CN 107252484 A

(19)Ffe AR HF0E E R IR~

;;ID (12) R ER & FERIE

(43)ERIEANTRH 2017. 10. 17

(21)EIFS 201710452010.2 (51)Int.CI.
AG1K 39/395(2006.01)
A61P 35,/00(2006.01)

(22)EiEH 2011.08.23

(30) et
61/376,097 2010.08.23 US
61/406,759 2010.10.26 US
61/411,183 2010.11.08 US
61/480,635 2011.04.29 US

(62) 57 RIFHIEHAE
201180047661.4 2011.08.23

(7TOBRIBEAN BRI A A
HohE KR ERAE
(72)%HAN J - PO
(74) EFUCIENAD 5T 5 T8 i =AU CEE
HRRAHE 11262

> P A N = = |
REA 27 i BAIERBLIT BIHIT

(54) % AR &FR

it R I VR T
(57) 1%

AR IS B R TR TT o 48 TR S
BEEAMPEAZE -1 o (IL-1 a )i —FA
A (mAb) STV 97 N2 1 e AR < 50
AR

(10)BIENTS CN 107252484 A



CON 107252484 A W F E Ok #B 1/1 K

L FUTL-TaBu A £E il & HI TR 5 R A T AE B9 N S8 B8 38 i I e I 8 R 19 25 77 o /) P
3@, TR R R R A O A AL 2 VA U VA B AE W B A6 T 2 e w1 AR, Jeh Tk 2
Pl R Ml 2152 5 b 2D BB b e e ik DL ke »

2. ANBUMIEE R BT (4 F 3 , Hevh ik NS 583 1A JRe X JoeiE e e A PR, JLh Firid 25
Fol T b FH ) Pk 52 3 v /0 B 2 i S o R TR A e gk o

3. QUM EESR LTI ¥ P , L rp Pk T e P JRBE A2 e A% PR 45 EL I e

4. QIBUMIEER 23 (189 T3 » 2 v Pt 5 o PR Joe e A2 5 M 1Pk 45 EL g

5. AIBUMIEESR LTI ¥ P , L rh i S e RO JeonE A2 6 4% PEAR /N AR R e g o

6. UISUMIZESR 23 (149 3 » HL v e R 5 e PR Joe e A2 5 A TR Al /N AR M VA e

T PUTL—Lafi A 78 il 2 FH T 08/ 2B AT B MR (19 A S 83 v 1) g K /N ) 243 5 o 1
i@, ik A SR K S 3 S A A S 7 U R BUE M R T, Heh BTk 2455
A A Lt P 3 52 3 v 22 2D LA T TR I RN o

8. AIBUCMZER TR (4 3 , o i /35 BoAT 3 B bR DA ALl 2 1) 22 20— PioieiR
T 57~ R e T BL KK, OF BT ik 29 W) 4L 6 W 1) o 5200 - S50 ik 2 /b — AR DR 1Y ik
o

9. FUTL-LafUiR A8 il 26 F T A2 e A SR8 oh (15 B R 36 2003 1 24 70 v 19 o, EL b B
TR 27 R e B 32 T B D E B PR R R 2 K AR E




ON 107252484 A w Bg B 1/9

Xt R R A YT

A & HE 5 4201180047661 .4, 11 H H2011458 H23 H , & B A FR A X g <
JRIETT” B ER 2 G .

FHIRFERAE X 51 H
[0001]  ARHIIEZIR 201048 H23H A /7 71'561/376,097.20104F 10 H26 H H122C K
JF 5 861/406,759.20104F 11 H8H $&AZ T F1'5861/411,183LL 2201 1474 H29 H RS
(1) 7 515 61/480, 6351 3 [ s I L R FRAG AR Z6 A, e A5 51 F LA H 4 S0 454 78
.

T B 5% BT 5 1 75 B
[0002] A& A

% A<
[0003] AR EH Ak Bl oI 2 L e 2 L DA B s 2 A o S B AR, AR BRI I — Pl
S A R R - La (TL-1a) BI3TAE (Ab) FR¥G 7 s FH 2 2 T3 LA A HA i I AH 20 T
TR I s o

RINHE =
[0004] JREH[VFZ 3R, 78K B 28 Med AH OB (I e i) » 7588 2 JE TR s 19
FEFERZ — BRI C AR T IR R ET 2 5 A0, K 2 50% 28 P s 1 br v
YRIT YRR FARYIBR 227 VR B A a7 vk - BARIR BE 53 H 2 e o (B eAT 145 5 U598 5
RV 2 AN A BB BIE F o 1, SRR AR T BO% 98 - A FRZEL 231 4% DL AR o T80 712 A
JAREET P TR O e PR 4 B8 35002 DA S IR MR R AR
[00058]  fEict 2 (93 T 4F o, A A AR il 571) (9 A b) e v 7 4 g O 48 B I AR K a4
Ji& o Ab T DA T 42 08 1) 4 s SIS Y 1140 il 200 e DA R R B 1) B0 R G R AR BE IR o Tl B ACHE , &
ATTAT DA [y 20 g AR R BB R 30 T A AR G R AL 22 VR 9T R — R A2 T A BT
JEg Ab Xt T-¥6 97 BT A 2R B B s #1232 01060 S ik ek k2 1728007
PRI I, 75 28 B MR Ab

RIABEAR
[0006] AR EHEET R R, — Pife R4S A TL-1afJ B E R HuiAR (mAb) X T30 97 AN i
JE AR 2 I
[0007]  [AIh, AR &k BHAFAEAE T FH T8 97 AN SS52 638 e g m (40, — i EL g (191
W AKRASRAZ K 45 EL 7 JE) ~— FREBVAHIC [k (151 40 B Mg AP R bk 2 98) AR/l
PR it (NSCLC) B3 15 i Jed AH 2C 1 AR S PR 993 O (F9] 2= n e 3 8 909) ) 1) — B &5 57 A Je 7
15 ZJTIET LR X 5230 ¢ T — M A MA SV R IEAT  ZZMA S ERE—FZ% L
AJ 1252 (Y BAR TG RO — o BIRs A D MR o 35 (1) S RN/ B0 523038 TRl K/ 22 /D72
10% (4, £ /8% .9% .10% .15% . 17% .20% .30% .40% .50 % 60 % 70 % .80 % .90 %
5100%) F—MERH-TL-1aAb %257 7] LA FE—FpHi-TL-1aAb. it -TL-1aAbR] DL &
— FhmAb , | 1 —FhTg (R JEBRE ) GLo 14— IL-1aAbA] L2 BTt JyMABp 1 (ImAb B 2 2 A0 45
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B MABp 1 EL AN E X (CDR) [ImAb .,
[0008] WL IS 2T HFAK A UL BCELREE S B R b i i A A S 4 T2 A
H AEZTT I, Pk A E AT A2 0. 25 (B, 22220.2.0.5.0.75.1.2.3.4.5(5) mg/m1

ARIEHRAL TR IE -

BE 1. — M TIL-1aAbLE §il 8 TR 97 N 285260 3 v Joed A 5 0 99 1) — i 24 7))
&

TH 2. MRAEDE LR i g, o izdi-1L-1aAb& — FfimAb .

TiE 3. MR ¥ B 25T B & , Hoh iZmAbie — R g Bk & (161 (1gGL) .

TE 4. RIETE 25TIA R & , HA iZmAbEREEMABp 1 — N EAMA E X .

T E 5 AR YR E 25T A B i , HF iZmAbieMABp .

TE6. PRI E L FrdR i g , Hodr i s A oS 5 i i — Pl B s AH OS50

TR E 7. MR 5 E 1R 5 s , Hor & e FH OS5 98 22— PRKRAS S AR 45 FL iy I AH o

T E 8RBT E LA i Ha , Hod iz s AH OS2 S EBVIE G A Ok

TAE 9. ARYEITH E LTIA B , He 2 e A5G 2 19 A& B o

TE10. AR 4RI E 1 (19 A ads , A 2 ioed A 502 o5 A2 Il 9

TAE 1L ARAE 5B LR i A8 , e d 2 il AH O e s 2 — P55 TV 248 e vy AH O 19 S
T IR O o

TAE 12 MR4E I E LR i A , Horh iz Mogg HH OS5 A2 R e sk = 0

TUE 13— M -TL-1aAbZE ] 8 H TN AN 252503 v T KN — B 24 500 Y A

TAH 14 . —FhHi-TL-LaAb/E 28 F T80 N 323503 o K I ) — 2 0 () FH i

T H 15 . — Ffi—TL-1aAbAE i £ F Tk A S8 52 10 vh A 22 09 A8 1) — B 24 7)1 FH 2
[0009]  [RAE 5347 %€ S, ARG P A F ) BT A7 B R ARTE 1 5 A K B T s AUy a5 RN 7%
T R AR EL A AHTRI R 2 S B AR S ARE R LAAER L eger (BRAK/R) SR N | (i34 27
ARAE LW HF) (Glossary of Genetics:Classical and Molecular) , 58 1L , Jifi i AR
¥t~ 7] (Springer—Verlag) , A4, 19910 KLewin (7 ) ,(FEHV) Genes V) , 2R R
A (Oxford University Press) : 4147, 1994 9 4R B o I 7 BRI R 22 ARG 58 U]
PALECH R B = 225 F L) (Stedman’s Medical Dictionary) , 8827k%,Lippincott (F)°FF}
F5) ,Williams&Wilkins (BUERARHDT AIEU/R 400 2000, 4R H)
[0010]  fnfEgbpr S, — Bl “Ab” B “Ab” y— P b 3R EE 1 (Tg) AHE B IR T ) —
PO B gl — PR A 0. — P “Ab” I T LU FR Tg i A Bt TREALIE 20, fFab Fab’ IF (ab’ )
2R B UL BeseFY s AR IERAD L LA BCR T I AT AR I CORDUR 7 i SR A S PR SRR A T
43 o Fh “mAb” BY “mAb” 5% FH— > b FEBAI M R RIS K — MPADEBIN S A Re e 5 — M B Ak Bt
JR ) BLAR S Br R A G e B BLIR 45 B AL sl — DS PSS I Ab 7 B o — Bl “ 2 i BEAD” BY
“Z W FEAD” N R IRADI) — PR G S, — Ph 2 SR ARG AR S & BAR SR K EA
[F] (¥ Ab 73—, e FR 3K BEAS[R] Ab ) 22 /b — 6 559 350 i (1) AN IR 3R A7 R AR e 9% S 82« A Ik i A
F, — 2y EAb AT LLSE P PhER 2 MmAb VR S4) o
[0011]  —FhAbIK) “PUJR &5 5877 A & 7 — PPAbIIFabBl 7 K A] A2 X N , 3 HI2 T Ab#it
JrU R e P R I AD IR 5 43 (B, i 28 1 i AD IS B 4 RN A2 BE 1) CDRIE B =4 1148 (three-
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dimensional pocket)) . “Fabfili4r” B “Fab[X” A K & H B WAL T 8 E KA B, 1%
P B E A g PR 4 A 8853 “AEFabii 7 B ASE ZFabii 7 W I AbES 43, 91 1 “Fe &l 43
B “FelX” oAb “IH5E [X” J& 7E ] AR X AT AbFR 43 o 1055 ik 55 A 1E 58 X A IR J2 A “RU8 -6
437 AR RN AT A A 4 B A0 T AT R % N ) HA S0 0% R G4 4 I Ab 43 o BRI, 491 T A
—FpAb 25 A A MAELH 43 BIF 2R CREHPURES AT BIAT SN IZAD I US4 o
[0012] 448 J—Fh g (4 — FPADR , “SGEALI” $i8 IR IR PR IX 25 5 1 41 43 v 43
B8, ML, 24— FPAbDR B A 4% B2 24910% (BI31,9% . 10% .20 % 30 % 140 % .50 % -
60% .70%.80% +90% .95% .98% .99% .99.9% F1100 %) M HRIRICBEHIFEADEE 1 B HiAth
RAIRATFAERI AN RS, & 2 A 1 o 7T LA B AR AT 4 1 773 B A 2 0 R T f
P g 5 s Ha, Kk BCHPLC (s ROVBUAH B8 43 ol & 20 i o — ik 22 5 B 2 BRAE — Fh 4
MR (FE H X B B R RAFAE BB T BR A1) 7 A 1 HAL FLAH B ) 2 “2lAR Y™
[0013]  X}T “454” (“bind” B “binds”) B “ 5+ R FEAG— IR AR TR
H— R BRI 5 AR R AR BB AR R KAy 7 B, 5 T
“Rp SEPEEE AT HOAD B B IS HoAth 4 1 K T £910°.10°.107.10°,10°, 10, 101 810 F/
JEE IR [#1Kao
[0014]  — AT HME" REW AT RSB AR N 7 A B2 B A BB RCR (i,
— MR B PR IR I S BT [ &= .
[0015]  ER SR FSACNER SR [F] T 76 St Fradk %) I L 1) 75 ¥ AAA L AT T4 D B 1) S e ik , 15
PUF I8 1@ & 5B R ARG R B s i i 5 UL e S0 AR AR R
AR B LT AASFE 8 SR AR UL B A5 e o 534k, BT BT it i ) B AR SE i ] AN AN A2 1 P
PERA B AEFR 1o

TE AU
[0016] A< Bk 5 F T 050 52 4 20 4k P Ty AH % P 95 BRI — AN B2 AVREIR 19 4 A P fi
T35 o UL FE AR R AR e St 9] i BH T 3 B2 S ) RN T VA I o B AR Tk, AR B L S i 441
(R0 BH , T DA e ) 50 BH AT DA 58 Rl R/ B S B AR B ) H At 7 1

— T
[0017]  FEULHREIR T S IO 0 22 R oy AE MDA BRI T3 V2 S % 27 71 (BT A T3t
SR A AP DU AT 2 A5 1 I 5 v S DT v S B B IR , 5) 18 S A AR AU 2 N,
BAET & B Z 6 R G 52 585 F ) (Current Protocols in Immunology) ,
Coligan (BF/RAR) 558 A gk, 2081 B ST tH it 7] (John Wiley&Sons) , L iR . 43+
VAR VEIHE R T LA L2, #l Sambrook (5% AT & ) 28 A gmdE (3 F b -
IS T Molecular Cloning:A Laboratory Manual) , 8820, 8851-374, I IR IESLIG =
R4t (Cold Spring Harbor Laboratory Press) ,v¥& R#k, 44),2001 ;LA &ZAusubel (A7
DR N Co R0 FAEY L% F ) (Current Protocols in Molecular
Biology) , #& M H i 5 @ FAE X B (Greene Publishing and Wiley—Interscience) , 4
21 Ab 5 VIR T B IT EAbTF Y (Handbook of Therapeutic Abs) ,Dubel (§t DI/R) ,S. %%
4, A -VCHH it (Wiley—VCH) , 2007 . fEMcPhee (32 5 3E) flPapadakis (THMAFLIEHT) 1)
CURRE 222 51697 (Current Medical Diagnosis and Treatment) 2010, 5549k% , 4%
55 A5 IR % (McGraw—Hill Medical) ,2010; P K Fauci (#5#T) 58 ARG B AR A B 5D
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(arrison’ s Principles of Internal Medicine) , 17, &5 -7 /R Bk McGraw—
Hill Professional) HAfz, 2008 #5317 IGIT7 I — R )71

JRE A DS R IR T
[0018]  7E LAHIA B IX Lo 2 S W) JT V0 T E I 25 T 52 i — P2 & Wk i 97 i L
B2 T ) R A DS i A2 A IR S 1 29 40 A W0 45 A R 52 3 o ) iR A %
IR 2 DN ER — DN BRI 1L-1aAb %0 LB 32 R 2 7] LA B0 TR A 55
WA 52, R AN A 5 A 4R 2R o NSRS T DL S v o ik
NS JLEVEZFAN O5FBEE) AR A HA R 0 AR 5 A 1 32303 =2 FR AL 7E
HEATTIE TRV AN B AR R/ BAEW HIRNE T S et R R R o R FH— Fpdi-TL-1aAb
BT U AR AT SIS 2 (1) Jired AH DB I AT AR N B AR o - IL-1aAb%s T A A NG T 4 B
JiRg (il 4, ELATKRAS 5 A% 1) 45 B B e iE) « EBVAH S 14 Jid2g (461] a2 PR g B AT e bR 989
NSCLC LA A2 I 5 24t e Jiv g (48] = ke S 2 909) 2 e ) A 80 o 1 A SR IS TL— L) iy Bt
TL-1a 78 5iE 4 M3 NI e () 2978 10 R DA AR 9 B A o 245 50 1) it oJe A G 2 o 1) B AR R
AEASAE ried R/ (I TO\Tis BLE T1-4) VEEREIRAS (MO ML) AU g (1) 25 B R 45
R K (I INO N1-4Nx) 25 2% (RI&E4% 1.2, 3 8¢4) B Bt (10 T IT. ITTEIVER) (4l |
B AR YR bR S I AR AR BOKR B (RIAFP . B2M. beta—HCG . BTA.CA 15-3.CA 27.29.CA125,
CA 72.4.CA 19-9.B& 452 .CEA BRI & [ (chromgrainin) AR Z A KKHF2Z 14
(EGFR) % 5214 JHER2 \HCG . #JZE BR &5 4 \NSE.NMP22 ,PSA .PAP.PSMA . S—100 . TA—90 11 R
BREREE ) A/ B I 3 (4, IR K BRI BOREIR (191 40, 2% B« B IR B
) W H A W E Z T A ED5%.10% . 15% .20% +25% +30% .40 % -
50% .60 % +70% 80 % 1%90 % (451 a1 Jih g AR AR BR 2 e X ~)) &

BB 1] TL-Taffy 30 4Ae DA S HoAth 1l 771)
[0019] ¢ Rt 456 TL-1adf HL sk 2D 52 5035 I8 A D% 5 o3 IR R AIE AT AT & SR B Y Ab B
HABAED ) (B, — P ARG — AN TL-Lags & 45 Bl—ANTL-1524%) FfhG & 1E) 7l &8
T AR b, Bl - 1L-1aAbA] B8 A&mAb £ FLFEAb - mAbII VR A4 - B — FiAb
Bk TFEALADRE 3 F (Bt —FhscFv) - AbfKafiti b %5 /b A1 X 10%M BBk (B, K9
X101 18X 10 M 17X 101M 1.6 X 101WM 1.5 X 10" 1,4 X 101°M 1.3 x 10M T 2 x 101!,
B X 10"M) o fE— ML S G P, A& B R A — Fids A JEmAD , iZ 45 A JEmAbALFE (1) Ji#
TN N TL-1affy B &2 A 7 (B0 22 /b g BE TR B 7 BE 7R) I — AL 45 A T AR X A A
(ii) —MEEX % AJFADIL I —FhTeGL, BARE AT DL & AS[A] 1[5 Fh L, 5] 21 TeM
TgA B 1gE, BV KB U11gG2.1gG3 B 1G4 K5 5 HHImAb ) — AN SZ B EMABp 1, — Fh£E
200946 H1 HiRZCH £ B LR G 75 '512/455, 458 fIR ) TL-1aE 714 TgGlmAb . HoAth
A HEImAb A B FEMABp 1 1) 2 4~ CDRI & /b —F{EAL 1% 4 B A3 CDRIFT B L&
[0020]  HFRIEN A TIL-1as: SRR T i B 4o RARAFAE T N FrbL I Tt
mAb I —Fp B BT RIE 752 , B e B2 3 7 B IX PRBIbR L At , AR i AT ek A4k, (143
EREME AR IR R IE L i F] LA A — AP EL 2 A N TL- 1adi JFoR S i 2 KR ERIRAFAERI R
IR N TL-1alie 5 1 1 Tg I B E 40 i 179 52 02, DA S 38 max FRBIsk E 4 M (1) 2 H - AmAb
SE Il IS KA AL — P N Ab A WA LN M (9 1 — P N K Al B il 25 1 o 2 WL, o SR [ B RS 4,
634,664
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(00211 fE—AIRBITETT IR, — DB E A (BIA54> . 104> 259> 50> 1004~ 1000~ Bk
B 2) NP2 P i e AF LR P A7 AR IX PN TL- 1k S HEADIY) 32 3 o SR Ja IR R IR Ay
SH A 520 1T LA g FVEBIREL Ai M ik 4k o 72— AN R BRI 7 VAR, I Rk A TL-1a%E
S MEAD IR B 2 40 A (14 N S AR TRA 1 JE L o S8 i AN AZE A Hh 93 0 3% B bk E2L 40 L, 467 e
b 2 o3 3 (9 G0 5 S0 4l i 44 , “FACS” BRI ER AN M 23 38 SR PRk N TL- 15 7Pk
Tg MBI A o 2R i, MR O RN B AR, ik o8 85 5 Ak (191t 47 FHEBYV) B3CE 1 fik 2 21 75— Fof
A G (5 G0 N B B8 R 40 ) X e 4 Ak AR Ak AR i, AT DL I A BR R R (9 e e
FEARACTE R AE T E T SR AL e A TL- 1o M T S A PR i, P E B %
BT A4y B8 A BRI b B 40 i 2R) 7 B AR IR A FRIA X N TL-1aks 5 14 1 T ) B o () Babk L2 4
.2 0L, Wl inGoding (B 1) HIMAD : R FE AL ) Monoclonal Abs:Principles and
Practice) ,59-1037 , 2= AR H ittt (Academic Press) ,1986, AR IAXT AIL-1a BLA5 £ /D
Y BE IR B JBE TR B 45 A S RN F3 1 T v B 40 A R A DA% 11 o T DA Rk B T g AL R 7 an £6
#E (salt cut) T HERE & 1584 5550 L DL AR A A RE 7 3L B (19 i 7K) H 4l
A 3 6 5 B 41 i 2R 40 WA TKIMAD o

[0022]  ERRKAEAL B BIHR L 40 i m] LA FH T4 4145 55 DL B3 AEmAb , (HAE FE 2S5 00T, 7T
Be A NI ] R UE R R RSk A mAb. 2 0, 1 35 [ & R H1i5 5 11/754, 899 HH H
R T B, AT DR GRS X A T -1kl 5 M I mA b FE K] 5 B 5 51N — FhaRIA3AA (il
— PP T BURL) RIS EAE) , T HEAT 72 eV rE 5 40 i (9] a0 CHOZH i . COSHH L - it Jed 48
W BLECK AF B i) RIS . B T Te 4 & () BEAER () 8 (FE—FiHaLoA9 B ) , BT LA AT
AR g hi BB 1 22 DR 20 ) 8 R AEAS R dR rh R 3s

[0023]  ERSREH T 323038 1 K J — PhiAb SLZ 1 ] 56 e 5 K Pl LU JE W fe IR de 1, (EL R A
mAb (%1201 “ A YA mAb) AT BT A BH o, %48k ArmAb A2 B A V5T AN 5] sh A R 25 1 A [ 355
4y (gt & B —Fi N Tg i 1E 2 X Rl A 1) —Ph/NR T Al A2 X)) [ PR 45 & 40 Al LA
AT A ORI T7 VA B 2 X Ak G Ab o 2 DL, 45 iMorr i son (BEELAR) ZE N, (R B BL 2B Be 4
(Proc.Nat’1.Acad.Sci.USA) ,81:6851,1984;Neuberger (HAAK) &N, (EHSRY Nature) ,
312:604,1984;Takeda G H) 25 A, (SR (Nature) ,314:452, 1984 bl , AT LA i A<45
B FN T35S Ab N IRAL o 451 7, AT DL Gk AS [R] £ B e B an 38 | 2 0] 55,693, 762.5,530,
101.8%5,585, 089 FTid , K BA 75 BRI 45 6 e 1 B mAb N AL o

[0024] 7 I B it 1) 3X EomAb e 5% AR BT, LI SR ER oy vt s ik 2 R0 7772 (91 vVHFIVL
SRR Marks (B va 1) 58 N, CEM/HR) (Bio/Technology) 10:779-783,1992) | 5748
[X (HVR) Fl1/BAE S 5% AL I AL Barbas (LE i) 28 A, (35 E BFERE B i) (Proc.Nat’
1.Acad.Sci.USA) 91:3809-3813,1994;Schier HFI/R) ZE A, (F£[K) (Gene) 169:147-155,
1995 Yelton (M /RHH) 25 A, (S 2230 T (7. Immunol .) 155:1994-2004, 1995 ; Jackson (%
D) SN, (AT (7. Immunol.) 154 (7) :3310-9,1995;and Hawkins®% A, (4 F4
P2 AT (J. Mol . Biol.) 226:889-896,1992) ) A 1M 25 4 e 5 Mk o — AAD K UL IR ST
B AR AR T DL JE K7 3E 2 1AL BN GBS ZAD I A IR 7 7)) P R 1 & o BE 4N, AT DA B AR g B
mAb A% 2 17 31 B (51 a0 A 22 iZmAb IR 2 4 158 7 71)) FH T 38 9 iZmAb 7E FE B ik R4
(R 7 A (BN % —Fh s 5 I 3R I8 RGN & L8R M/ B A Ak) o 3e R LLIEE 5 53
— e (B0 55— FhmAb) B(AE & 8 2 AR IBORAZ U 7L TR B mAb o 41 40, A LR — FfimAb

7
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5—PMAKEMEREY G5 4 ) Bk 0K E MBI (S W, il inKan (R #) 6 A, (G2 E R}
BB ) (Proc.Natl.Acad.Sci.USA) 102:11600-11605,2005) % W, EE LF|HiE 511/
754,899,
[0025]  fiLikh, 4 7 8 OR DL/ NI BIVE 45 7 52 5038 R A B9 N TL- 1R R tkmAb , AR K
B ImAb AW e BB R 0.5%.1%.2%.3% 4% 5% 6% 7% 8% 9% 10% -
11%.12%.13%.14% .15% .20% +25% 30 % +35% .40 % .45% .50 % .60 % .70% .80 % -
90%+95% 96 %97%.98%.99%.99.9% (B K H 4rEb) 246 EERRATATIRIE A « 48K B
mAbZH AP DL 35— B fmADb (R, B B 5 B Bk E2 41 A 32 7 AE I mAb) B AT DAL FE
P FER B 22 il (1401, 2.3.4.5.6.7.8.9 10E% 5 £ Fil) AS[R] 25 AL flmAb VR &40 -
[0026] > T AEAmEL IR E AR ThEE , ATL-1lamAb™] BL 5 55— Fh 4y (5 1 40 e 25 2%) 15
B o —Ff A TL-1 a5 5 PEmAb AT DL 5 — B 2 P4 i 35 25 A5 5 A8 B8 A Rt R AR RIS TL-1a
(A 40 D FH T A BH O 40 B 75 22 AT A T B 5 N TL—1 a5 55 PEmA b A8 6 P 1 47T 400 fi 75 7 57
(B an7E Bz b 40 i J5 mT LR FE AN 43 1) - A8 = 1 se B RS A R BR T < I8 i &=
(il fn™°s  14e, 32p 120 (13 0y 897y 2007 [188Re 188Re OTCu.2BBi . FIPUAL) AR EBEMC A
UL AT IR A B A B 2 I SE R E A SRR T s LA 2 (151 Q15— 980 PR s g
(5-FU)  F 2 M (MTX) AIAPLIEE , F8) PURUE 7 (0 a0 B30 K BT RKOK AL SR A2
ft QR AZEE R 2 P h28) , 25) B AL 7] (B PR BE %« SE75 6 WU 238 W A AL iR (BONU)
S5 BT (a6 (HFR A eDDP) R A8 BV RIEE L IM-216.C1-973, 58) VIR (B, £
FEE AT R, ) HUERN B, 2285F 210 Fadh FA B 67 (9 Wik e & &
JEVH AE ) (B AR AL A B R R R MR EE R OT) R BME 4R (PE) AL
PEA0HHE G HRVERER MNP R EE D B L5 B TR R IE R 2= DA
fth o 2 WL, 10136 R 55,932, 188,
[0027] AR FORTL-1ar R PEADALIE F T A K B ARAE — 284500 T, AT DLfSE 4 S PR 4 1
[L-1aff) AR Z 7], REEATNG T T UM A IS0 B — ANRRAE B 25k o 3% 26 HoAth 24 77 mT
PLELFER: S PEES A TL-1a g/ NE LA F 28 I8 MRS RS a1 288 (g, o 38 1 25 B
o) o

A AT
[0028] W] DAAEZ 2% [l 452 (34 (B an e B AR 2R 58 7K) R s BN 45 T i Pi-1L-1a
AbH AW, %2455 RIS R AR A e T 25 T AR ORI @ 12 LA S b v () i 245 S B Ty 2 P 1) o
2457 AT 452 I AR T 1R 24 W )t 1 37 R T DA AE A AT A 1) A 4 SO AR ) R B IR 2547
Bl# (Remington’ s Pharmaceutical Sciences) P S AEUSP/NFH 32, 1] DA ] iX B840 54
s A ) 5T, IF HOoR A D Bk AR A/ SR AF X S ] A A/ BUR B A4 T 3
ZAAE
[0029]  filtu1, X EeAbZH A4 AT LLZ IR T 1 (3 WDraber (FE57 3 /R) 558 N, (9% 52 771540
FI» (J. Immunol . Methods.) 181:37,1995; FIPCT/US90,/01383) s & T A AN B IS B F 1
R TR —MEZMREN W aEA SR E R R LR R =
e 2R I s 3 i (9, 4 FHO . 45umAl /R0 . 2umid JE %) ; 5B8-TA N Bs i ; F1/
BOA T AR — PR (a0 —Fh 2535 70— PR LA R DA B —Fh 2535 771 5 A AL 7
[FIVR A I
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[0030]  mJ DAJE I AEATIE A [ BOAR F BN ST T iZ A 54 S R, IXRh 45 3 4 2 W
A AN (Bt lbk S B LD BRI TS o 3 R UGS I 1 i S BT B AR AL (91
QIR ) 25 T IR B AL 51 o HLAth i3 328 T VR A AR U N 1, B T i A B IR B — MR BT
AL YIS B8 AT DU KGR R 2 RS SO SR farE (] bk Py B8 1L R S
) & T ZHEY.

[0031] /MR A R E R REG /LR T M BB AR A 7 B2 2 AT B 45 R &L fi-
IL-1aAbHE WK — MHRES , il b — DB AR AR R AL th i et ok &
JEE 5 A 5 SRR I PR T R & o B B 22 AU R S o T AT — R sh ) BN 1) 75 5 L
RTIRZR R, O Z R EF R R FR e TR BARH S T 45 T R
) R34 4= B i RROIR DL« BA B[R I 45 7 (1 oAt 254 o D08 (1R 77 S AE L4902 31120 (812t

0.15,0.2,0.3.0.4.0.5,1.2,3.4.5.6.7.8.9.10.15,20.30. 505 100) mg/ kg 4 F [ 5[ 4 .
ZAERT DL E R LT, /N i H B VB R R = B .
S

SEA 1-Xilonix™
[0032]  Xilonix"&—Fh7EREE IS B LR (pH6 . 4) HH 1) 15mg/mLI{IMABD 1 {f)— P IC 1 7]
T S VR TC 1 o R 1 OmL ) T 2R B ek 28 3 XL 375 FR 7% 7 SmL Az L il i, 3 FH— PP 20mmf¥)Daikyo
Flurotec) T &M 28 MBNIEL AR 35 B F B %72 B A AE5 C £3°C, R VPR EN B =IE R .
H2G I B 0 R R -

w3
MABplAb XBiotech 15 my/mL
HEBR S 2k gh JT Baker 12 mg/mL
—RATHEBE il JT Baker 2 mg/mL
EEE 220 (5 By Ferro-Pfanstichl 60 mg/mL
WEARN L)
Tl S8 80 ke | IT Baker 0.2 mg/mL
BEER, BTRT pll | Zh8e) JT Baker 0.04 mg/mL
BTk sy Microbix #EF

BT T

[0033]  fifi il — A& 3&E (0 7 5 28 AL E 254 (mAb) [ — AR AN /NI Al S AR R

SRIGHIZ ZES 2 — NS 100mLAE FR £57K (0.9%NaCl) [/NIVAS R IR B BIFE IR & o

BEI 2 5t AT LAAESE T Bl 75 200 N A7 37N AR LNy (/) Ik [ [ B s 48 52 43 e I B2

[RIAR R o 25 JE N ER /D 30mL ) AR 2R £h 7K ke 38 16 ] BB B 78 S e B P AR
SEA 2 F— Bh TL-1 ks S EMAD (Xi lonix™) YA yT &5 W B Wi -

[0034] % A2 E N L6351 Lk, S B E R4 EH e KRASRAZRH M) 78
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FIXi Loni xS B, %52 W 252 T 45 MUK I A I ELAE 3038 A T3NIMXBA Bt o I 5 S 75
Lu7sAS b5z 7 a3k 124 JE 10 FIFOLFOX (¥ B PEAL 297V o 75 52 BRFOLFOX 41 A H 5
BEAT K0T 24 (PET CT scan) #8778 1R 729 16— AN e o o T 9 325k 11 g EL 2 P
PR 52 R LR , 76 T8I 50 5 R 5 S48 AE X A G b FF UG 4T FOLF IRT AlAvas tinJf:
HE2 T8 AT ARG %2 R 42 7 B4 IPET CTHH, XIESE T B2 P ik
5 I EEHRR T 5 B PR — B /N3 5 o B3 s A 2 cT R R T A
1 2cmff) 0 e — A 2o 190 JEE Fib e L LA K76 ARG 10 i B S BRI A AL 1 5 K L o
PesZ T oAV BHIFOLF IRTFAvas t in i J5 FOPET CTH4M o WU it 45 45 11 kg . SR 5
A RE IR T LB B Brbitux® (52 5 20370) A7 B J5 HIPET CTHIRSIESE T Poimife
it 33
[0035] %2R E FFUA F Doxil®™ B % 2 8 5A) « Velcade™ BE 1K) UL K Gemzar®
(75 PG A5) BEATRA B R, (E AN 2 2 35— T 40 SRR Bt i o It FH B R B 5 2 Bl
FLHLEF (azacitydineon) 58/ T 55— B B LR B6 I HL7E 00 3E JR 0T 52 A 77 24N B 4 dtb 52
T B 5% R G R B RE6 1202 R IO Y BT PRI o
[0036]  fl NS5 RIS FE D (0. 25mg/mD) I HL5a ik 7 77 % L5201 K 1 JA 3 , B ik A21
K BTHEEZ TLRMABD L (0. 25meg/ke) BT o 76 JE 610 55 1 K, 1252 4 2 1) 771 & 39 210 . 75mg/
kg o BIHAIIPET CT4E 545 75 4 10 B 1) 63 JIRA 1) L RN 240 17 %6 (R 0/ o B 5 A 90 70 B 1
MABp 1, % T F 2 4 30 B 14 T80 140 B0 20 Rt 30 %6 IR/ o BB CT 1986 S0 7 » — AN 2 i 0
3. Bemf) S S5 I 45 78 JE 6 25 O /NI 2. 9em o 22 SRS 2. 2emif /N EN 1. 9em, I H.
Sk 1 2 B — M3 . 2emi/N B2 . 7emo CEAIMRI bR T 70 FE 25 81 , 75 Ji 3 4%
ke /N EI69 . 2, 3 FLAE FLIATIO 551 27 .9, 1% B i aihyT 7 AT LE 3% FL P A
Eo

SEA3— F— R TL-1 o S PEMAD (Xi Lonix™) Y497 S .
[0037] 52383 h— 4447 B0 h E 5, A 0GR 412054 0 AU E s (H A8 sk Mk
VSR IEBY+ (EBYR ) BRI 48 . %52 W\ 3% 56 BT BN L 5-FU LIRS 7 5 . Taxotere® (% Fift:
) . Gemzar® (F 1R 35E) « Xeloda® (KEF AR k& PEEBVE 18 TN ML 56 55 . DL &
Cymevene” (7% %) 454 Gemzar® (7 i fhiE) 1677  FEFUEVIT T % BB RS |
RS R HIREAR , I HL B 9 IR B2 A 1 2 VAT
[0038] % Z iR FAEEOR LA JE 1. 25mg/ kg TVFFUEMABp 1 ¥R 97 - &3 3R 4K, 1 &
SRS REA R T 00 A RE R AR e T S ECT S o Heh i — A
il F B 5 P IR K /A BB 1R 14950 . Ammiide /N 1) 5536 K 1135 . Smm (30 %) « £ F H:
Al PR A 7E N BN, 9F HAE R A PR E T .

S F - Fh TL~1 i S PEMAD (Xi lonix™) 497 K HiH5SE S .
[0039] %52 # N — & A R U S GZ AR NPORMSEE A1) FI155 %5 1) & T,
S P S ER AL 8 55 K B B B 8 VAT BT I Rituxan®™ ORI 5 B0 50) 1 — R e 25 2
- TL-6VRI7 R T %2 R B FE2 LR AT T T IUIKMABDL (0. 75mg/ke) BTk . %2 i %
(K70 7E S — AN b 33 1. 25mg/ke o
[0040] 52 E B 52 B B AR B IR, HO 28007 744 AR b Ak 5
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Ja 2928 I, W 57 L AR A B AP TR R E IR S 2 R, o ELAR SR B R BB R — IR AT
Wb FIRECTST (SEAAIRT 7 RLVTAN b v1E) 43 JH AR A 5 78 75 55 — 593 JHIBR B 45 DK/ DS 48 38 T
2%, IF HAESE 5 R 25 /N AR 2638 n4 %
[0041]  FESERTAN EIIHSG  1Z52 38038 N T 23R 55— W38 vE 7 iRl 1 R IR YT AR B A
8 i » %S B 225K , BT “Pos R i g™, W4 7o v FIMABp L EHT A6 Y6 7 - H A
R UIRTT %2R E R RE e, I Hih E S AR T £ T58J8.

S 65— F— R TL-1 o S PEMAD (Xi Lonix™) Y3y 7NSCLC,
[0042]  iZSZ2 il A — L8ANT I Z Lo, & B gnEr B 2 W N B RS AR
41 B it 9 SE 12 W 5 = A A 1% 52 E G A Tarceva® (R 2 & J8) 197 T8N H L, 7EX
R B T B E R G 1% R Alimta® (353 i 22 (Permetrexed) ) YBIT 78 H
LIAN R, 7EIX I B TR e s DR 22 B S vl ) R Wy s i o A A R T
Je B, I HZ B3 IR H Tarceva® (R ¥# J8) 1697 7 31 H ALK, dh [ CATHIH#E B
I8 T H R I — R, fERE A R B R AR RN SR — B4 L L
SR IG K o
[0043] 4R Ji5i% 32 W NN AL X Tond x ™M — ARG o B 2 1 3 ok i ik e S i MABp 1
(3.75mg/kg) » HyEIN B HA VR IT o, i E B BIFE L4930 e mfa e , I BAE BRI E - B G
At 4534 27 T A s R
[0044]  sz56—F]— PP IL- Lokl FPEMAD (Xi lonix™) &7 AF /N2 B P firi Jee
[0045] %52 F e — 52 F K Z M, WhAE SE0RAR 2 1 o AT KRASRH M Al /N 41 e
(AR o H 14K —ADPET/CTHI R t— AN em X 3. 5emff) 22 b b, £F B8 & 500% 18
BIRHHR TR L AT R BVA T S A R BB A DA SRR OGTT ZE TEH R L
JE JE U6 R A0 EAZBE AN DR BB B AR TR IT 1232 W A IR T A RS, I BLAE N —IK
1BIT 215 HIN 3 el 52 1 1 54 I o A4 TR RS AN B TA) B, 252 303 #4717 34 JE I
(1) 22 PRV T A — AN R R 200 B3 38 dh 280a 7 RS AT TR IT, i sk e
[0046] %573 B J5 HF 4 FIMABD 1 BEAT ¥R 9T A4 R S5 » 1% 520 FFUR 28 17 b Sk IR K %Ak
XEEHFIEIH4G T 552 R ARMRIIE 7 I B 98 o 0 0 38 A, IX S8 ] BB 7E 4R VA IT BT A7
TEAH R 32 AR 52 — I EMABp | 5 1B th R4, LA 3203 TR I7 - 7E W13
MABp1 5 & J& , 7ERE U5 1K — 1+ K WM 1% 3230 3, 7F HPEHR0E It 19 IR W0 , fERE 5 b
(1) R R A DR B, R B R & T — IRt B, 1 BoR AR — 3RS, b 1 fiti 453 4% 114
KANE P EFAR AT T — W FEBGETS, 3 HaZ 3238 BB aRiGI7 - FEFTEAMABD L I £ 11
VUK, %2 R EL T B8, 35 B HRECISTERAES 2%, Bif5 11 2 B AR AT EL A6 % I
/N

Hopt 527 77 %2
[0047]  NiFEf#, BARCVEEE A HPENHIA , S AR BT 7 fd , (H AT 1 #6554 B 78 3L
T = B ] E I B (%) SO 225K (1% 91 e PR s (3% A R B PR Y 1] o AR 77 T A0 s A % e 3 T £ LA
BRI BRI E R A
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