200 205

[1752] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[1753] 210 215 220

[1754]  Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp

7



CN 107474136 B F 5 = 46/80 1
[1755] 225 230 235 240
[1756] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[1757] 245 250 255
[1758]  Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
[1759] 260 265 270

[1760] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[1761] 275 280 285

[1762] Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Lys Trp Tyr Val
[1763] 290 295 300

[1764]  Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[1765] 305 310 315 320
[1766] Tyr Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Leu His Gln
[1767] 325 330 335
[1768]  Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
[1769] 340 345 350

[1770] Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro
[1771] 355 360 365

[1772]  Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr
[1773] 370 375 380

[1774] Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[1775] 385 390 395 400
[1776] Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr
[1777] 405 410 415
[1778]  Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[1779] 420 425 430

[1780] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Ile Phe
[1781] 435 440 445

[1782] Ser Cys Ser Val Met His Glu Ala Leu His Asn Arg Phe Thr Gln Lys
[1783] 450 455 460

[1784] Ser Leu Ser Leu Ser Pro Gly Lys

[1785] 465 470

[1786]  <210> 34

[1787]  <211> 465

[1788] <212> PRT

[1789]  <213> ANLF#4l

[1790]  <220>

[1791]1  <223> APUER CDA0FTfAANnti -mCD40-hTgG 1l -NATE BE 2 SR /7 4

[1792]  <400> 34

[1793] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
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[1794] 1 5) 10 15
[1795]  Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[1796] 20 25 30

[1797]  Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[1798] 35 40 45

[1799]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[1800] 50 5h 60

[1801] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[1802] 65 70 75 80
[1803] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[1804] 85 90 95
[1805] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[1806] 100 105 110

[1807] Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[1808] 115 120 125

[1809] Val Met Val Thr Val Ser Ser Ala Thr Thr Lys Gly Pro Ser Val Phe
[1810] 130 135 140

[1811]  Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
[1812] 145 150 155 160
[1813] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[1814] 165 170 175
[1815]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[1816] 180 185 190

[1817]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[1818] 195 200 205

[1819]  Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro
[1820] 210 215 220

[1821]  Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys
[1822] 225 230 235 240
[1823] Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
[1824] 245 250 255
[1825] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[1826] 260 265 270

[1827] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[1828] 275 280 285

[1829] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[1830] 290 295 300

[1831] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Ala Ser Thr Tyr Arg Val
[1832] 305 310 315 320

79



CN 107474136 B F 5 = 48/80 T
[1833] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[1834] 325 330 335
[1835] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
[1836] 340 345 350

[1837] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[1838] 355 360 365

[1839] Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr
[1840] 370 375 380

[1841] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[1842] 385 390 395 400
[1843] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[1844] 405 410 415
[1845]  Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[1846] 420 425 430

[1847] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[1848] 435 440 445

[1849] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[1850] 450 455 460

[1851] Lys

[1852] 465

[1853]  <210> 35

[1854]  <211> 475

[1855]  <212> PRT

[1856]  <213> AN LF#4l

[1857]  <220>

[1858]  <223> APLACDA0FLfAANnti-hCD40-hTgG1l-NATE BEZ LR 7 ¥

[1859]  <400> 35

[1860] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[1861] 1 5 10 15
[1862] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1863] 20 25 30

[1864] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1865] 35 40 45

[1866] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1867] 50 55 60

[1868] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[1869] 65 70 75 80
[1870] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[1871] 85 90 95
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[1872]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[1873] 100 105 110

[1874]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[1875] 115 120 125

[1876] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[1877] 130 135 140

[1878] Ser Ala Thr Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
[1879] 145 150 155 160
[1880] Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[1881] 165 170 175
[1882]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[1883] 180 185 190

[1884] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[1885] 195 200 205

[1886] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
[1887] 210 215 220

[1888] Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
[1889] 225 230 235 240
[1890] Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
[1891] 245 250 255
[1892] Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
[1893] 260 265 270

[1894] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[1895] 275 280 285

[1896] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
[1897] 290 295 300

[1898] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[1899] 305 310 315 320
[1900] Glu Glu Gln Tyr Ala Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[1901] 325 330 335
[1902] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[1903] 340 345 350

[1904] Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Tle Ser Lys Ala Lys
[1905] 355 360 365

[1906] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp
[1907] 370 375 380

[1908] Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[1909] 385 390 395 400
[1910]  Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
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[1911] 405 410 415
[1912]  Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[1913] 420 425 430

[1914]  Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[1915] 435 440 445

[1916] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[1917] 450 455 460

[1918] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1919] 465 470 475

[1920] <210> 36

[1921]  <211> 461

[1922] <212> PRT

[1923] <213> ANTLJF#%

[1924] <220>

[1925]  <223> APUER CDA0FTfAANnti -mCD40-h1gG2-NATE B2 SR /7 41

[1926]  <400> 36

[1927] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[1928] 1 5 10 15
[1929] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[1930] 20 25 30

[1931]  Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[1932] 35 40 45

[1933] Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[1934] 50 55 60

[1935] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[1936] 65 70 75 80
[1937]  Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[1938] 85 90 95
[1939]  Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[1940] 100 105 110

[1941]  Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[1942] 115 120 125

[1943] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[1944] 130 135 140

[1945] Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
[1946] 145 150 155 160
[1947]  Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[1948] 165 170 175
[1949]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu

82



CN 107474136 B F 5 = 51/80 T
[1950] 180 185 190

[1951]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[1952] 195 200 205

[1953]  Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[1954] 210 215 220

[1955]  Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[1956] 225 230 235 240
[1957] Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu
[1958] 245 250 255
[1959]  Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu
[1960] 260 265 270

[1961]  Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln
[1962] 275 280 285

[1963]  Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys
[1964] 290 295 300

[1965]  Pro Arg Glu Glu Gln Phe Ala Ser Thr Phe Arg Val Val Ser Val Leu
[1966] 305 310 315 320
[1967]  Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
[1968] 325 330 335
[1969]  Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
[1970] 340 345 350

[1971]1  Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser
[1972] 355 360 365

[1973]  Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
[1974] 370 375 380

[1975]  Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln
[1976] 385 390 395 400
[1977]  Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly
[1978] 405 410 415
[1979]  Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln
[1980] 420 425 430

[1981]  Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
[1982] 435 440 445

[1983] His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[1984] 450 455 460

[1985]  <210> 37

[1986]  <211> 471

[1987] <212> PRT

[1988] <213> AN TLJ¥%
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[1989] <220>

[1990]  <223> APL ACDA0FLfAANti-hCD40-hT1gG2-NATE BEZ LR /7 4

[1991]  <400> 37

[1992] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[1993] 1 5 10 15
[1994] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[1995] 20 25 30

[1996] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[1997] 35 40 45

[1998] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[1999] 50 55 60

[2000] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[2001] 65 70 75 80
[2002] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[2003] 85 90 95
[2004] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[2005] 100 105 110

[2006] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[2007] 115 120 125

[2008] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[2009] 130 135 140

[2010] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[2011] 145 150 155 160
[2012] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[2013] 165 170 175
[2014]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[2015] 180 185 190

[2016] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2017] 195 200 205

[2018] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2019] 210 215 220

[2020] Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2021] 225 230 235 240
[2022] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2023] 245 250 255
[2024] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2025] 260 265 270

[2026] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2027] 275 280 285
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[2028] Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[2029] 290 295 300

[2030] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2031] 305 310 315 320
[2032] Ala Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[2033] 325 330 335
[2034] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[2035] 340 345 350

[2036] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2037] 355 360 365

[2038] Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[2039] 370 375 380

[2040] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2041] 385 390 395 400
[2042] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2043] 405 410 415
[2044]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[2045] 420 425 430

[2046] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[2047] 435 440 445

[2048] (Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[2049] 450 455 460

[2050] Leu Ser Leu Ser Pro Gly Lys

[2051] 465 470

[2052]  <210> 38

[2053]  <211> 471

[2054] <212> PRT

[2055]  <213> AN LF#%l

[2056]  <220>

[2057]  <223> A$i ACDA0FifAAnti-hCD40-h1gG2- SEHE f5 2 KR /7 41

[2058]  <400> 38

[2059] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[2060] 1 5 10 15
[2061] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[2062] 20 25 30

[2063] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[2064] 35 40 45

[2065] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[2066] 50 55 60
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[2067]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[2068] 65 70 75 80
[2069] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[2070] 85 90 95
[2071]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[2072] 100 105 110

[2073] Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[2074] 115 120 125

[2075] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[2076] 130 135 140

[2077]  Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[2078] 145 150 155 160
[2079] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[2080] 165 170 175
[2081]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[2082] 180 185 190

[2083] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2084] 195 200 205

[2085] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2086] 210 215 220

[2087] Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2088] 225 230 235 240
[2089] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2090] 245 250 255
[2091]  Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2092] 260 265 270

[2093] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2094] 275 280 285

[2095] Asp Val Glu His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[2096] 290 295 300

[2097] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2098] 305 310 315 320
[2099] Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[2100] 325 330 335
[2101]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[2102] 340 345 350

[2103] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2104] 355 360 365

[2105]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
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[2106] 370 375 380

[2107]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2108] 385 390 395 400
[2109] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2110] 405 410 415
[2111]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[2112] 420 425 430

[2113] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[2114] 435 440 445

[2115]  Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[2116] 450 455 460

[2117]  Leu Ser Leu Ser Pro Gly Lys

[2118] 465 470

[2119]  <210> 39

[2120]  <211> 471

[2121]  <212> PRT

[2122]  <213> N L)%

[2123] <220>

[2124]  <223> NPT ACDA0FLfAANti-hCD40-h1gG2-LFHE 5E R IR 7 51

[2125]  <400> 39

[2126] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[2127] 1 5 10 15
[2128] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[2129] 20 25 30

[2130] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[2131] 35 40 45

[2132]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[2133] 50 55 60

[2134]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[2135] 65 70 75 80
[2136] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[2137] 85 90 95
[2138] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[2139] 100 105 110

[2140]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[2141] 115 120 125

[2142]  Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[2143] 130 135 140

[2144]  Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
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[2145] 145 150 155 160
[2146] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[2147] 165 170 175
[2148]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[2149] 180 185 190

[2150] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2151] 195 200 205

[2152] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2153] 210 215 220

[2154]  Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2155] 225 230 235 240
[2156] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2157] 245 250 255
[2158] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2159] 260 265 270

[2160]  Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2161] 275 280 285

[2162]  Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[2163] 290 295 300

[2164]  Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2165] 305 310 315 320
[2166] Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[2167] 325 330 335
[2168]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Phe
[2169] 340 345 350

[2170]  Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2171] 355 360 365

[2172]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[2173] 370 375 380

[2174]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2175] 385 390 395 400
[2176] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2177] 405 410 415
[2178]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[2179] 420 425 430

[2180] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[2181] 435 440 445

[2182] (Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[2183] 450 455 460
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[2184] Leu Ser Leu Ser Pro Gly Lys

[2185] 465 470

[2186]  <210> 40

[2187]  <211> 471

[2188] <212> PRT

[2189]  <213> AN TLJF¥%

[2190] <220>

[2191]  <223> APLACDA0FifAAnti-hCD40-h1gG2- SELFH BE 2 SR /7 4

[2192]  <400> 40

[2193] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[2194] 1 5 10 15
[2195] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[2196] 20 25 30

[2197]  Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[2198] 35 40 45

[2199]  Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[2200] 50 55 60

[2201]  Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[2202] 65 70 75 80
[2203] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[2204] 85 90 95
[2205] Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[2206] 100 105 110

[2207]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[2208] 115 120 125

[2209] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[2210] 130 135 140

[2211]  Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[2212] 145 150 155 160
[2213] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[2214] 165 170 175
[2215]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[2216] 180 185 190

[2217]  Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2218] 195 200 205

[2219]  Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2220] 210 215 220

[2221]  Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2222] 225 230 235 240
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[2223] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2224] 245 250 255
[2225] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2226] 260 265 270

[2227]  Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2228] 275 280 285

[2229] Asp Val Glu His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[2230] 290 295 300

[2231]  Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2232] 305 310 315 320
[2233] Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[2234] 325 330 335
[2235] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Phe
[2236] 340 345 350

[2237]  Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2238] 355 360 365

[2239]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[2240] 370 375 380

[2241]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2242] 385 390 395 400
[2243] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2244] 405 410 415
[2245]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[2246] 420 425 430

[2247] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[2248] 435 440 445

[2249] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[2250] 450 455 460

[2251] Leu Ser Leu Ser Pro Gly Lys

[2252] 465 470

[2253]  <210> 41

[2254]  <211> 471

[2255]  <212> PRT

[2256]  <213> NLF#4

[2257]  <220>

[2258]  <223> APLACDA0FLfAANti-hCD40-h1gG2-HDEE 52 LR /7 4

[2259]  <400> 41

[2260] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[2261] 1 5 10 15

90



CN 107474136 B F 5 = 59/80 T
[2262] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[2263] 20 25 30

[2264] Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[2265] 35 40 45

[2266] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[2267] 50 55 60

[2268] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[2269] 65 70 75 80
[2270] Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[2271] 85 90 95
[2272]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
[2273] 100 105 110

[2274]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[2275] 115 120 125

[2276] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[2277] 130 135 140

[2278] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[2279] 145 150 155 160
[2280] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[2281] 165 170 175
[2282]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[2283] 180 185 190

[2284] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2285] 195 200 205

[2286] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2287] 210 215 220

[2288] Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2289] 225 230 235 240
[2290] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2291] 245 250 255
[2292] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2293] 260 265 270

[2294]  Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2295] 275 280 285

[2296] Asp Val Ser Asp Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
[2297] 290 295 300

[2298] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2299] 305 310 315 320
[2300] Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
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[2301] 325 330 335
[2302] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[2303] 340 345 350

[2304] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2305] 355 360 365

[2306] Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[2307] 370 375 380

[2308] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2309] 385 390 395 400
[2310] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2311] 405 410 415
[2312]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[2313] 420 425 430

[2314] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[2315] 435 440 445

[2316] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[2317] 450 455 460

[2318] Leu Ser Leu Ser Pro Gly Lys

[2319] 465 470

[2320] <210> 42

[2321]  <211> 471

[2322] <212> PRT

[2323] <213> ANLJF%

[2324] <220>

[2325]  <223> APLACDA0FLfAANti-hCD40-h1gG2-PGHE BE R LR /T ¥

[2326]  <400> 42

[2327] Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly
[2328] 1 5 10 15
[2329] Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[2330] 20 25 30

[2331]  Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
[2332] 35 40 45

[2333] Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
[2334] 50 55 60

[2335] Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly Thr Asn Tyr Ala
[2336] 65 70 75 80
[2337]  Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
[2338] 85 90 95
[2339]  Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp Asp Thr Ala Val
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[2340] 100 105 110

[2341]  Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys Thr Asn Gly Val
[2342] 115 120 125

[2343] Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
[2344] 130 135 140

[2345] Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser
[2346] 145 150 155 160
[2347] Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
[2348] 165 170 175
[2349]  Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
[2350] 180 185 190

[2351] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2352] 195 200 205

[2353] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2354] 210 215 220

[2355]  Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2356] 225 230 235 240
[2357] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2358] 245 250 255
[2359] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2360] 260 265 270

[2361]  Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2362] 275 280 285

[2363] Asp Val Ser His Glu Asp Gly Glu Val Gln Phe Asn Trp Tyr Val Asp
[2364] 290 295 300

[2365] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2366] 305 310 315 320
[2367]  Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[2368] 325 330 335
[2369]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[2370] 340 345 350

[2371]  Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2372] 355 360 365

[2373]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[2374] 370 375 380

[2375]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2376] 385 390 395 400
[2377] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2378] 405 410 415
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[2379]
[2380]
[2381]
[2382]
[2383]
[2384]
[2385]
[2386]
[2387]
[2388]
[2389]
[2390]
[2391]
[2392]
[2393]
[2394]
[2395]
[2396]
[2397]
[2398]
[2399]
[2400]
[2401]
[2402]
[2403]
[2404]
[2405]
[2406]
[2407]
[2408]
[2409]
[2410]
[2411]
[2412]
[2413]
[2414]
[2415]
[2416]
[2417]

Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser

420 425

430

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val

435 440

445

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln

450 455 460
Leu Ser Leu Ser Pro Gly Lys
465 470
<210> 43
211> 471
<212> PRT
213> NIFH|
<220>

223> A1 ACDAOHiHANt i -hCD40-h1gG2-HDPG & 4 48 3 2 /¥ 71

<400> 43

Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala

1 5 10
Ala His Ser Gln Val Gln Leu Val Gln Ser Gly Ala
20 25
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser
35 40
Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro
50 55 60
Glu Trp Met Gly Trp Ile Asn Pro Asp Ser Gly Gly
65 70 75
Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp
85 90
Thr Ala Tyr Met Glu Leu Asn Arg Leu Arg Ser Asp
100 105
Tyr Tyr Cys Ala Arg Asp Gln Pro Leu Gly Tyr Cys
115 120
Cys Ser Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu
130 135 140
Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
145 150 155
Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
165 170
Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
180 185
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Glu
Gly
45

Gly
Thr
Thr
Asp
Thr
125
Val
Ala

Leu

Gly

Val
30
Tyr

Gln

Asn

Ser

Thr

110

Asn

Thr

Pro

Val

Ala
190

Phe

Lys

Thr
15

Lys
Thr
Gly
Tyr
Ile
95

Ala
Gly
Val
Cys
Lys

175
Leu

Ser

Ser

Gly
Lys
Phe
Leu
Ala
80

Ser
Val
Val
Ser
Ser
160

Asp

Thr
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[2418] Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
[2419] 195 200 205

[2420] Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln
[2421] 210 215 220

[2422] Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp
[2423] 225 230 235 240
[2424] Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala
[2425] 245 250 255
[2426] Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[2427] 260 265 270

[2428] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[2429] 275 280 285

[2430] Asp Val Ser Asp Glu Asp Gly Glu Val Gln Phe Asn Trp Tyr Val Asp
[2431] 290 295 300

[2432] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
[2433] 305 310 315 320
[2434]  Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp
[2435] 325 330 335
[2436] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
[2437] 340 345 350

[2438] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
[2439] 355 360 365

[2440]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[2441] 370 375 380

[2442]  Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[2443] 385 390 395 400
[2444]  Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[2445] 405 410 415
[2446]  Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[2447] 420 425 430

[2448] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[2449] 435 440 445

[2450] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[2451] 450 455 460

[2452] Leu Ser Leu Ser Pro Gly Lys

[2453] 465 470

[2454]  <210> 44

[2455]  <211> 466

[2456] <212> PRT
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[2457]  <213> NLF#4l

[2458]  <220>

[2459]  <223> AP DRSHLAAANt 1 -mDR5-h1gG2HE fE 2 KPR /7 41

[2460]  <400> 44

[2461] Met Arg Leu Leu Gly Leu Leu Tyr Leu Val Thr Thr Leu Pro Gly Val
[2462] 1 5 10 15
[2463] Leu Ser Gln Ile Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro
[2464] 20 25 30

[2465] Ala Gln Ser Leu Ser Leu Thr Cys Ser Ile Thr Gly Phe Pro Ile Thr
[2466] 35 40 45

[2467] Ala Gly Gly Tyr Trp Trp Thr Trp Ile Arg Gln Phe Pro Gly Gln Lys
[2468] 50 55 60

[2469] Leu Glu Trp Met Gly Tyr Ile Tyr Ser Ser Gly Ser Thr Asn Tyr Asn
[2470] 65 70 75 80
[2471]  Pro Ser Ile Lys Ser Arg Ile Ser Ile Thr Arg Asp Thr Ala Lys Asn
[2472] 85 90 95
[2473]  Gln Phe Phe Leu Gln Leu Asn Ser Val Thr Thr Glu Glu Asp Thr Ala
[2474] 100 105 110

[2475] Tle Tyr Tyr Cys Ala Arg Ala Gly Thr Ser Tyr Ser Gly Phe Phe Asp
[2476] 115 120 125

[2477]  Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys
[2478] 130 135 140

[2479]  Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[2480] 145 150 155 160
[2481] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[2482] 165 170 175
[2483] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[2484] 180 185 190

[2485] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[2486] 195 200 205

[2487] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[2488] 210 215 220

[2489] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[2490] 225 230 235 240
[2491] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[2492] 245 250 255
[2493] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[2494] 260 265 270

[2495] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
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[2496] 275 280 285

[2497]  Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[2498] 290 295 300

[2499] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[2500] 305 310 315 320
[2501]  Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[2502] 325 330 335
[2503] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[2504] 340 345 350

[2505] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[2506] 355 360 365

[2507]  Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[2508] 370 375 380

[2509] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[2510] 385 390 395 400
[2511]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[2512] 405 410 415
[2513] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[2514] 420 425 430

[2515] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[2516] 435 440 445

[2517]  Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[2518] 450 455 460

[2519]  Gly Lys

[2520] 465

[2521]  <210> 45

[2522]  <211> 470

[2523] <212> PRT

[2524]  <213> NLF#4l

[2525]  <220>

[2526]  <223> AHURDRSHUAAnti-mDR5-hIgG1 (V11) B Z B R T 4]

[2527]  <400> 45

[2528] Met Arg Leu Leu Gly Leu Leu Tyr Leu Val Thr Thr Leu Pro Gly Val
[2529] 1 5 10 15
[2530] Leu Ser Gln Ile Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro
[2531] 20 25 30

[2532] Ala Gln Ser Leu Ser Leu Thr Cys Ser Ile Thr Gly Phe Pro Ile Thr
[2533] 35 40 45

[2534] Ala Gly Gly Tyr Trp Trp Thr Trp Ile Arg Gln Phe Pro Gly Gln Lys
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[2535] 50 55 60

[2536] Leu Glu Trp Met Gly Tyr Ile Tyr Ser Ser Gly Ser Thr Asn Tyr Asn
[2537] 65 70 75 80
[2538] Pro Ser Ile Lys Ser Arg Ile Ser Ile Thr Arg Asp Thr Ala Lys Asn
[2539] 85 90 95
[2540]  Gln Phe Phe Leu Gln Leu Asn Ser Val Thr Thr Glu Glu Asp Thr Ala
[2541] 100 105 110

[2542] Tle Tyr Tyr Cys Ala Arg Ala Gly Thr Ser Tyr Ser Gly Phe Phe Asp
[2543] 115 120 125

[2544]  Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Thr Thr Lys
[2545] 130 135 140

[2546] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[2547] 145 150 155 160
[2548] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[2549] 165 170 175
[2550] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[2551] 180 185 190

[2552] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[2553] 195 200 205

[2554] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[2555] 210 215 220

[2556] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[2557] 225 230 235 240
[2558] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[2559] 245 250 255
[2560] Leu Leu Gly Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[2561] 260 265 270

[2562] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[2563] 275 280 285

[2564]  Val Ser Asp Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[2565] 290 295 300

[2566] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[2567] 305 310 315 320
[2568] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[2569] 325 330 335
[2570] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[2571] 340 345 350

[2572] Arg Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[2573] 355 360 365
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[2574]  Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn
[2575] 370 375 380

[2576]  Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[2577] 385 390 395 400
[2578] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[2579] 405 410 415
[2580] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[2581] 420 425 430

[2582] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[2583] 435 440 445

[2584] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[2585] 450 455 460

[2586] Ser Leu Ser Pro Gly Lys

[2587] 465 470

[2588]  <210> 46

[2589]  <211> 467

[2590] <212> PRT

[2591]  <213> AN LF#4l

[2592]  <220>

[2593]  <223> AHURDRSHUAAnti-mDR5-1gG2 (V11) HEEZHEIRT 51

[2594]  <400> 46

[2595] Met Arg Leu Leu Gly Leu Leu Tyr Leu Val Thr Thr Leu Pro Gly Val
[2596] 1 5 10 15
[2597] Leu Ser GIn Ile Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro
[2598] 20 25 30

[2599] Ala Gln Ser Leu Ser Leu Thr Cys Ser Ile Thr Gly Phe Pro Ile Thr
[2600] 35 40 45

[2601]  Ala Gly Gly Tyr Trp Trp Thr Trp Ile Arg Gln Phe Pro Gly Gln Lys
[2602] 50 55 60

[2603] Leu Glu Trp Met Gly Tyr Ile Tyr Ser Ser Gly Ser Thr Asn Tyr Asn
[2604] 65 70 75 80
[2605] Pro Ser Ile Lys Ser Arg Ile Ser Ile Thr Arg Asp Thr Ala Lys Asn
[2606] 85 90 95
[2607]  Gln Phe Phe Leu Gln Leu Asn Ser Val Thr Thr Glu Glu Asp Thr Ala
[2608] 100 105 110

[2609] Tle Tyr Tyr Cys Ala Arg Ala Gly Thr Ser Tyr Ser Gly Phe Phe Asp
[2610] 115 120 125

[2611]  Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys
[2612] 130 135 140
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[2613]  Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[2614] 145 150 155 160
[2615] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[2616] 165 170 175
[2617]  Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[2618] 180 185 190

[2619]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[2620] 195 200 205

[2621] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[2622] 210 215 220

[2623] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[2624] 225 230 235 240
[2625] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[2626] 245 250 255
[2627]  Asp Asp Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[2628] 260 265 270

[2629] Tle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Asp
[2630] 275 280 285

[2631]  Glu Asp Gly Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[2632] 290 295 300

[2633] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[2634] 305 310 315 320
[2635] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[2636] 325 330 335
[2637] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Arg Pro Ile
[2638] 340 345 350

[2639] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[2640] 355 360 365

[2641]  Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
[2642] 370 375 380

[2643] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[2644] 385 390 395 400
[2645]  Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[2646] 405 410 415
[2647]  Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[2648] 420 425 430

[2649] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[2650] 435 440 445

[2651] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
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[2652] 450 455 460

[2653] Pro Gly Lys

[2654] 465

[2655]  <210> 47

[2656] <211> 234

[2657]  <212> PRT

[2658]  <213> AN LF#4l

[2659]  <220>

[2660]  <223> AHu NCDAOHLIAEE4E S HL IR )T 5]

[2661]  <400> 47

[2662] Met Arg Leu Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp Phe Pro
[2663] 1 5 10 15
[2664] Gly Ser Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser
[2665] 20 25 30

[2666] Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly
[2667] 35 40 45

[2668] Tle Tyr Ser Trp Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro
[2669] 50 55 60

[2670] Asn Leu Leu Ile Tyr Thr Ala Ser Thr Leu Gln Ser Gly Val Pro Ser
[2671] 65 70 75 80
[2672] Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
[2673] 85 90 95
[2674]  Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn
[2675] 100 105 110

[2676] Tle Phe Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg
[2677] 115 120 125

[2678] Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
[2679] 130 135 140

[2680] Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
[2681] 145 150 155 160
[2682] Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
[2683] 165 170 175
[2684]  Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
[2685] 180 185 190

[2686] Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
[2687] 195 200 205

[2688] His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
[2689] 210 215 220

[2690] Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
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[2691] 225 230

[2692]  <210> 48

[2693]  <211> 233

[2694]  <212> PRT

[2695]  <213> NTF%

[2696] <220>

[2697]  <223> AP CDAOPUIAREBEZ LR 7]

[2698]  <400> 48

[2699] Met Glu Thr Asp Arg Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro
[2700] 1 5 10 15
[2701]  Gly Ser Thr Gly Asp Thr Val Leu Thr Gln Ser Pro Ala Leu Ala Val
[2702] 20 25 30

[2703]  Ser Pro Gly Glu Arg Val Thr Ile Ser Cys Arg Ala Ser Asp Ser Val
[2704] 35 40 45

[2705] Ser Thr Leu Met His Trp Tyr Gln Gln Lys Pro Gly Gln Gln Pro Lys
[2706] 50 55 60

[2707] Leu Leu Ile Tyr Leu Ala Ser His Leu Glu Ser Gly Val Pro Ala Arg
[2708] 65 70 75 80
[2709]  Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Asp Pro
[2710] 85 90 95
[2711]  Val Glu Ala Asp Asp Thr Ala Thr Tyr Tyr Cys Gln Gln Ser Trp Asn
[2712] 100 105 110

[2713]  Asp Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu Lys Arg Thr
[2714] 115 120 125

[2715]  Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
[2716] 130 135 140

[2717]  Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
[2718] 145 150 155 160
[2719]  Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
[2720] 165 170 175
[2721]  Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr
[2722] 180 185 190

[2723]  Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
[2724] 195 200 205

[2725] Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
[2726] 210 215 220

[2727]  Thr Lys Ser Phe Asn Arg Gly Glu Cys

[2728] 225 230

[2729]  <210> 49
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[2730]  <211> 236

[2731]  <212> PRT

[2732]  <213> NLF#4l

[2733] <220

[2734]  <223> AP DREZHE R EIR 771

[2735]  <400> 49

[2736] Met Ala Met Lys Val Pro Ala Gln Ala Leu Val Ile Leu Leu Leu Trp
[2737] 1 5 10 15
[2738] Val Ser Gly Ala Thr Cys Asp Ile Gln Val Thr Gln Ser Pro Ser Leu
[2739] 20 25 30

[2740] Leu Ser Ala Ser Phe Gly Asp Lys Val Thr Ile Asn Cys Leu Val Thr
[2741] 35 40 45

[2742]  Gln Asp Ile Thr Tyr Tyr Leu Ser Trp Tyr Gln Gln Lys Ser Gly Gln
[2743] 50 55 60

[2744]  Pro Pro Thr Leu Leu Ile Tyr Asn Gly Asn Ser Leu Gln Ser Gly Val
[2745] 65 70 75 80
[2746]  Pro Ser Arg Phe Ser Gly Gln Tyr Ser Gly Arg Thr Phe Thr Leu Ser
[2747] 85 90 95
[2748] Leu Ser Ser Leu Glu Pro Glu Asp Ala Gly Thr Tyr Tyr Cys Leu Gln
[2749] 100 105 110

[2750] His Tyr Ser Val Pro Phe Thr Phe Gly Gly Gly Thr Arg Leu Glu Ile
[2751] 115 120 125

[2752] Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp
[2753] 130 135 140

[2754]  Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
[2755] 145 150 155 160
[2756] Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
[2757] 165 170 175
[2758]  Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
[2759] 180 185 190

[2760]  Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
[2761] 195 200 205

[2762]  Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser
[2763] 210 215 220

[2764]  Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

[2765] 225 230 235

[2766]  <210> 50

[2767] <211> 464

[2768] <212> PRT
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[2769]  <213> NLF#4l

[2770]  <220>

[2771]  <223> AP CDA0PifAAnti-mCD40-hTgG1-SDIETE BEZ IR /7 4

[2772]  <400> 50

[2773] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[2774] 1 5 10 15
[2775]  Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[2776] 20 25 30

[2777]  Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[2778] 35 40 45

[2779]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[2780] 50 55 60

[2781]  Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[2782] 65 70 75 80
[2783] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[2784] 85 90 95
[2785] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[2786] 100 105 110

[2787]  Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[2788] 115 120 125

[2789] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[2790] 130 135 140

[2791]  Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
[2792] 145 150 155 160
[2793] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[2794] 165 170 175
[2795]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[2796] 180 185 190

[2797]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[2798] 195 200 205

[2799] Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro
[2800] 210 215 220

[2801] Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys
[2802] 225 230 235 240
[2803] Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
[2804] 245 250 255
[2805] Asp Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2806] 260 265 270

[2807] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
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[2808] 275 280 285

[2809] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2810] 290 295 300

[2811] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[2812] 305 310 315 320
[2813] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[2814] 325 330 335
[2815] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Glu Glu Lys
[2816] 340 345 350

[2817] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2818] 355 360 365

[2819] Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr
[2820] 370 375 380

[2821] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2822] 385 390 395 400
[2823]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[2824] 405 410 415
[2825] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2826] 420 425 430

[2827] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2828] 435 440 445

[2829] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Leu Pro Val Ser Gly
[2830] 450 455 460

[2831] <210> 51

[2832] <211> 461

[2833] <212> PRT

[2834] <213> ANTLJF%

[2835] <220>

[2836]  <223> AL CDA0PifAANti-mCD40-h1gG2- SDIETE B R IR /7 41

[2837]  <400> 51

[2838] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[2839] 1 5 10 15
[2840] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[2841] 20 25 30

[2842] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[2843] 35 40 45

[2844]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[2845] 50 55 60

[2846] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
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[2847] 65 70 75 80
[2848] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[2849] 85 90 95
[2850] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[2851] 100 105 110

[2852] Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[2853] 115 120 125

[2854] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[2855] 130 135 140

[2856] Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
[2857] 145 150 155 160
[2858] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[2859] 165 170 175
[2860] Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[2861] 180 185 190

[2862]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[2863] 195 200 205

[2864]  Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[2865] 210 215 220

[2866] Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[2867] 225 230 235 240
[2868] Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Asp Val Phe
[2869] 245 250 255
[2870] Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
[2871] 260 265 270

[2872]  Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
[2873] 275 280 285

[2874] Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
[2875] 290 295 300

[2876] Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
[2877] 305 310 315 320
[2878] Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
[2879] 325 330 335
[2880] Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Glu Glu Lys Thr Ile Ser
[2881] 340 345 350

[2882] Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
[2883] 355 360 365

[2884] Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
[2885] 370 375 380
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[2886]
[2887]
[2888]
[2889]
[2890]
[2891]
[2892]
[2893]
[2894]
[2895]
[2896]
[2897]
[2898]
[2899]
[2900]
[2901]
[2902]
[2903]
[2904]
[2905]
[2906]
[2907]
[2908]
[2909]
[2910]
[2911]
[2912]
[2913]
[2914]
[2915]
[2916]
[2917]
[2918]
[2919]
[2920]
[2921]
[2922]
[2923]
[2924]

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly

385 390 395
Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
405 410

400

Leu Asp Ser Asp

415

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg

420 425
Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
435 440
Asn His Tyr Thr Gln Lys Ser Leu Leu Pro Val Ser
450 455 460
<210> 52
<211> 462
<212> PRT
213> NIF%
<220>

430

Trp

Glu Ala Leu His

445
Gly

<223> AFLE CDA0FLAEANt 1 -mCD40-hTgG2-GASDALTE & &5 & L 1R 7 71l

<400> 52

Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile

1 5 10
Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly
20 25
Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser
35 40
Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro
50 55 60
Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser
65 70 75
Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp
85 90
Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu
100 105
Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr
115 120
Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly
130 135 140
Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
145 150 155
Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
165 170

107

Gly
Gly
45

Thr

Thr

Asn

Thr

Leu
30

Phe
Lys
Tyr
Ala
Thr
110
Gly
Ser

Ala

Val

Lys
15

Val
Thr

Gly

Lys
95

Ala
Gln
Val
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Ser
175

Gly
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Phe

Leu

80

Ser

Thr

Gly

Phe

Leu
160



CN 107474136 B F 5 = 76/80 T
[2925] Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[2926] 180 185 190

[2927]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[2928] 195 200 205

[2929] Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[2930] 210 215 220

[2931]  Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[2932] 225 230 235 240
[2933] Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Ala Gly Pro Asp Val Phe
[2934] 245 250 255
[2935] Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
[2936] 260 265 270

[2937]  Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
[2938] 275 280 285

[2939] Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
[2940] 290 295 300

[2941] Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
[2942] 305 310 315 320
[2943] Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
[2944] 325 330 335
[2945] Lys Val Ser Asn Lys Ala Leu Pro Leu Pro Glu Glu Lys Thr Ile Ser
[2946] 340 345 350

[2947] Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
[2948] 355 360 365

[2949]  Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
[2950] 370 375 380

[2951] Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
[2952] 385 390 395 400
[2953]  Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
[2954] 405 410 415
[2955]  Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
[2956] 420 425 430

[2957]  Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
[2958] 435 440 445

[2959]  Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[2960] 450 455 460

[2961]  <210> 53

[2962] <211> 462

[2963] <212> PRT
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[2964]  <213> NTLJF%

[2965] <220>

[2966]  <223> APLER CDA0FLfARANnti -mCD40-hTgG1l-H1 HEHE R LR 7 51

[2967]  <400> 53

[2968] Met Asp Ile Arg Leu Ser Leu Val Phe Leu Val Leu Phe Ile Lys Gly
[2969] 1 5 10 15
[2970] Val Gln Cys Glu Val Gln Leu Val Glu Ser Asp Gly Gly Leu Val Gln
[2971] 20 25 30

[2972] Pro Gly Arg Ser Leu Lys Leu Pro Cys Ala Ala Ser Gly Phe Thr Phe
[2973] 35 40 45

[2974]  Ser Asp Tyr Tyr Met Ala Trp Val Arg Gln Ala Pro Thr Lys Gly Leu
[2975] 50 55 60

[2976] Glu Trp Val Ala Ser Ile Ser Tyr Asp Gly Ser Ser Thr Tyr Tyr Arg
[2977] 65 70 75 80
[2978] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser
[2979] 85 90 95
[2980] Thr Leu Tyr Leu Gln Met Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr
[2981] 100 105 110

[2982] Tyr Tyr Cys Gly Arg His Ser Ser Tyr Phe Asp Tyr Trp Gly Gln Gly
[2983] 115 120 125

[2984] Val Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
[2985] 130 135 140

[2986] Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
[2987] 145 150 155 160
[2988] Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
[2989] 165 170 175
[2990]  Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
[2991] 180 185 190

[2992]  Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
[2993] 195 200 205

[2994]  Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro
[2995] 210 215 220

[2996] Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu
[2997] 225 230 235 240
[2998] Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
[2999] 245 250 255
[3000] Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
[3001] 260 265 270

[3002] Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
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[3003] 275 280 285

[3004] Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
[3005] 290 295 300

[3006] Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
[3007] 305 310 315 320
[3008] Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
[3009] 325 330 335
[3010] Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser
[3011] 340 345 350

[3012] Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
[3013] 355 360 365

[3014] Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
[3015] 370 375 380

[3016] Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
[3017] 385 390 395 400
[3018] Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
[3019] 405 410 415
[3020] Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
[3021] 420 425 430

[3022] Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
[3023] 435 440 445

[3024] Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[3025] 450 455 460

[3026] <210> 54

[3027]  <211> 470

[3028] <212> PRT

[3029] <213> ANTLJ¥%

[3030] <220>

[3031]  <223> AL DRSHUMA ANt -mDR5-h1gG1-GASDALTE 5 4 & SR T )

[3032]  <400> 54

[3033] Met Arg Leu Leu Gly Leu Leu Tyr Leu Val Thr Thr Leu Pro Gly Val
[3034] 1 5 10 15
[3035] Leu Ser Gln Ile Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro
[3036] 20 25 30

[3037] Ala Gln Ser Leu Ser Leu Thr Cys Ser Ile Thr Gly Phe Pro Ile Thr
[3038] 35 40 45

[3039] Ala Gly Gly Tyr Trp Trp Thr Trp Ile Arg Gln Phe Pro Gly Gln Lys
[3040] 50 55 60

[3041] Leu Glu Trp Met Gly Tyr Ile Tyr Ser Ser Gly Ser Thr Asn Tyr Asn

110



CN 107474136 B F 5 = 79/80 T
[3042] 65 70 75 80
[3043] Pro Ser Ile Lys Ser Arg Ile Ser Ile Thr Arg Asp Thr Ala Lys Asn
[3044] 85 90 95
[3045]  Gln Phe Phe Leu Gln Leu Asn Ser Val Thr Thr Glu Glu Asp Thr Ala
[3046] 100 105 110

[3047] Tle Tyr Tyr Cys Ala Arg Ala Gly Thr Ser Tyr Ser Gly Phe Phe Asp
[3048] 115 120 125

[3049] Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Thr Thr Lys
[3050] 130 135 140

[3051] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[3052] 145 150 155 160
[3053] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[3054] 165 170 175
[3055] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[3056] 180 185 190

[3057] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[3058] 195 200 205

[3059] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[3060] 210 215 220

[3061]  Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[3062] 225 230 235 240
[3063] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[3064] 245 250 255
[3065] Leu Leu Ala Gly Pro Asp Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[3066] 260 265 270

[3067] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[3068] 275 280 285

[3069] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[3070] 290 295 300

[3071] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[3072] 305 310 315 320
[3073] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[3074] 325 330 335
[3075] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[3076] 340 345 350

[3077] Leu Pro Glu Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[3078] 355 360 365

[3079] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn
[3080] 370 375 380
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[3081] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[3082] 385 390 395 400
[3083] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[3084] 405 410 415
[3085] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[3086] 420 425 430

[3087] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[3088] 435 440 445

[3089] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[3090] 450 455 460

[3091] Ser Leu Ser Pro Gly Lys

[3092] 465 470
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