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B ANERAD o 38 F T A% B B9 7210 (44O SCREVII AR o] LU, 490 2, 38 o 8 [0 A
A S BT 24 B E FIURE A BRI (3] 4 SE R o AR — AN SR T b, (44O SCREYI T DL A 2R iR sk
TR DA Fo VS (LB A o (440 TR R /N o] LA AR 3 T AR ot B 047 16 7 vk ik
¥

[0034]  7E—ubsiifs 7 S, [ SCRFPONARARSS O CRETI SR F1 B4 oK B B85 1
T ¥R S AR BN

[0035] 4B UMABERE T 5, BESEEL A TS & T EREAR AR, AR ZH
FI, R X A BT IR A0 5 FF  H ae Br ) e, G B B o BRI UG, 7R AR R B (R AT
RSt 77 B BB T2 AR B ST NS & 1 R AR SE RN

[0036]  HR4EA K B, “FEA e AR NS F N  EARKHKS R G 5, B AN T

9
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10% P12/ T-5%- LIk N T 1%l W T 545 &0 145 & .

[0037]  ARHEA KB, K BEBIP FaBE 7> 7 X5 45 & 70 T ISR AT, K (S5 570 1) a8 &0
TR T 0

[0038]  “SRANS” € SC T PN o 18] AR EL A I 9 5, O HLAC k38 1 R i 25 = 1R 3L IR
HARMYHE fBiaCore ® RGTIMIE - WLHTABPUIA F BUf 5 5 26 A0 7 85000 € NKofiL , DL ide i
i A B TR IR, BRI FIBiaCore ® RGUIIE o SE A A M€ 7] LL I “Surface

plasmon resonance for detection and measurement of antibody—antigen affinity

and kinetics”, Current Opinion in Immunology, Volume 5, Issue 2, 1993, #£282-
286 77 Hh TR 14T

[0039]  pbAh, AR AR A, 7E_FIR AR KB AR 2 R D o, Cone (FEEHD FliCone (556 77
T 53 W AFEBE o 7 A G 11 R R IR

[0040] b4k, AR #E A KB MR (BB AFEBE 9> T 54565 T4 a4 &4, MR (&5 &4
YNEE T T 5 ME &0

[0041]  FRIBAKBH, “GE &N N RN X T 28 @S AR 5 5 81 S8 52 11
Zia A RN EBE PR B L DI REIE R 0 1 5, B EE S v 182, (H T2 (Al AL
J87, By DA SESG I RE B 456 A vT LA AR BEEUE (B an 1 . O o FEBUBER B PT AR /R ORIk ) Fa Bt 43
TG OLT , BIREE G @ W N1 R, T2 (B A0S, By DL SR B8 € (1) 456 vl LA R AR
FUE Ban0. 9 4550 rgilse v] PLanSchraeml M. %5 A, (2012) Methods in Molecular
Biology Vol. 901, 171-181H FHk#E4T

[0042] Oy T SEILESG 53 T NI M b AR 58 AR, W R FEBE 7 10 S5 5 0 TSR A )
BEEE I TR TR S AN g vE 20 345, WA R o DR, FEE — 2P0k i S it 77 22
K (FBi /K (&5 &9 1) AZR A3 Riks Rk 2 /010,

[0043] Oy 7 SEINEEG 53 T Mo BT b AR 58 AR, W AR B BE 23 T B IR BE IS & 0TI
WP 2 /D35, WA R o Rk, 78 Xl — B Lk i 52 77 2+, Cone (BRI /Cone (45&
T RE A3 LIS A A 10, R R He Cone (B & 70§ FE1 55 ymol /1 V8 il Y
/8% Conc (BEBIP 783% 1 Z5) pmol /1 Y

[0044] s bR AH RTS8 AT ) AR FE I N5 &, W L EE 22 B R T SE B & 00 7N
IIMTH L IE A SE AR LR, DI 2 BB 20 5 45 B 4 F B SR AL 3R LARE Bk 2 1
(1) R IR IR BE LA 6 43 10 3 AT IR S 0 1 e LA 455 43 1 IR BE MR g v 22 /0 3 4% - AL Ut , 738
L i) St 77 =, K BB /K (8-S 49F)) X (Cone FEBE /Cone (ZE& 41 F)) AE/D3 L
15 it — ik 2= 10,

[0045]  Jj—ANEER T A K AR TTER TR S G 7T S S F IS0 Fial
vl ool e L V) 1 1 N S BB o 1 e E e eRAN < e [ N = /71
PRI 456 57 118 R HEMR=211) 45 &4, 11 B T2 (8] SR R, S5 ot Y 44 1) B B 43+
i H R ILHMR=1 SN S5 S A AERZ AL , Ik 5 & D e BE /R BEE 7 (functional
molarity quotient) .

[0046] PRItk , £E X i — AL ak ) Skt 7 Ze b, (K BaBD /K (85593 1)) X (Cone (FEBE /
Conc (&7 7)) X OR FEBD /MR (573 1)) A2 /D3 Lidks IRk 210,

[0047] NS & fEL: A BRI 7055 Z i W) e s R s = i SR A 7, Wt — 20

10
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T %5 B i) S & o R, 7E3E — 2B DL ade i) STt 07 S8 b, Al 43 45 6 2 AT W o A
FIREAS10® (mol/1D) WEMIEL? (mol/1) 'HEEAREFE D10 mol/D .

[0048]  UnR[EEH T 4B R G0 THEA D 2R LSS & 70+ N o i B IR AR
SEAREIR, Mt — 22 R T8 Z o M r) s & o R, 78 g — 2B IR R S it 7 &2
BB T4 G BAE T IRAIIN D5 X107 (mol/1) WEAREE 10" (mol/1) s
(00491 4p SEAS WU 43— X3 40 B ) F s e S O R ok — 25 A5 R 345 0 4 40 A1 9 e ke 0 e
MG BRI, FEDLIZE I St 7 S8 vh Al 7 1 e At 25 5 20 i, B ot i I 2y 1 540
Hrn L AR BERR ) 45 G el 43+ 5 53 B 456 10 22 22 5%.

[0050]  4nREER o> X4 G o T R e i, W — G R T (R AR D S MU FERE
S FHIIRAEIE HAEST 45 &0 F RIS oA R L, Rk, B E 2 FUs e b s B 2 45 &
o1, AR R, BB T 545G 0 T UM EERR I &5 & MG T 5 A G TG
£ 5%,

[0051]  gi—Fi TS5 57— Mo THgE AEB T 5460 TR E, R’
BRI R AR R A S AR N R TR IR L Bk L R AR e B A, RTINS A
EREAR T G LAAMEI X G (W FR N F e X 9 2 TR B SE R R A R ) el B A
o E— N7 T, BRI SEEFRN RIS G5, R 007 B8 R 7 U SR AR G 3R
H5ZIEME SV B BN R, KSR RERNE SV ERZ A
J7 T A 22 R N A BRI 5 AR G R B T B 2R R S ) 22 /b 50% , ik 2 20
75% , FEAT 1k 25 22 80%EK90% , 4% FE AT 1%k 25 22 95% . 96% . 97% 98%EK 9% o i Y , 4 F 45 S Mk 4 &
0 o A H AR I b B P9 B — R X, IR X S Rl TR A A AT DA R S
WA 5 S P 25 A 0 SR B HE - BUAR- BT R AR BAE H B - I A A TR 2 A% T R AN/ 5 5%
W2 R A TV il — R A B — AR | 32 AR —TC A4 AH LA FHAS .

[0052] At , G SR 75 EEAH 2 A B B A I 3, A R o BRI, AR — 25 R 1% 1 S it 7
ZErb R 11 BE SRR FE DR RE il TR 455 43 1 B BE MR FE IR 28 2 5% Lk 22 22 3% ARk 22
Z1%HEEFMEEL0.5% mMEEL0.1%.

[0053]  7E 3 ik — ALk B St 7 o, BB 70 T RO BEAES * (125 pmol/1E5 *(1£5)
umol/1HIYEE N, un3 *(1.2.3.48%5) pmol/1 &5 *(1.2.3.48(5) pmol/1, 5 HZ3ES 1
mol/1.3%10 pmol/1.3&15 pmol/1.3%20 umol/1.3£25 pmol/1.5825 pmol/1.10E25
umol/1.15% 25 pmol /1, WISt 5| 2B 7 o

[0054]  4n BRI , AR U B IR 7 V0 T AEAEAE CRESI A2 SO BUAR B D RETE 58 0 D 45 &
g3 a5 o M 4G a7 EESURD BRSO T , FEAR TR ERZH 2R A e S — SRR (540
AT B B2 A

[0055]  BLIRVEITIEEDUAR AT BL & 59T A/ B2 WSS o e Hh B E AN M 2h S 1 B AR ER
HINRETEYEH 7 o 0, IO MR R B 2 40 M DR B A 2 M 7R AT SR sl AR e b 2
EE YRS ThRETE TER 7 o 249697 A1 /B2 Wil o N B R E RIS, 45 Aoy TRl DR A
1N NV B = e e e et g = = S ) N WS R S T S e Sl SE 7 NP
I, 78— B ARIR B ST =R, 5 S o O B PR B D RETE 1 43

[0056] &t X456 70+ (B UG 97 36 P HUAAR BIE I T PRS2 400 I Pu s B Pk s = D R s
PEFS 53 PR AR B 43 1 o SUMRE B B AR B L Dh R VS S i S5 & R 45 & 0 THI GG AL R

11
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HH—a4gE, RaHibg &0 T 50 s & A4 7Tk 5456 20 S 0 0.
[FRE I, SR HIMURE B B Ak Bl D REVE 130 73 7T A B L b R S0t 256 B P4 ) HoAth
By A NN S W 34y B R
[0057] DRIk, 72 St — AR IR B St 77 =, BB 2 7 9 BB B B 4 o T I PR 5
AL R PR B A B D BT T 25 o B AL oA BROH D REE 10 43 10 AR e B
N BTN, 3E HAEfinSege K 25 AN, PNAS (1978) Vol. 75 No. 5: 2443-2447FlPan
Y. & A, FASEB J. (1995) Vol. 9 No. 1:43-491HiR.
[0058]  HifAml I DhRe i M ot nl 4 AR RE W 45 & e M B A I 70+ - P AR B H Dy g s
PS50 0 TR0 A A AR FIT R R T G IR o R U, 78 St — 2D e 1) St g R, A A TN
B PR B L DR IE R 77
[0059]  FEA K BHMIARIG R J7 i, R T #i3k o 1, oy A 1 € R B I se e 456 0 i )
(S ILE D o [FIFEH, Pk s I DI REIE P50 7 S HL AR Bl AR STUB RN I, 40 R BT idk o BTG, 7
Nk — LI ) SE it 7 SR, R 4 TR U2 B AR B I D RV PR 4y, SR M, 2
N B RSN N LN ) i G G i 4D WS R S
[0060] 7RISR IE M) SLHtE T R, BB 43 7 85 &0 F I o T A 3k o 1 % B o E e &
PUARBIL I REIE TR 7
[0061] 78 Mk —BARIE R Lt 77 S, 456 70 T B & B Ui B Dy Re i M8 7 52
IRERLSZ R B R A2 VR T A/ BSOS Wi PR BUAR B BTAAR B 76 7 AN/ B2 W v 1 T e VS R
53 BUIRTT A/ B2 Wi M A2 AR B0 T AN/ B2 W TE PR A2 AR R B DRl UL, PR AR IR IV ST e 5 &R
W, G50 T ORI TT A/ B2 W A .
[0062] DRIk, fE— B PLde i St 77 22 b, BBt o0 A 23 1 A 3R 0 1 & B ey
Pk sl H Thae i A 2, T 45 6 40 TN B & oAk S BUAR I D RE I 130 0 S AR B2 Ak
B R AR VR TT IS YE B TR BB R 76 97 0 1 DO RETE 1 8 40, BB I I 1 S AR B 9T 1 7
B
[0063] A VR YT iE M2 AR Fr BU 455 43 1 I S A5 B AR Va5 (af libercept) (WA FR N
VEGFRf B s Moroney2% A\ ,Future Oncol. (2009) ; 5 (5) :591-600) . VEGF [ i /& 41 il &
M, Hrh Al VEGE 32 A 1) 45 5 38 5 Te G Fe Jr BR 41 & o VEGFRA B RE 45 & VEGF I B [A] T
0 VEGR e B 5 4838 v F Va7 3 0 B AR P R e AE VA T
[0064]  RARAEAEH PR NBRIRIME B E i (<150 kDa (http://en.wikipedia.org/
wiki/Dalton unit)) , WFNRZEERE T GLIEERARLEM) T e R L
NI REEE BT UL B A S PUR R AR D R B on N R R EE E T AR IEH —A
TgBAT0) s T4 WA L AR T DL 2 I T g AR () — B AL I LA AN Tg BB 70D SR AbUAg & 411 T gMIH)
RALI) (A DA Tg o0 s anif FLah P 1Mt FR AL (B TN g o) fEAR B,
A 18T A1 SE B HE RARAFAE IR TE X, AR FR R TgA  1gD 1gE  TgGAN T gMI 4T 4 [ ol
i,
[0065]  TgFpfa g b DU 2% 22 KR ZH I Y7 R 201« FH ~F- Db 2 IR ik ik - T 1) — B B 2 1 (1)
R 25 AR R 1) B2 5 P 25 AR E) IR 82 B R AR L BE K L0440 HE R s A R K 29220 = 2
R . B4 SR S AR T 200 BE N s RS FE IS B RO T g3 &5 A A B IX
5 2970110428 5 R I AR 48 R /N AT RE A RIAN [F] B 2 1) (9, m] AR R BV, BA &%

12
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TEE 8O o H B A FHIEE R e Bk EE E 4 2, R I ASBHT S R = IR TR, @ i Ok
P R L e R R R (R A LA F T 4 R AE— i

[0066]  F77E HL AR AL T E 5k , 10 fFa 8 e y M, i 2HLA EEE SRR € T 91
PR [F) AP A - X LB 7y A AE T TgA gD IgE TgGA T gL .

[0067] AN ] f¥y B B A K /NFAH R B AN ] o fl y & K450 N 2B, 6 & A K4
500 FER , TnAle M5 K 295502 LR - B2k A LA /N IX E 2 X (CH FIAf AR [X
(VID o 7E [F] — W Ffr , 1 5E X AE[R] — [P AL ) B Hidde b 2 AH B S, (HAEAS 5] (=)Mo i 444
He AR BEE v RIS A B = A R BRI Tghe) B i 1858 [X B A BT 38 n i) SR P R B
HEX 5 B AR e LA R DU AN S % 2R A 1 3800 B R 1 e X o EEARE ) AT AR [X7E A [F] B Al = A=
(R fifa b A B A E] B AE B A BAH A BB A v B 7 A 1) BT A Podds b =22 AH R 1) o B 2 B
(AT AR X KA 1104 2 R I F A T 3B it o

[0068]  FENHFLBNWH , AFAE P AP R B I S e BR R R B , IO /EM M 3R BE B A PN SL (1)
3 s —/MEE 3 (CL) Fl— AN 2R3 (VL) 8 KK B2 11 B 21 TN A R PR &
A W2 SR AR B R, R AL, AN PURA B — PR B AR B wBlh e 2R A
(P2 EE , B , AP AE TIREE T HESh W an BB f Fnfs By f

[0069] [ 7 RARAEAEMPURLUSL, WO TR H T AN THiEIE A (EHEGuiE R BO  Hf—
SEAE N AR

[0070]  JRE BT HUARI S AR g5 A E AR ACL , (H 45 58 BUAR IR e 14 B2 FH AT A8 (V) X g
(), 0 EvER . BB AR, PTARES (A& AR (VD 8 B DL R = ANEE (VD 8 B 79745
AP, RIS R 7 1 o X Se IR FR O B AN E X (CDR) « (K] Aok H VHANVLE 1) CDR#4)
TR S G A A, BT AR S SRR A & AR — 3, TR PR 45 A 0L sk 8 T i
PR R

(00711 PRI, ROE “BUiAR” , anASeh B 1, B 48 5 R A E R PR B g5/ AR AL i AT ArT
Z K, IF H L Be a8 7 1t b 45 5 A B ) S AR , Forb Piridk 25665 3 1% B CDR UL SE o BRI, “Bifa”
B TRV S RE 456 AH R B bR 1) S 2 BRER 1 R IRM S50, AR (R IR T K B APk B
g5 B (3 NS BIR B BUR SR BO « BRI AT RS B
ARAT] — 05 55— Fh 22 BRI B A L B I 8% 1 3t 465 5 L I B v P AT AT 5 AR 5 4 / L 1 P A
SH D BEER S T U RAE 2 DRSS FBRIMEM Z KPR & B 20
B W] AR SR 2 B AT AR SO R, I DA — 5 B 07 sUHE BT AN — AR R 8 45 S e e MR BLR
1R [ N s 1 v e 11 =Y 2 VA W vl e /IR R B W U S AR E A N (S
BRI 3T B, AR RERR MRS G40 1o

[0072]  “AK” L “SERER” PURTE A B o B A BB R R W 2% (D BRI 26 (LD
FEM AR AT, HAS (D HiERET S, v 28 XA =M (CH1 .CH2FICH3) 1 B 1H 2 X
PL R (2) s BET 5, B BE vl AR X AL & — AN (CL) M3 B 1 2 X . kT R “5e BRI
7 KRR AT IX PR Bk - B A SR RARAFAE B BUAR B SRS 4 1 (B 2 B =
A B DY AN E 5 5 = B AN B A — M e S R B DL SR B AT AR 8D, RIS AN 3T A A
PR, IR BRI SN AN 2 o e SR A

[0073]  “HUikf) DhREIEPER /3" B “buik i B oA 20— A0 boE LRSS & R B
HEBA 5ZIhaeiE il 4> G BO BRI T 1) S8 B M P L 48 A R i DR 14 &4 7

13
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P o A A TR Bl 1) A PR FE 1) 2 B 7K A T AR Tg B AL OB Rl = A 1 B o P 4 [F) 7 2 22
AR B (& H &8 — N e BRI LEE R 2B MDD APURSE & 7 B Fab) 55 =4 By O
AINSRAME B A 2% EE B 1) R R o — > I LR 1) 1 i 8D ARl & 5 A B (Fo) «Fe & A ik
IKAEW) AMELE G RIFREE & 47 1 A PR FER B R H B HAE 2 BAF @b ) D B A
Fab Wi ANECBEX , B FEH-HEEH] —iRE#EF (ab’) X THURSE A2 M. sl UIEF (ab’) 2/
T LIRS Fab’ o A, B EE AR EE Y 0] AR X A] DL E A AR — D DAY R BE VTR B
(scFv)

[0074]  HH T 28— RSB EER /NI PUARAFAE— 2L [n] 71, B LA 2 58 —ARPUIRA B S HiiRn
B nI AR IR (Fvs) & B 58 B0 R 45 & 3300 de /N B, i —ANVL AT — AN VHZ R BE SR A A
B 4G BT A5 A0 7 20 B A B RN S AZ A I J8 et R T VR BRER A A O IR R BT A=
F o RIS FAS IR 0 7 v, AN By i BRE B & Y7 1) B 2 — 11 Fab’ B, Brid YV’ 1) BB
Z B EFvIN b S —E . X e Bl s 5] NSRRI 1) 2 IR AR e, iR 2
&R ST BAEEFY (scFv) [ 7248 BTk, A] DS FH i B I 2 Fv (dsFw) 7 B BEI)
GG SAEME A A UL A A K Pk, sl 5 HE & A BN 2 ka5 .

[0075]  EAH ) HuiR v BN BRAERY (scFv) B, HONAR HE A B I H A4 (1) A ik 1) Dy e v 1
oo — MR, BN H T B A 2 A 1 5F HoT DAAE 2 Bl 35 Hh 3R o 1R 4 R FL e RE AT
G scFv i BEAMN AT T 24, 38 T R T A HE R N A - i EVER , fEscFV A By, VHAIVL
S3E Ik o KM R S IR SR , X 1 AR IA AT B R 1l A R A 2915 2 B R
ek, Horp (Gly4Ser) 38k fs P26 B i o R T BT I 423k 5 seFv a1 AT LA By gl
KRR AR B8 R DR AR EOR B e, 3 R i) v DU ok 35 IR T2 v D e A AR E T 1
BFF 11 AE S B H A v i o — AN S5 A R TR] i A s e 1) (BRI D Fy Jr
B, b VH-VL = 28 ol i 5 R] 1) B BEE R AR E o 7E VL ANVHIE 52 1 4k 51N BE 2R » T2 A%
T, TR AN L R AR

[0076]  scFvIfR B 2= A Bk scFv, ] & & pl = B AR G =5k Ghifp 58
KE)REAR I TandAbx FIFlexibodies , X Le R EEAR AR 1 AR H5 A i BH ) HUAA ) D e v 14
il

[0077] W]k PN scFv T B 1) 2 R3Sk 45 (scFv) o, BB AN B AR 1 — 54k (XX
oA SRy A B A AN G5 G IR AR o e 187 5 0 15T A2 B S DI RE T PR 45 & 800 XL
P IX AT IR 25 S 3k ] DA AR B ALY CA XA B AN 8] i) B s B R S 1 G
T P AR o K 8 U S PR 0 A7 70 1491 40 S 5 0o 2R 4 L P 3 28 208 N~ Dl g Cln 4 i 75
PETARMD , XA AL 25 N IR A .

[0078] L& FF A T A F DU B Ak n] AR IEOR DU AN 52 B n] AR I i SR T 2 LS s
U0 4 XU B Pk (TandAbs fiFlexibodies, Affimed Therapeutics AG,
Heidelberg.Germany) o 5 XURE I XAUARANR] , XURF 7 4 Tand Abje AX B — 22 Ik 2 B 7]
PR AR BT P2 AN R BB 5 BT DUSUUAAR BT AR B = FiAS [R] ) — 384, T e H A — M2
DIREHT o BRI, A 777 R Al A 3 M5 5 7= ) B 1] B0t B 4 57 o Stk Ak, Tand Abii ' 2 B HH 58 4 (1)
SEETREE GHA S BRI 4G AL 0D A o 1 7R N #2014 o Flexibodies & scFv 5 WA
Z R B E , T A A = R 240 71 HDUE AR A SR i AR e AH PR L
T 73 IRAFAE 2 T DhRe EPU R 45 & 8 R EA TS T AR SR B AR 5

14
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P, WRZPUA N 2R FPER

[0079]  MEFEHb U , AR PR B H Dh R v 14 55 7 1 BAR B S Bk R B R R E AR TR
FIFLAK : Fab (LA 4 A A8 8, (VL) | 3 4% ] A48, (VHD | 4% 8548 g 38 (CL) A1 8 4% 52 381 (CHD
(PR B B F (ab”) o CBL & bl i 8 B mT 3 b 7B 08 DX B2 1) P NFab Fr B — A0 7 BO &
Fv (VLAIVHI) scFv CGREEFv, H AR VLATVHIE i 482 Sk 91 an Ik B2 Sk AR  RURE S MEdLAR 7r 1
(BB WA TR R R ik o+, KGR 2 B 5SHUEA R 46 5 Er 2 =100
RETBr , TR 5 — D ae 0 A AHAN R T 59— Fhk B B BT AN sl se AR B A4 UUR: i
FBEFV ZBRAR U L = PuaR A A (S5 CH3AHIE R scFv) »

[0080]  ELFE(H AR T-Fv.scFv MHLAES - BURITAR Domantis) 78 A 1) FE L4 7y 1 5L
Hh e i M B4y T LU i 5 N R A VHAI VL s HE 21 2 5k 11 45 21 52 58 o a] {3 3 S0 R
G BAR T TG 22 AL P2 B e P 28 58 98 (hybrid hybridomas) 4277 FIHEHA (B4
HAR TBiTETME AR (A B A A R 5 0Pt R 45 6 X BL IR EE Sk 1) 7 ) Alknobs—
into—holes L FEHUEE) SR A F= SRR S BLAA

[0081]  [Alk, Hifk sy ¥ B H DhReiE MR 4 7T LA & Fab Fab’ \F (ab’) 2 Fv. b Y21
Fv.scFv. (scFv) ov AN HUAA  OURE S BUAR 2 RE 2 MEPUAR U T AR . = AR DU PR sl imiht
NS

[0082]  #F 5y —AMLIL I SEHTT R, Frik N B e FE P Bk DR BN TR B v B
Uik IE 56 4 MR I R S MR A, DR R L am et R — SR 2R 1) S s A B 2 72, B S 2 1 g 3
N ERAN SR A ) B B o R A DA S XA — Pl fd, A ad i JE DR TR — AN b ) B %
REAMNZD—ANXE 3 —MFE) S Bk E B 8 73— A X kA DA AR I g0 2 R 14 . 451
o, AR B VLANVHIX 5 N\ G e 2R 8 I R 30 70 k& o — MRl s R B ik & Puid 2 N
oAk o NIEAL PR 8 i dm i JE N PTARCDRIYDNAL 7= A N HUAAR IDNAG FH 1 2B B » BT
FI ¥ DNARE g A4 W] LB J5 8% F T 28 A AE P Hida, BT CDRA2 JE NI, B8 T Pl il i 44 1Y) 4
P2 JE VI AN 4R AN i B P14k (non—human parenteral antibody) Bk &Pifdk .

[0083] AR BH LI I S it 77 e, AR R B I J7 v b it A B B4k 43 1 BROH: D e 14 50
3k 3 DU I E R S e Bk R R e 48 N\ TgMAE B 3k N TgGLIE e 38 A TgG2fH g 33 A
TgG3ME 1« N 1gG41E & 15 N\ TgEE & A1 TgATH /& 1.

[0084] 1 EEIR, FEAKAMPUAR T =T, RARFERPUAN AR AKX, fE
JE X M) AR X o A7 AE TUAP R B I AL BN W) S e BRER I EL B : v WO a e, ool g LT 4
RERREE A28 ) : TgM 1gD. IgG. TgAFITgE,

[0085]  {E N f7E{EV Fh1gGIE 3 (TgG1.2.3F14) , LA LA I o i 3 FEHE 7 iy 44 (1661
N FE D o JRE TgC IR HFc X 2 [8] 4 75 £195%) AHABLRE , (HBHE X (1) &5 /4 T3 AR A0 A
[F] o L X 35, /T Fab B GRS 6 B 5 9 2% B EE I P9 R B R i 38 CH2 FICH3 2 [H] , 1 58
T oy T FNE B B (R oK ) 45 T 1 Fab® (8] M B 1) v] AR VE (Fab-FabZe ) UL K &
AN Fab i F Zh 2 o T EREE X (R A i) 1) e ME EL R € T FabBAHXS TR X AL B
(Fab-FcZ M) i T4 &5 ) Fab—FabflFab—Fc Z2 4 n] B8 Xt T it & 33— 25 ) %N, T ThiEE (n
AMAITEACAIF e 52 AR S5 6 IR B 22 PR Ik, AR BE X ) 45 MR T 1 DU AP T g G il v 1) g — 35 Ho
R A 2L

[0086] X4 X M & FEE AN SR 1t AE TgG P 2K [A] 5 A8k o TgGLI AR BEIX I 5 | 2 AL PR 216
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231, F Bl T3 SR AE 15 Fab b By AT DAE 6Pk S B 30 e i 9 B 7E DA A B4 ) —
BRI 55— AN TR O IRIE 2 18] N 82 5 o TeG2R BBk EL TaG 14 , B 124N S FE IR vk KL
VU B o TgG2 1 B X i = H G e 22t L AENH o 3 75 A NI 117 R il R DU e , L0
Tk 47 P B () O B SR AR E o X R PERR 1] T TgG24) 1) 2tk o TgG3 IR H AR I A8 K 1Y
BUBEIX (KN TgGUEEE M DU 5 AN T H e 2, KA A 624 2 R (B HE2 1A
B AN LA TR T S = 21 (1) 5 Bl R DU JiE » 75 1g G35 , Fab J BEAH X I B§Fe /v
BLIRT T 0 T3 KIS TgG3H SE K A B FE s il T HAHLE T e 2R & 14 &
TgGAR B HEIX L TgG LAY B 40, HH AL T 19615 TgG2H[H] .

[0087]  {si A& B 53, v AR AN 55 22 16 7 A A ) s = R/ B0 B2 o 91, 23 AT )
A LLRATAT A &9 - i b ATIds , A % B B 5 v 5 A WA R v 7 33 T PUAR B AR ) ThRE i
PEIB 7 B AR BSZ AR BERTEEAR I 20 A DR A I ELHC AR SRy v U AR B4
DRGNS T8 7 B2 AR B2 i v BUARER T AR R I Z5 64 1 MR EERR AT DL R Ik EliiR
H 5 CE BB ML G IR 201 BRAE AR, R0 2 IR bt ) » ALk, PE g — 20 A
WSt R, AT AL A PR IR B B AE S RN IR R AR IR 4 T
AEYIRR YD) 5 )2 R AR 1IE A .

[o088]  FE—/NRIFEHLIE B SEHE T e, ATV AR E R

[0089] 4 bR AT B, #E A BRI E 1A S it 5 8 H RS 23— 20 B 0 5 6 0 ) s
DR e £ 8 reei i 3 71| P D) WS D o iy = O 8 M 5 % T W L e S oS I 1 4
SE BT T, B

[0090] - PRIk T A H TR EMEEE, H H

[0091]  — FrdA il o T RT3k 4> 45 A 2R ) LA R AR E S 1R AL
[0092] 75 Nk — DAL R St 77 A K o - A A AR 1 AT AT R DU bR 0 2
B, U T B a2 E .

[0093]  dik S Hp BT F I AR AE “RTAS AR 0 F8 AC e 98 7 A2 T B 2 s Ta] A6 W /) 15 5 1)
AEATT Y 5T o DR bk, PTG WA 1 mT DA B B B ) A I 3] o % T BB L 3 FH T AR R B I A
0 AT 35 E AT AT O 0 i A A AR T 2, e SRR L 5 SR I b2 R e R ] (B G e i Bl
AR T RO BRG] B B Gk o e ekl (Bl e &R R T
AT R G R AT S HATAEYD AR R AN AR 4 R R LA R A WL A YL
TR o PR A T ) B SEIE - RO & SRS S W an T BER 2564 (B an B TECLIA) i (51
W HFELTSA LR iU 1 [E 47 2 (5 FFRIA .

[0094]  [R]EAS I R GLELTE, Bl U, FHAE W5 Fgh & 06 1) 25— AR SR I 43 1 (B an i AR 5%
HIIBeIEE B 3T FRiC . & B 45 & X I SL il - S Bt 5/ Buik EM R B R
R MAEE R W R R RAE R/ MR F R B/ R R
B BRI/ EAMZ R DA S 52/ TR (4 G A [ e 2% 52 A/ R [ B 20 o AR IR 1) 25—
SEE R B AR B PR AR o [RIRE LI (1) 2 P 5 i = o A AR 2R B 2R AU
T L 2R 2 A X IR B AR (B ik B R SR AR S JEAT AR 1C LA AR Vi i i o B
TR A A AR E 34T B AR

[0095] S -3 5 4 M s B e O 5 V2, 5 B PR FIAS [R] (W) oA B L Th e v 1tk B, L4
G MR PRI B 2445 A B PURR A2 TABEAS . i T H 5 S 00 R, Bt DU SE 414 DU
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5E B O SE VR AR T A MR T 2 ot e e I R VE T 5, A LR 2 — (AR AR IR )
(] 8 7 SRR b o MM N BRI, Forb i B iR CRRAR 4 Ak B 1 20 T ) &5 & 2 4 3K 9>
5, A4 T T LSS & 2 0 T AR &5 A 47 05 (S LB o 1 RS I G I 43 43
MTn A, A8 TR 5 T, a0 B VEIR o B FEA R B IR s e g SR L AR I 4 T R 3R
TG G AT, BT LAE RS T B, IR A& 20 BRI CAEE B
TAL o RAL, W TR APUR P E 7R A2 PUR I 305y, i 45 &0 7 (AR E, fiik e L oh
BT T 3893 FIT VR o R 501 2 57 FE) 0 A 38 o A PR R o A6 o R 40 EL 45 40 DA % 5 S P 4R LA
F 8 RTR B A5 P W G e r R M A7 1 78 8 110 T Ve e A AU 8 ST
B HE A A e AL, 1 s B B 1 S A1 DA S AdE FHELTSPOTELELTSAHE AR o £ 1 i % A7 i
WAEE TR, R ERAT S 8 A —BSRI5N AR h 1 523 (1] A
PEA IR 2 T ARSI 3 T I R AL R FE B 1, BIX TR MR AL — A5/ & & e 25
TFI

[0096]  FEALHEII STt /7 &R, I Uil 58 V2 e O o e U v, ELAR O UE 2 , i EDG S 2 0 o
725 (ELISAD o 28 W 52 v A2 AR Ak 2k, Lol i 458 PP Rl L o v vk A Bk I = v
KAy T BIAFAE B B o EH 428 W 5 VA6 W 380 1) 43 8 s WO “ o iir ™ IF BLAE 25U L
N R G W2 VA V2 AR T sURIAR Y G 3235 W 52 v 1T oy 2 AN B BRI AT , Hp 7R
SE PN BN DL R e 80 43 B4R 7] o 22 25 WM R V2 440 5 PR g 43 85 e 93 W 5 92 B S I
985 ) 5 ¥ o — 6 G P2 N 25 T AR ot VR ) A R o S A LR A B 000 A T B b AT R
I VR g ¥ ol 28 W 7 92

[0097]  7F 48 W g v h 28 SR FRS HEY) (calibrator) « B HEM R O 58 A8 BT % e 1) 4 BT
IR, 3F A% 20 BT 0 R R B — 5 2 8 SRR o 155 El RS T A0 72 2 ) I 5 S 2SR EE B 5o
SERE 0 5 2 I, A5 22 B8 SR A it R 43 BT A ) A A B B TH RS 5 9 AR HH A
[0098]  BRELISAZ #MIAIE 1) I 00T 8 V5 A « (R 4h 2 RO G 58 I 2 v (BCLTA) , JsUi 14
FaZE M TE 12 RTA) 2 I G e M 2 7% (FTAD Ok i SR 9 28 00 5 v (METAD < [ A 5 > 4 92
SEVE (SPRIA) LTI B ¢ ' A J2 I 58 5 (PCFTA) A FH B A FH 2L i ks 48 5 (LPTA) R LG
TRORTRE I 5 v o W 7 R AT DL AR AR AR I 2K

[0099]  #iAR N AT, 240 I , KR 48 i adk e (1) A 58 4 MR e CRLAR LU, SO0 e 2
Sk B K AR T A IR T R Z IR AR

[0100] 7 — D Lk i St 75 58 Hh L A o o ) B B A i B 1A 92 2 RTBSUA) AN R AR
A IR R R T AR B 77 SR R 3% Bl 6 00 T 45 AR 1 DL S o AT i) = 4 45 44
15 DALORKE o FE3E — DA I 1) St 75 8 7, 9 i AR 1R B 1 O AR R BR 1) v 2 T B TR AN
A ANE I AR O S AR AR B TR B — D IR SR A T AT ) AR D BRI DL R, B
MIEAR T VLR AR M, DU OR 45 & FF T LB R AT  fE it — AR IR M st 7 Rk, 4y
MT 8 5, FLAEA R W 1) 75 v 2 T R IR AN R A 2 o TR — D A 1 SE e 7 S, 43
M B 1 R, LA A R B 14 73 2 R O [R] AN R AR AN AT 3 1) AR M o 7R 10E— 2B A0k 1 S it
A el bl = L I B S W 2 5 R b S WA e s R o S A1 1 5 N e RSB e = e = R
AR ) T 2 A BAIA AN R A AR 1

[0101] AR T EIL S e T, v MEATERE W 45 & 2 0 T &5 & 7 T IS O~ il
SE TN S TR L, AN TR B AT IR D IR, B R, DARERR &5 & 20 7. IR bk, ZEARIE 1
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SEHE T R TEAR R AR B (D G AT RGP B .

[0102] AT, th AT HEAT W 0 B - 75 A L b T o R P36 1R S it 7 SR s 00 1, mT ik
AT ICBERD IR, b AT id it 45 & 2 A 3R 20 10 4 1 o A B St 7 B R, W AE A I 43
TR AT RN FTkE g6 0T S TR E A 0800, N Y ERfE , 1 F
AT BEAE St 7 S AE X R I 23— o0 i 0 2 & 0 b A7 R U T TG 2 /) e D 3R e 3
IR (A SR3EAT) mT CRAR U A FH 2 s il DA AR N R 2 A 07 AT, B P BRI AS
SHELTEA R B ) AR T R A I 454

[0103]  [Rlk, 75 AR SEt 7 BH, SEA R BHID IR (D Ja AT Vel D IR AR ik b, 7E AR K
BRI (D G AN AT RGP IR

[0104] A BH I 52 T 3 BT 25 Fh R B AR b, B0 328 L wP R S VB S AR ) A2 AR A
Wb, FEAS I B ) 5 A St 7 8 HR L B S RV S SRR AR | T BRI

[0105]  ZERE—DARIERI St R, B 5 R MR BRI T Hr ik FETEL pg/
ml £20 pg/mlfLiE1 ng/mlE10 pg/mlFITERIN .

[0106] W1 BRT AT, FEARIE R SL i 7 B, 45620 T ORIR 9T A/ B0S B A, R R VR T
Ao LEZRIE T A1/ B2 W7 578 5 AR & 5, B, BESRIA T AR/ B2 Wi R B ShARCRI 25 8h 7324 ]
BETE AR [A) A7 70 A 2 K 22 57 DR b, 0 AR ot v 10 0 A A8 B DTG A 76 97 ik
AR/ BB IR IERE , DA RSB E ANAFAE AT AE AN/ B ™ AR

[0107]  [Rlt, 7Rt — 2D OUde i S it 77 S b, O 1) AR SRR S I AR 1 4569 7
TR IRTT B W o 45 Ao T 1t B T 1% 45 A 40 T IO M 5, i 25 A B 2 1R it P 7
B AT RRIFIE B TR &0 TS B AT B AR Rk, ey
V] 0 e B I = A A R T B2 W R ) R A

[0108] BN SAb—Fli& e, 45650 ARG TT 77 5 10 A2 1 412 W 77 3R SR A7 R 1 20 B )
SEAFEAR AR, AT N AE AR AC A o CE BEAE LR L o A A e R/ B P G S At
15 B % W D95 LA B s R I 1R e S

(01091 pbAk, 38 & I8 R B2 A AN I 2 23 Hr i i, 384G W e e 25 10 0 A 45 6 1)
IY TR B L B/ B85 B 1A Ui 28 1 AR/ B 20 BT P D B 6 i 5 1 6 4 B A R/ B A
HTAI B 283X T 0] T i DU LA B s a7 1 e S H

[0110]  H 4Rk, W€ 45 A 246 0 T T r & A/ B0 € 45 6 B 456 0 T i
VI B, 43 T3l D X 5 20 B P B 25 10 o Al 0 1 i (B 5, 4 i D 1 BE 2R 5 1R
R B Z T W R VR TT R A B REIT RIS A o TR T R 5
R,

[0111] (Rl 78 St — DA B Sty B, A B 7 V2 B 4

[0112] i) BTN b LR (D ;

[0113]  ii) BT EE NHFIPEGD LK

[0114] 111 FAMIE —TEARAEAERERE 77 BB G T —FF b A i 55 10 4 B o i & A/ 5
WRE, ks S B 456 24856 0 1, IF HARIGE L, ME R b 55 & 245590 TH
Sy WA B A/ B B AT /B EE 2R

[0115]  FEZEE 7 FNIGITRIRIIE LT , 20 B AR i AR R A A 45 & 43 A7 VR T B 41
b s VB9 R A — R 8, 0 B4 /2 FH T R o3 160 A= DA 1090 o 2 A 0 1) o R/ B8k T Ok
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2 DR T 2 A2 090 /A P A B ™ FERE PR D o SIS, 7 M D 1) A/ Bk 2 1) 486 AT
PRI A7 AL B ™ B 1 o HARI U, w]E e W 2 A P 0 e R/ R 2 15 v T B
AR T A 95 1) A 2 A 4 ) SR 4B T SR i S 63 T R o DR I, FE AR R I R A
W SE T = 73 BT e BN/ R R T BB PO AN AE AFAE R/ B RS
DRI S EAS S B R it — 2B AR (R St 5 S o BT ) J B R/ IR BE R 1 B X IR T I
7T N R R H O S & 7 BE AT THRTT .

[0116]  FEA KWK S ik — B IR N St 7 b, FE P S R G0 T T &
A/ B AN/ B L 2R T R P (AN AE AP AE AN/ 8™ ELRE BE AN/ B8 SR TN 6
T7IONE, 5l A LA PG & 03 10 BB AT TR TT

(01171 fd AR I B 7, W] A7 2 CRe 2 08 FH B iR 9T I 45 5 00 1 7120 1#E4T
S AT 0 VE 7 Y AT YRR (U 2 2) oSSt T 2 9 iR AR S0 A 5 B o DR, FE AR R
WA A3t — D LR IR St 5 SR o5 25 B VR T, 5 A A AR RE IR T T o A — S S it
T S A A & o 1 AR DR T RN/ BAE P AS A L R0 (R TR EAT IR T L R R A VR
I7 o HUEAE T 5 » ORI ik AR 227 e ol 2 3 P AR B VEAL S I KA Bttt AT iR
EREVEEY GO r

[0118] 8 55— NJ7 T, AR K W o FH 0 o b 2 A A0 £ 8 B R/ Bk P 1) 1
G, P A RS S & TR IS G0 7 i A S s Y5
[0119] &) fEWS S TR BT R S A 73 1 5 AN

(01201 b) B5X IR S & 00 T IS G AL R R AR 3 5 A

[0121] ) fELLH, Frid 73 B A1

[0122]  d) fEEH, BEWELS & ZEPTR ITINI FTiR 25 & 5015 A

[0123] o) ARG, 77 A F [ € Fir ik 2 Vi) 3 BN iR 20 1

[0124]  Frp i Al o> 1 AR T prid s &0 1, 3 H

[0125]  HLrp ik ot WA F + BTk Bt o 1, 9F B

[0126]  Hrpr e Al 7 5 (X BE WS AE TR 1 AT DA BT IR 45 5 00 T 5 B I 5 T iR 73 A )
ERE S

[0127] bk G T T B R A A W 51 o AE LR A S 5 SR v 5 A e B 8 ) 4 B
AENIE T AR AR J5 3% o [FIRE , Bl AT 1 D9 A R W B0 D VA I 8 348 S it 7 1 2 I
St 5 AR Y1 AR R W BT

[0128] PR, ££ 3 55— A7 T, AR B0 AR A B AR AR D v P A A e B Bl &
SR AW BRI, AT E 2 T B8, dn B  AE DRI I SE T S, A AN R T
BB o 1 o AEBE— PR A SE Mt T S A o AR A S T A & 0 T A AN S
T 73 T R o IR 48 3 53— AN D5 T AR W0 R A A5 W (Rl ) e e 2 540
TE R mh o AT B AN/ B, Uik L v i i A D AR T BB 20 A0/ s A
T IRERGAE TR T AES & 00 T a5 &I SR e A &9 . i, 2 A
EEIARICH A/ SR 9 LR B L

(01291t m] A YA i B £ 1) el 6 A B 1) 5 i R R E AT IR S8 X iR T
(RIVE ST S 5 il A e A T 45 45 0 7 R BT I B8 AT IR T o IR, A2 3L — AN T A
IR T ASE AR e W I 1R AL 5 0 R R R T (RR YT SN Rl FL P A T &5
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G T TR B AT IR

[0130] P

[0131]  B1: IR 7 AR BB PLGE i 77 s s

[0132] A KU FERIEOL, b 85600 745 & 23K 00 18 € 1 20 M P o A il 4y
TIELEZ ).

[0133]  B) TEULIHENL R, BB FE S R2E S0 T, NS0 F N T R A&
Mo IAETT LSS & 22818 5 1) 43 AT o X AR A4S RE 5 I e B 4 b B2 JE I 2 B 0 1) e 2
SRBE, RS RE i AR ESE S0 o

[0134]  [&|2: 7R T HR¥E St 140 25 5 GRS TWEAKD o

[0135] A T3EJ5% (EKMD ;5 ng/ml EEZITWEAK (5 ng/ml AG) ;324% 7515 ng/mliATrHiikir)5
ng/ml B TWEAK (5 ng/ml AG + 515 pg/mlZ4¥D) . BoR 1A FUEE R A (v/o) HIFE T
A K& s A (+ M2, 38. 37) AL S 1 45

[0136] &3 7w T HR¥E St 51411 25 5 Rl /S TWEAKD o

[0137] N T35 (EKMD ;5 MLIEFE S (O3 0N B S TRURE S ) s & A 1R TT PUAR B LIS i 9y
BN RERRT + 515 pg/mlZGWRIEERS + 515 ug/mlZ5¥D) ; BoR 1A PO B HUA (w/
o) AR G R I I PTMARF R B (+ M-2.38.37) IIFE I 45

SE e f51

[0138]  SHEMIL AR WK 73k , BE A 85 250 T 9 T80T U0, T WS 23 7 S 0 Ao 2
Prik i-id Ab)

(01391 FJfA B KHi 4k (TG, 150 kDa) 7ER, FZ 5 Wik (viscosity formulation
testing) PHIMKEZA150 mg/ml = 1 oM Hpif. G4, 76 8 MiE (BL500 mg HHFEIT I F
T A R RS2 AR FEYT ARV I ML) TR NBTT g/ml = 2.6 1 ARIEYT , 1T
DR HH200 ng/ml = 1.4 M CF RIS 45 2 AR T AR AR 93 1 0 T
HER2,/neu) o i K748 5 3 PRI 75 K P 01 2 1) 0 P88 2 5 PT A0 A 97— A 57 AR JEE
BT, BAZE P U5 RE o B B850 H7 0 REASSEHE e, 40 BT J9HERD) 1 M $ii-id Abjf
S 0 1 T 7 VG (L T B 8 AR M M3 22 (00— 1 A LA BE  BEAT, Fi-1d Abk
FE i 8 vy, DAFEFR AL 2 RO 2 (R, FHELecsys ® - (Roche) ) [ LRI B 1) [A]
5 8 B L T4

[0140) (AL FE I 1T (T : T= 3.5/ (kake) + kd.

[0141]  #EElecsys ® RGO mindkh &I A A XS A 1.3 M 201 il a) /2%
SRR M R 01 O PR R 5

[0142] By J32 5 4 T (U S5 38 1 468 30 - AR, Al DS FiBiacore © 240 J
i D T S MR T BT A 58 A /et IR i AU A 7 24 DL T B [T 3
PEGUAR] + 3 = [3i-1d-Ab] B FH o 24 {58 FL— 1 dHUPABELIT I 75 6 FEVT IS L - d ADYKFEE 7 24
N5 % 2.6 pM = 13 pM(@2 mg/mD) Hii-id Ab, X2 I AT ) I Hii /2 18 2117 B R R e 1]
[0143] S fs2 - b T4 i s A Ju s 2 43 Tt K 7

(01441 FiJ T BBk 43 16 2 FFF Kk RE O R 54 T DA S0 0 (af Pinity quotient) )
7
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[0145]  SEAFIA .

[0146] (KD @wwsr / KD w@wanp) * 5 uM = [Hi-id-Ab]

(01471 (KD #wmer 1 nM / KD #ggr 0.1 nM) * 5 pM = 50 pM = 7 mg/ml $1-id-Ab
[0148]  SEMIB, HI N IMLE 45 & 4> FIRE -

[0149] (KD @ww /KD wenp) * [MiES &7 ] * 3 = [Hi-id-Ab],

[0150] (KD ey 1 nM / KD #mgr 0.1 nM) * 2.6 pM msimer * 3 = 78 uM = 11 mg/ml
Fi-id-Ab

[0151]  [RISA$i—1d—AbyAk & £ i ik 3fe LA 2 R0 73 s 1f 38 0, i DA 3 A5 I 41— 1 d—Ab X &5 & 43 1
JEE IR sk B (R TR AR Y

[0152]  sEHIC:

[0153] (KD #ijwxy 1 nM / KD abxy 0.01 nM) * 2.6 pM pmgbsy * 3 = 780 pM = 111 mg/
ml

[0154]  SEjifa 51 CH& PIAT 1A 5 SR T FEAS A2 AR 19 201 o 038 B s s A PE (af fine) YRR B 2>
T

[0155] S —ANAEW EER AL S 0T GEl 2P0 MG 446 2 /MO AR
B, S PRI 455 2 7l R ILHMR=21 25 A0 » T FH T 25 18] B IR, S S po iR B A 1)
B 7 2 LR IHMR=1 S B /N5 B0  FEIXFHB LN, 7 BEAE T P A E % fE T fg
IR T o

[0156]  SZ{FID:

[0157]  (MR&esp) / MRewmp) * KD @riaan / KD @enp *[IIELEE 0T * 3 =
[$i-1d-Ab]

[0158]  (MReszsp 2 / MR@i-id-an 1) * (KD @iia-ap) 1 nM / KD @anp 0.1 nM) *[2.6
pM] * 3 = 156 pM

[0159]  FEZE22 mg/ml E AL 1dPUIRIIBAERE 7T

[0160]  SEFIDARER 1 AR A A B I DA% i St 77 52

[0161] St fs3A : A4 B B TE R Fidk

[0162]  FHEEZHI VI H KAt i i TWEAK 2 1 BiXiBalb/C NMRTFASJL/NBR AT 1 4%, LA
A2 BT RFTWEAK I HLAZ o BT B0 /N BT S0 8 35 BT 46 J5 0 L 6 FH 1O JAI R I [A] )46 52 1 34k B %
e AR BN (8] 55, 48 T100 pl PBSHAI100 ng Hfe i H/NR AT s B b
TR — IR Sy Rl A2 5 5100 pl CRAVE G o 1B 58 RIS = IR G s 3 ppep 0t g5
JR5100 ul IFAVRA o 25— ORISR = IR G e e P 28 v UG Js P e A S it , 170 25 — Ok S e e A
28 2 T S it o £E A FH 2 ST R R i £ T A I R 1) JIR A 2 T B 2 RN 3K, A8 AN 25 42 55
[1112.5 pg Sl (FE100 pl PBSH) Sy /NG 34T Bk P s Se e Be o

[0163]  FEAEEFNIT 46 f5 1 5611 A TR R /INERCR AR AR I3 5 DA I 72 1 0 25 4 72 Ji (1)
I35 B - ¥ B A TWEAK [ 52 76 F AR 18, LAIFFATELISA A% B TR 0. 25 ng/ml [ i
JR, CAREAT [ 28 4Rk B & /NI LIS 0B T3 A 1% BSARIPBSHY, FF44 4% B 21~
B BL1:300.1:900.1:2700.1:8100.1:24300.1:72900.1: 2187004111 : 656100 ) Fii B B %o}
M 34T 17 WK BLABTS (Roche) 1E N JEA , 4 FHHRPARICIIF (ab ) 21l FE /N Fe v
(Dianova) Kl T £5 & HIPiiAk .
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[0164]  Zad G B ) /IR IR LR 2 i s T3R8 LR o T 40 U E K A T 1) EL 2N TWEAK, DA
250 ng/ml AR EERY [ 5E o AL AE96 FLAR _E &SN B IR 1 R PR RE LI & 1 ISR

1
R R A L 4 i 315 28

Balb/c 1831/1 4RTRR

Balb/c 1831/2 61589

Balb/c 1831/3 33658

Balb/c 1831/4 39573

Balb/c 1831/5 TAT LD

NMRI 1832/1 3460

[0165] NMRI 183272 51925
NMRI 1832/3 64945

NMRI 1832/4 24769

NMERI 1832/5 3664

SJL 1833/1 25774

SIL 18332 30777

SIL 1833/3 23692

SJL 1833/4 55638

SIL 1833/5 49018

[0166] i FH 428 98 ¥ A i 3o K J % 1 B4 i S5 P3X63Ag8 . 653 Rl IR A MU fil & 1 HF & H T
UK  AE e IR T B e PG 20K, A BRE Tk G 92 110 /N B H- il 46 P A &4 4 o e o e FH PEG it
A AN P 5 P3X63Ag8 . 653G o W KR T %@ & 1 4 L 3 #HE RS TR AE3TC L 5% CO2 il
BB H B S GRS A AR AE400 g5 0010 min. 2 5, AR T AN e
0.1x FERLLER-IXTFEW (Sigma) ) F 3L IR 36, IF AL LL2. 5x 10" 440/ FL I
TR P A PR 96 LR P o AR AESTC \5% CO02 F 595 2 /01 JH  FEELISAS KT Z B3 K, B
i Fas IRt

[0167]  FEELISAH, 5% B 4 TWEAKHT JiE (] 5 75 P AR 38 1D XS 41 2 35 77 b iE st AT 1l
o HLHTWEAKLLO. 25 ng/ml 3R FE A E o [ FAR P I\ 243898 EiEHOFE =R TR A1
ho 5 FHHRPARICHIF (ab ) 2l 33T/ IR Fe v (Dianova) k4 & i, 44 ABTS (Roche) H
YEHRPJEKA) -

[0168]  FK2/xH 1 il ELTSAXY Bridk v B O PEAN o FEELTSAH MK 1 Bride v Bt X B4 N
TWEAKHI 25 & o 20 BT A0 . 25 ng/ml 1R B 43 ] e 70 AR T - BT A 1 e FE 35 R & &
TWEAK
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%2:

o, I 4 ' TWEAK ELISA [OD]
10.180.3 1.39
10.43.14 1.19
10.156.32 1.50
10.209.34 1.14

[0169] 10.250.35 128
10.10.36 .08
10.217.66 131
10.61.71 1 0%
10.230.79 1.04
11.226.1 1 429

[0170] St f51I3B « AE A HR. 5o B Fro ARl A i A

[0171] &) X /N B ) S s e

[0172]  NMRI/MNER 3= 2458 5 CFA GE A 3R IR 7D — B ELHil# 100 ng F (ab’) 2 NIEAL L 58
B BUTWEAK P& , 5 158 P 4 3 42 b . FE6 RN10 JH I , $236 HEAT B U HE — 20 A M Py B 2 2 ol
R RRA T IFA R4 FBIRAEFD 11100 pgf) BIAF (ab”) o/ /N - B )G » TEALFESh I 2
B3, S # kit FH25 ng F (ab’) 2 (FEPBSHD /N B HEAT 0o 40 28 43, 3120 25 o ik 24
MLt TR

[0173] b fEh& S5k

[0174] g1 3R &0 — I a8 ik s o4 12 e 330 A T 0k &4 P 5 5 R A M PR ik 5 0 &5 2, 7
RPMI-1640H, # K 41 1x 1034 40 il 5 K Z12x 107/ 86 J8 41 i (P3x63-Ag8.653,ATCC
CRL1580) J& & B5.0» (10 min, LA510x gF14°C) o FHRPMI-1640%%: 54—k I FR B 0o 2
Ja, N1 ml PEGCRZ -, 5> F 584,000 g/mol) , L W) 5E i A o1 minfg, fE37°C/K
W IE AL ml RPMI-1640, A& &V, FHRPMI-164001%230 ml1FF &0 o 4 41 i H &
Tk IR RS F 10% FCS.100 U/ml IL-6.2 mM L-AZBif%.100 pM NEAA.1 mM
PIEARRAN 24 M 2-SiHEE 4 /E. 100 pM {REEPEMFIL pg/ml HE 22 Z B2 HRPMI-1640) H1 I
B8 5 i A 296 FLAT M TR « KZITO0K S5 , W8 W55 F= W e S LR I 7= 4 (R fir
) A A A4/ (FACSAria,BD Biosciences) , it B4 fifn 4y ik va e R N 48 & Hid
NIREALF (ab”) 23F H 5 1E % N 1gGIoA8 X BRI A 2085 759 « (EA4b 78 10% FCS.50 U/ml
IL-6.2 mM L-ZZME%Z.100 uM NEAA.1 mM PAEHEREAFI24 pM 2-373E Z BERIRPMI-1640
AR v B o T BT, IR TR 1) B e B 2 A8 9 A B R R e
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[0175]  SeTARALE F A E A2 A HIIEER-1°C/7 % Mr.Frosty,Nalgene) ¥ 4% J8 4
i B T4 RS 53 (92.5% FCS.7.5% DMSO) H ¥4 % T--80°C I b JE IR AE E VR A .

[0176]  SEids4 « FH TR I A e B e 44 i i adk 0 e v

[0177] &) WL IR S 45 A B N JRALPTTWEAK mAbf¥ 44

[0178] R 1 Wl A4 A2 S0 A0 M 35 7% I8 W R BUAR IR S K TR T R A R R AR
(MicroCoat,Bernried,Germany) FIMTP (&3 FE AR ¥ 78 A 100 nl/FLEJ AN JFALHTTWEAK
mAbII A ERALIIF (ab’) 2 BY (250 ng/mD) SR AEM RN 2 T AN1gG (2 pg/mD 4
UM BT PBS/1.0% BSA IT (Roche) H1o oA T s AR B FARAERT N & PUiA AR E
1 hoffif5, H0.9% NaC1/0.05% Tween—20 ® Py F4R . f£ F— SR, IIA100 nl/fLAIEFF
TE PRSI 5 9% B0 FFAERT FIR B 1 ho7EFH0.9% NaCl/0.05% Tween—20 @ ¥k
J&, JEAN100 ul/FLEI 2 sl 4R P/ NR Fe v JiiR B LB AR ICHIF (ab”) 2 v B
(100 ng/ml) , ARG I EE A B RE PR AERT IR E 1 ha, 0 b TR P PR . i Ja » TN
100 pl/FLAJABTS ® (Roche) . fERT NI &30 min/&, ME405 nmA1492 nm{] 46 &
(extinction,0D) , [405/492] ,

[0179] ULk R] T 454 2 NFEALPTWEAK mAbLL F 6k A TgGAR 28 Il HU AR A S g 8 2 B%
ToAT S S PE IR R 3 25 o 1% — P ik SE 3 — 2B B2 M ED) »

[0180]  b) iEF 5 ANTgGC R A ARAE R BRI HTik

[0181] 25 1 M Ffiidb) i ik 25 A %5 501t B A 5 N TgGRe kA R RE i B LE , 54T T R
HISE o W L pirids , F Tl B A S BE R R FIER (MicroCoat) FIMTPERE A 100 ul/fLAI AJA
AL PUTWEAK mAbII A AW ZALIIE (ab’) o A B (250 ng/ml, ZEPBS/1.0% BSA 11+ B )5, H
0.9% NaC1/0.05% Tween—20 ® PEIREIREI TR AE T — DR, AL TG0 pl ik
Fidk 555 F3EWO M50 nl 2w A1gG (LL40 mg/ml i Fe 24U ) (TR &40 o 76 5% IR Sy
H, AL MAG0 pl S EE SR 3R BIEHO 150 nl SR G K P ARERT &
HE1 hofEFH0.9% NaCl/0.05% Tween—20 ® ik )5, IAN100 nl/FLHI % 7o k% 45 =E P/ MR
Fe v PUAKI & BRI EALEEARICHIF (ab’) 2 BE (100 ng/mD) , LUK I 45 & AR S DLk
ERT MR B h)E, W BT s-FiR . &5, JTIA100 pnl/fLIJABTS ® (Roche Diagnostics
GmbH) o ZERT N &30 min/& , MIE40581492 nmff 4% (OD) [405/492] .

[0182]  YEAFAEZ wobE N 1gGRIEIL N , BA S /MO E 55 SRR M PTR R I H AR AL
N ik, ik BT — 0 v

[0183] o AHEAE 43 #r

[0184]  J@idBiacore s #ir, VEAN 1 AR B HuAiRs B mAb 5 A JEAL P TWEAK U A4 1 A B A
I3 15 ey, 5 IEH 2 5% N1gGHIAE X MV /i1 5 2, IR A P/ Fe
Y PRI CM5 AL #8585 /7 (GE Healthcare) # H T4 3k R Pr R B mAb . A AL HTTWEAKHT {4
ff)Fab A Bt UL R BV B AR 28 T4 :0.04 nM.0.12 nM.0.37 nM.1.11 nM.3.33 nMAI10
Mo A T PPN BT B mAD 5 TE N TgGRIAE X Mk, #1000 nM £ 5efE N 1gGi il FHAE 5
Wi . A S286 /% FBiacore A100 &4t (GE Healthcare) 7E37°C FHEAT ; o dllickd & &
fR B, FFE2180FP B 300F) i H A i i s A 0 9F B 5 15 N TgGi% A ml A&l 21 1 28 S i
PERI AR T — 2P
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#3:
7 e g /2 #  (diss) A M R
il 4d mAb ka (1/Ms) kd (1/s) [min] KD (pM) A 1gG
5.4.1 > 1,00E+06 | 3,18E-05 363 < 32 kkows |
55.1 > 1,00E+06 | 244E-04 47 < 244 xpmE |
5.10.4 > 1,00E+06 | 141E-04 82 < 141 xpME |
5114 > 1,00E+06 | 244E-05 474 = 24 ey o
[0185) 5.12.6 > 1,00E+06 | 3,18E-05 364 < 32| spms
5.13.6 > 1,00E+06 | 3,05E-05 379 < 30 | poms)
517.11 > 1,00E+06 | 1,63E-05 709 < 16| o ms
5.19.11 > 1,00E+06 | 1,49E-05 777 < 5] jpm
5...25..20 > 1..4.'.'|~DE+ 06| 1 ,.EIGE-G.E. f.jﬂ.g < 1.9 | R0 )
5.28.20 = 1,00E+06 1,896E-05 589 = 20 o i )
5.36.37 > 1,00E+06 | 3,18E-05 364 < 32 Ko 5
5.38.37 > 1.00E+06 | 3,79E-05 305 < 3B | e

[0186] /3T ™ T AF KR PrAEEAimAb Gl 2w 5 Hi-1d mAb) 5 ANJEALHUTWEAK P4
FEAE B3N e gy, KI5 IEE 2 ke NTgGiag UM 8 X MifE AN1g6)
[0187] St {5 « 46 I A] ¥ 4 TWEAK (10.180.003-1gG-Bi/11.226.001-IgG-Rw)

[0188]  f§i Hcobas ® 43 #T4ed 11 At 1 FH T4 e 12k A N ML 375 BT SHE A o P F TWEAK
[ B 2 Rl 92 W 72 v (ECLIA &

[0189]  cobas ® TWEAK % 32 Wl 8 v A2 3 i 9 0 J5t 35S A FH 04 FE Ak 25 R 0 4 8 DN 5 v
(ECLIA) o fEME B APk — SAMFEII BT EHT14£10.180.003-1g6G-Bi GiiZk
PR A4 474k (ruthenylated) i 5 78 B PLTWEAKPTAAR 11 . 226 .001-1gG-Ru G M4 —
F 5 FE 5 A B TWEAKHE iR J 0 M2 B AW . 1% B A VIbE J5 45 & 2 [ AR B A BE B R Al
B IIORE o 12 ACRE A R 1 47 3R 2 F AR R T, 5 L 1) 2 H AR e IR 5 Sk 2 e R, K
Tob ' A% 1 2 0 1 JE I AN ES R RS 2 e & IR L A T B B R e B Ak
(MAK<ID<CTWEAK>S . 38.37-1gG) LAK M S TWEAK o 72E 0 N 3 Ca BA T Hi A4 (10.180.003-1gG—
Bi-11.226.001-TgG-Rw Z ®i , ¥ dbhifk S5 fEcobas © 3 Hr{Xedl] iR H -

[0190]  #ficobas ® FrHTAed 1 1HHEAE F- M A Brid B FH i g vk, 1835 ul FEf 535 nl
1E [ R 22 vl (1) 274535 mg/ml MAK<ID<KTWEAK>S . 38. 37- TG R771 RD 1. & 3643 8t ,
DLAS W S TWEAK o 45 F 7 AN 24— IDEE va B U ARMAK < ID<K TWEAK>5 . 38 . 37— 1 gG 1) AH 7] 2% it
R LAAS Wi 25 R TWEAK . R JE VR 4595 nl EAHRII) R B2 i Hh i 76 0.68 ng/ml
A EAI10.180.003-1gG-Bi10.68 g/ml Z474LA11.226.001-T1gG-Rufftik772 (R2)
J235 nl YRR A IR B 95 AR E W), TR 1 45 & ORI Bk — o i P dk
oG B T IR 6 F% E cobas @ 3T ed 11 ARSI = T8 5 A pFNEE Y o 7E R v 3
Ji(50 mM Tris/HC1;25 mM L-Asn;pH 7.5 Fifill#% 1 & A AR E ELHTWEAK (PeproTech)
(K] — R AR HEY) (0 ng/m1.0.037 ng/ml1.0.111 ng/ml.0.333 ng/ml.1 ng/ml#13 ng/mD
FH TR o 5 R 2 v B/ — e it 2640 & (ROM-Rodbard) 8 AR HERT & A =, 3EH T
155 T HA e 80 Pk IR PR R A
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[0191] St f51l6 « A WL TWEAK

[0192] 8 17 PR AL SV BIAEAE BRI R, 43l 1A) A5 ng/ml B4 (rec.) TWEAKI) A
T (ERMD (25 3R T B 29 FIpFf R S8R i (5 SR TEI3HD 4844 7515 png/ml 254
B LLEL T A UM BT Gv/ o) BOFE L A K B ol Ho s B ik (M-2.38.3D [1)
FERIEE R

[0193]  EARFE S A VR IT HURRIAE b A PR I 2 (15 5 (H 2 v DU In A Hiptese 4
PUAR TS 5 7K PR E 2 S EIT PURRIAE S K o IX 0 T &35 2 I S ph R UL R 245 2%
() I35 A o TR A 38 FH & 3 L X b V25, B R REAE L RIS AT HR A — AN BRSP4 o A o 000 i
B ALSEAR (SRR T IUAMI S &0 .
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