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1. —FhH0 IPN-a )8R UK, ZHUIR RPN TPN=-a F5g B HiE OF3 i AJEALPTLAE,
HALE SEQ ID NO 3 [JFRBER AR AN SEQ ID NO :5 [ E R ARl

2. — ML IFN-a KR FEREDUA, P EA -

(A) B8E, ZRHEESH N CDR :

(a) T SEQ ID NO :7 7RI L1 ;

(b) 1 SEQ ID NO :8 A7) L2 ;A1

(c) 1 SEQ ID NO :9 A7) L3 Al

(B) EHE, ZEHSH N5 CDR :

(a) #1 SEQ ID NO :10 FixM HL ;

(b) 41 SEQ 1D NO :11 Jif7ff) H2 s H0

(¢) 41 SEQ ID NO :12 7] H3.

3. WIBUHE SR 2 Jr ik i) 5 ve U, PR R IR P4

4. WIRCRIEESK 2 Prak () 5 e B, i PUIAA iEPiiA

5. UMK 2 Pk (# B o B HUAR B 9 NPT

6. — P BSIALIR 5> 1, 145 T USRI B K 1 iR i S e BE B ik .

7. — P B IEIR - 1% T ORASBCREK 2 Pl ) R s FE B

8. —FhERA, BRSO EE K 6 BT TR LR 7 T o

9. — P 40 M, 1240 e AR EESK 6 B 7 BT IR 73+ Ak 1)1 T 40

10, = A QORI EE R 1 8K 2 PR i B8 v BRI v, T VB4, FEAE b i i s b
PR IIIZIR T A Rk T AR TR LRI 42T, B 92 AL R T4 118 =40
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PL-FHE o BIPUER

[0001]  ACHIE S HIE H A 20024201 H 29 H . HIE S 4 02805351. 6 ( [H R HiE 2 % PCT/
US02/02709) « REHZFR N “Bl - TILE o WPUER” BRI HER 2 R HE.
[0002] KHHE =

% RR S

[0003] AU HHEMA B3P Kt RIMEST —TPN-a B g B Hi AR I 77 AR ARE PR 25 2, IX Se i AN
KA IFN-a WS HA 3 OV AR IR W OX Eeht -IFN-a HiiAfE2 i 51697 S
IFN=a [ IEIG AR SCEA , o il 2 B B S 2 s 4 i i 25 (O R PRy (IDDM) 14 B 1F
LLBERIE (SLE) IR

[0004]  AHIRECARMIHIA

[0005] FPiZE —a (IFN-a)

[0006] AR TR ZR BT R IR A2 EATRIBUR TR M, (HBE S B 9T B T 5 ax abag 0 41
MR 7 K 2 i . T BTN RTE R T — M B 7 1l 2 K%, B4 < IFN-«
IFN-B8, IFN- &, IFN-® UL % IFN- 1t (Roberts 2 A, J. Interferon Cytokine Res. 18
805-816 [1998]) » M THIJC N & F HIZE R gabd 3 B2 40 A T B s b . Hof IFN-B 78
RALEFNME A RBN Y b i — TR R G, 76/ SR & R0 T 10 it 15 FLLE A
[F] ) TFN=-a PR, HoAl T RFPL = A FR, B, S50 TEN= 6 , - FI=E[ TPN= ©, ZEFA K
IFN-o o Ak, AT BT A TPN- o KGRI Z A0, B TRN=-8 R TRN- o 5K
IERA B BT T A IRN BoRES R GG — D24k, 2 H 2/ MM SIEE B . 7
— 7, AR B — s IRN- v AR5, 3 B8 — M52 4k .

[0007] R FTA I 1 & IPN, A HE TFN-a , #8557 H oo 55 R0 B 18 58 3 F i I8 o B
T 45 1) 9 B B GY 0 b 9 (Lefevre 28 A, Biochimie 80 :779-788[1998] ;Horton %%
Cancer Res. 59 :4064-4068[1999] ;Alexenko %2 A, J. InterferonCytokine Res. 17 :
769-779[1997] ;Gresser, J. Leukoc. Biol. 61 :567-574[1997]) , {H i JLFH A & % K
Wity IFN @ [3RIEIE N 5%, B 25 AR MR 15 2= ORUZRL B PR (TDDM) A0 4 B P 21 AR
(SLE) .

[oo08] T AUMEIRA, W2 B L Ho 5 B s sl 15 2% R AL 0E s (TDDM) , J& — A 5
B G AR R AE 2 B B RONME T R LA B S S TR IR B 40 L ) B B P A B
(Bach, Endocr. Rev. 15 :516-542[1994] ;Castano 1 Eisenbarth, Annu. Rev. Immunol. 8 :
647-679[1990] ;Shehadeh #11 Lafferty, DiabetesRev. 1 :141-151[1993]) . IDDM f¥J %5 ¥
AR RO, W R s AR By R P S AR AT (PTRE R R ), R B4l R A
B RGN E RN VF2 4 ML BE7, A0 45 IFN-a MLIFN-v , 25 7 A 5 6 s) )
o 789 o0 [ TDDM 5 PR i F£ (Campbell 28 A, J. Clin. Invest. 87 :739-742[1991] ;Huang %%
N, Diabetes44 :658-664[1995] ;Rhodes #l Taylor, Diabetologia 27 :601-603[1984]) .
il n, LA R U AR IDDM P A ) B4 i P A7 AR R Tfn— a mRNA 3% 38 M %0 2 Je B
IFN-a (Foulis Z£ A\, Lancet 2 :1423-1427[1987] ;Huang Z£ A, [1995] [A] I ;Somoza 2 A,
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J. Immunol. 153 :1360-1377[19941) o IFN-a FRik5 A A EEALAH R 549 MHC)
I, BPURK SR EH K Foulis ZE A [1987] [A] L ;Somoza 25 A [1994] [F] L) . £ H & ik
PR R4 1) P R i A5 S A Y ( 5 T SRR AR5 (1) DPBB K BRURH RE M7 B AR BRI/ R ) o, JiR
By Tfn— a mRNA [R50 TR R ABE PR (Huang 25 A, Tmmunity 1 :469-478[1994]) .,
AN 24 S ENIR R SR 87 —Tfn—a MRS LR/ RUR 2R T 1 T 5 98 (A FE
B2 IMAE R R (Stewart 25 A, Science 260 :1942-1946[1993]) ,

[0009] 5 ok g i 40 M A X0 95 A0 140 SSORE PR s P I 0 95 B 1 S R TR R B R A 1K TFN-a
AR IR B R R . 5 IFN- o AR BB R = AR A — 20 CBR Bl S AR W 2
S H = A A0 M ARG B 4> T —1 (TCAM-1) FITHLAT, 2843 1, iX 2 S EUBE S R I A 40 e itz A
(Chakrabarti %%, J. Immunol. 157 :522-528[19961) . 14}, i 117 5 66 & P9 i i 2 8 40 i
AL 4 TCAM=1 FIB7. 2, IFN-a {&3F T T 4055 (Chakrabarti 25 A, Diabetes
45 :1336-1343[1996]) . IXLLHFFAR SRR B M FIHFRIE IFN-a 755 & ffz ik
B PR BB P ] RE R BRI . ARV 2 A R IFN-y 3 KOG ih Zh s i vpr TDDM
()R A (EEZ 4N B R 7 R IE 5 N IDDM 2 TR ARG AR 22 o LR A0 Aride HE i Lo 0 S bk
I M2 N 1 — 4R 3 IR B, PT BB R IR AR TFN-y (W4 M. T AEAS F ARt i i 1)
BEMPERA R IPN-y KES5A 1D 2 (R EXR.

[0010] MR 4 5 M 4L B IR & (SLE) 5 A IFN-a ik K F ()38 i, IFN-a 35 & SLE
99 B oL 72 (Ytterberg 1 Schnitzer, Arthritis Rheum. 25 :401-406[1982] ;Shi %25 A,
Br. J. Dermatol. 117 :155-159[1987]) o A NJE MR IF 2 H AT IFN-a IEH THRITRIE S
o mE G, W SR R BRI e 5 R IR MR 28 o 55 TEN-a KT Sk B 5 i vk
(RN AH— 3, CRIE R IEN-a Y397 w3 & %z K38 (41 1DDM, SLE DL K H &
G Pk BRI A ) O BB B . 9040, B 9Y R B A A TPN- o A D Pm R T
2> 5| # IDDM (Waguri 2 A, Diabetes Res. Clin. Pract. 23 :33-36[1994] ;Fabris & A,
J. Hepatol. 28 :514-517[1998]) 8% SLE (Garcia—Porrua 2 A, Clin. Exp. Rheumatol. 16 :
107-108[19981) » A TFN—a J7 ¥ ¥R 97 M % &7 %3 B B(CBV) JE 4%, i 5 TDDM 1) 51 &2 4H
¥ (Chehadeh %5 A, J. Infect.Dis. 181 :1929-1939[2000]) , 2% el #h, 7¢ JH IFN-a ¥4
STHIEIE R ZE T H 2 DR S &I TDDM 8¢ SLE (Ronnblom 28 A, J. Intern. Med. 227 :
207-210[1990]) »

[0011]  PUikIrvE

[0012]  BfidE — 2L s (mAb) B HEVE T AR B VR o B R A 5 1% , A 2R sl
FUAVE N IGIT I C 3845 Tk i 22 (1452 . 1986 4F35 [H £ A2 8 (FDA) 55— DM LVERY
mAb S FH T VA7 [F A S R B W HE 5 (93T —CD3 (OKT3) o 5, mAb 453 ¥ Bk s5 4 K 2k
T, JCHSE 1994 45488, AT AS mAb BEHEAE R T AN ARIRTT o IX L8 HE 1994 4 H TiR97 7
R AL A R T AR RIEHIR eoPro®, 1997 4F F T 95 IR Ff S (A B KA HE 5 S I ¥ Zenapax®
($% -CD25), 1997 4F FH T34 77 B 40 M =l 2 77 4 9k B8 1 Rituxan® ( $T -CD20) , 1998 4F
B T it v B B 9 BB S 78 1999 4F I 9877 28 R T 5547 42 1 Infliximab®
(T ~TNF-a ), 1998 4 F T 7 s [7] o 53 AR R A 0 HE R S I Simulect®™ (3t ~CD25) , 1998
S T RN R e 9 Synagis® (HUMEMLE & MR F & A ), LUK 1998 4EH TR
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J¥ HER2 iof FiF 3 15 1 5 7 1 7L IR 98 1 Herceptin® (40 ~HER2/neu) (Glennie F1 Johnson,
Immunol. Today 21 :403-410[2000]) .
[0013]  HL —IFN-a Hitk
[0014] 28 50 vu [ HULAA IR JT T PURE AT LLSZ A () 9 93 R A A0 455 A7 I L8 HL o 3 3L 4 ¢
KPR . B, B8 F1 SLE SR ILVE A 47 AE R AMLAE TDDM o figé B 2R GA ) TRN-« 1
U, A2 V097 P T POX e (¥ AR s . XA A T IFN- o SRIAH 76 MRS I
o BE B e B & S e a7 M. 78 A IDDM(Foulis %% A, Lancet 2:
1423-1427[1987] ;Huang %% A\ ,Diabetes44 :658-664[1995] ;Somoza ¢ A, J. Immunol. 153 :
1360-1377[1994]) F1 A SLE (Hooks Z& A, Arthritis & Rheumatism 25 :396-400[1982] ;
Kim 2 A, Clin. Exp. Immunol. 70 :562-569[1987] ;Lacki Z& A, J. Med. 28 :99-107[1997] ;
Robak Z& A\, Archivum Immunologiae et Therapiae Experimentalis 46 :375-380[1998] ;
Shiozawa Z& A, Arthritis & Rheumatism 35 :417-422[1992] ;vonWussow 2& A,
Rheumatology International 8 :225-230[1988]) — &, HFlkBIHELS IFN-a %,
HL IPN-B B TFN-v Jook. [T, $1 T8 3% mAb ££ TDDM B SLE H i) Fil R0 K £ 4%
CUPSRASZPTA I ) TEN- a PRV A e e it rh A ANG 12 TFN- B 80 IEN- v FRAE A ] S 1k
WL, R S R BTE E se EE R T e R TR B B B B R M
[0015]  ELAR VA FAR U6 — 48 mAb X — @ E B I EA N TFN-a WA E7R T RV, 5
RIRIRE AT 43 B B2 TFN- o NP2y B 0 20 s X6 S0 1R A A I 1 40 T 7 A 1
IFN-a WANREW T FIEE S (Tsukui 28 A, Microbiol. Immunol. 30 :1129-1139[1986] ;
Berg, J. Interferon Res. 4 :481-491[1984] ;Meager F1 Berg, J. Interferon Res.6 :
729-736[1986] ;US PatentNo. 4, 902, 618 ;H1 EP publication No. 0, 139, 676 B1) .
[0016] BRI AT AN BE £ K 2 48, PR B A 1 TFN-a v 2977 B8 A R 6 37 289 [R] i A
FHHETIMERAEYIREM DL -IFN- « HUEFIRAFRE.
[0017] KTk
[0018] AN B LL—Ff 80 vu FEHUAR I IT A A AL, 1% 50 s P BT A8 SEE h R ILRE AT A
7 R A A R BN IEN- a WEARSHPR A RIR N TEN-a N2 ({7 K5 40 o
[0019]  —J5[f, AR BHHRAL T —FhPi A IFN- « BRTREHUIE, IZHURRESE & 40 N IFN-«a
A . TFN-a 1, IFN-a 2, IFN-a 4, IFN-a 5, IFN-a 8, IFN-a 10 PL K& TFN-a 21 Ff A F1E A4
WiE . S —J5 1, AR ERGL T —RhReSE G P N TEN- a SRR AD) S BT
IFNa B yaEHiiR. AR BRIP4 BE B2 FRARSGEE R T B A IFN- o HAEYENE. 18
—ASEF R, AR BT RE R HER A IFN-a [AEME TR 20 60 % 5 E /0 70 %, B0 HE
Z0 5%, FHED 80%, FHERD 85%, B2 90%, I H T fER D 95%, tE R /D
99% . 1E7 LB, X PP AN TEN-a A3 PR ) 2 g FEBUARAS RN TEN- B [RAH R
ETE .
[0020]  HARA IFN=-a [AEYEMER] LLZ TFNAR2 5 551 o 45— BARSEEM] o, A B3R
LB IFN- « By FEHUA BRI 45 & A I BEE AR EATA N TFN- a M7ZY 3 FH I TFNAR2
EATEMERE D 60 % B E D T0%, BHER D 75%, FAEE A 80%, FifEF /b 85%, M ELE SR
>90% , BB FAEE > 95% , et F > 99% o 1E 5y — S H AR BRI — PPN TFN-a
BT DUA, TR S SRR N IFN-« WY 1.2.4.5.8.10 F1 21 FH-PHIT IFNAR2 45 &5 MR &
5
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b 60% 8k /b70%, BiER /D 75%, AR /D80%, FER /D 85%, b EAER /D 90% , I B
FAER /D 95%, mfE 2> 99% . 785 — L HEE P, BT TFN-a B EHiAA 5 A TFN-8
LTSRN

[0021]  Hr A IFN-a [FAYREER CLEdumEsatE. £ SLifl o, LA IFN-a 5
TEEPUARE ST A EEEAR FFTER AN IFN-a WAISE S IF R um S mtE. £
W, %P IFN- o B rCEHIARESS & A IFN-a LAY :1.2.4.5.8.10 H1 21 FFrpA
HYUREETE. 75— HARSHEE , AR IR PT N IFN- o B E PR R 455
[RIEREEAS E A N IFN- a B IF A ML G a5 1 1 22 20 60 %6 52 2D 70 %, A &2/
75%, FAER/D80%, FER /D 85%, B E R/ 90%, I EFHAER/D95%, mfER D 99% .
LEEA g — S b, AR R OL BT IPN-a B BEHTIRRE S A& BEA N IFN-a WP AY 1,
2.4.5.8.10 F1 21 FHrp MHPUHRETE R 220 60 % 8> 70%, 2D 75%, 2D
80%, FfE &/ 85% , I EAE R /D 90% , IE B A 2 /> 95%, feftE /> 99% o fEILA I — 5K
JEA Hp JX R AT TEN= a0 2305 PRI B s FEBUA A AL TFN- B BP0 590 M
[0022]  pEHTAT] LR/ B NIRRT ER N BT . IEHTATT LR /DB TFN-a g
BEPLIA OF3 Be i AJEAL A TR A 13 (V13) sk HHiR A AR s e B RS
BN IFN-a B OF3 B NI Bk & T A gh G564 EAHIFIR) TPN- o RAL B, 41
un, X — BRI ZH A2 2001 4F 1 H 18 HAFINAE ATCC 8 3% 5 No. PTA-2917 f#)/)»
FASAT T AL &R 9F3. 18. 5 P ZAEIHT —TFN-a Pifk. 55 —SLiiflrh, A&k 4L T /N
B/ AR ETEBIN IPN-a By FEHUAE, PR S H WK 5A(SEQ 1D NO :1) Frosi/ i
R ] AR B R S FE S - A1) RN/ R BB (SEQ ID NO :2) Fos )/ el B4 ] 2% 45 ) da e
BRIP4 o T8 —SEE H, AR PR T NPT TPN-a B ssBERUAR, PR & A Wi
5A(SEQ ID NO :3) Br7s B AR AR 8 RT 22 G5 i) I 2 ZE B 7 41 A/ ¥ 5B (SEQ 1D NO :5) it
NN B W] AR G5 R R P )

[0023] 4Rt T —FrPi N IFN- o Brd P, Pk R S5/ RPLA IFN-a BriBEHi ik
9F3 B H AJRAL B A B GG A FAHRIMA IFN-a WA 1,2,4,5,8,10 f1 21 EER
fro ASCIEHEHE THIN IFN-a BEBEPLE, Ehifkfe 5 /D BB IFN-a HrBEPL ik 9F3
T SRR TAN-a TR 1,2,4,5,8,10 Fl 21 AHEE 5.

[0024] Rt T ASCITIRAT—HUAIR 2 B RIZIR 7+, & %50 B IR 7 1 K3
A, BEAZAZ IR 7y - FE A B AE 32 40 MR A2 TR K 70 T VA B AR AR 2L R 77 3R IS I
SAE TN BE IR A 3 40 DL AR e BT AR FR AT e M M A = 4n e Rl sk Bk, TR T RLZ
1gG RAMNLALLN TgGl, 1862, TgG3 B 18G4, A B3 [ A& Hi 4 v B Fv, scFv, Fab,
F(ab’ ), il Fab’ B,

[0025] 55— 51, AR BHERAE T HUN IPN-a Hg B PR e s L i B eI & IR
CDR ( &1 Kabat 2 AT 7€ X, Sequences of Proteins of Immunologicallnterest, 5 TLhl,
NIH Publication 91-3242,Bethesda MD[1991], %5 1-3 %% ) : (a) 3 RASQSVSTSSYSYMH (SEQ
ID NO :7) FJL1 ; (b) 2 YASNLES (SEQ ID NO :8) [ L2 ;UL K (C) 2 QHSWGIPRTF (SEQ ID NO :
9) ) L3. A FEEB ARSI IEN- o SRogBEHUARRS BRI n] ARghik. Ak
BHEE RIS AR IFN- « BgfEHiiARE 2 Ik, 2 IS AR/ Nk &R AR 45
M2 B IR T ) B G PR 2 IR SR P41, Hop ATCC 2001 4 1 H 9 HARAFI &
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3%'5 4 NO. PTA-2880 [#) XATFN-CHLpDR1 ZZ A Fréaid. A% HKTEHISBFEDLA IFN-a H
SUREDL R EE 2 K, & 2 RS N IR R n] AR 4 i U R R 7 4 B N YR B 2 ik
FILMITA), Hofl ATCC 2001 4F 1 H 9 EARAEIE 35 4 NO. PTA-2882 [f] VLV30-1gG #& /4
EICE

[0026] A — T, ARG T HA IFN-a B AT A B S8 E Tk
CDR : (a) 7, GYTFTEYIIH(SEQ ID NO :10) [¥J HL ; (b) X, SINPDYDITNYNQRFKG (SEQ ID NO :11)
[#) H2 LA & (c) 3 WISDFFDY (SEQID NO :12) [ H3. ANk BHRJEE B FEHT A IFN-a &
LlEDUAERE B ERE AR A . AR TGRSR IFN- o BoaBEPLIRE BE
ZI ZZ REA DR/ NS HEERE A AL X 2 SR 7 A1) A ik B P R 2 IR R
F1), Hofg ATCC 2001 4F 1 H 9 HAFRAFEK% 555 24 NO. PTA-2883 [#] XAIFN-ChHpDR2 {4 i &
5o ARKRPRTEFEISBFEDIN IFN- o BRIEDAERZ I, X2 EA N ERE AR X
AL SO N ERE 2 Ik R 741, Hol ATCC 2001 4F 1 H 9 HIRFHIE RS
k1 NO. PTA-2881 [ VHV30-1gG2 2 /A& 4 .

[0027] Y — 5T, A% WAL T HN IFN-« B EHi, e s o) 204K
B B BT A A IR CDR : (a) 3 :RASQSVSTSSYSYMH (SEQID NO :7) F L1 ;5 (b) =
YASNLES (SEQ 1D NO :8) [ L2 ; BL f (C) X QHSWGIPRTF (SEQ ID NO:9) [ L3 ;(B) % /b
— SRR B BATE AW CDR < (@) X GYTFTEYITH(SEQ ID NO :10) f H1 5 (b) 5K
SINPDYDITNYNQRFKG (SEQ 1D NO :11) [ H2 ;LA A (c) 3 WISDFFDY (SEQID NO :12) [ H3. Ut
HUARTT LR A B B A DUk s — R B R 2R DY B AR S50« AR BH IR
BAAREHE S TEPu, /N P, ik Eduik, NIRWHUE, BINBUE. i@t 7 A& Pt
7, ZHUERE S (D) DR/ NS TR RERT 22 X 2R 79 SO ik & PR R 22 IR 2R R
4, H i ATCC 2001 4F 1 H 9 HARAEII B 555 4 NO. PTA-2880 [#] XATFN-ChLpDR1 2% 44 f
Gt s (2) AR/ NECE TR ERE ] AL X 2 TR 7 41 B AN ik G TR LB 2 IR R )
HH ATCC 2001 4F 1 H 9 HARAFEIK 35 4 NO. PTA-2883 [#] XALIFN-ChLpDR2 # 44 it 4mhd .
AR T — A NI PR, Z PR (1) NI B EE ] AR X S B 7 41 Bl A
NI RE 2 IRz 5T 41), Ho ATCC 2001 4 1 H 9 HARAF IR %5 4 NO. PTA-2882 [
VLV30-1gG 2 AR 4ats s A1 (2) A YAk H T 8E ] AF X 2 S 07 41 s A IR E B 2 IR
BB 751, Horft ATCC 2001 4 1 H 9 HARAF IS5 0 NO. PTA-2881 () VHV30-1gG2 £ AAHT
i,

[0028] AT — 7 M, AR IR T EHAMERAK DA S 25 ]2 8RR
EHRIZMAED.

[0020] & — 71, AR HIRAL T i2 W 540 IEN- o SREAHICRASH I, S a4
FEAEHT —TFN- @ HLAFEAn A Mo HA I TFN- o BI4FAE.

[0030] I — i, AR BHERAL TIRIT I E S IEN- o FRIAHH KB BRI 7%, 1%
TSR T BEAME NPT -IFN-a Pifk. ZEHLWMAEL, MEALEE . Z
YA 2 B B G5 PR , A0 fig B B OB MRS OB (IDDM) s B PRZTBERIE (SLE) B 5 %
P2 1 FUIR IR %%

[0031]  AKRHILW K -

[0032]  54. —FhHL IFN-a R BEHUIR, ZPifA S 2/ TFN-a WA :TFN-a 1, TFN-a 2,

7
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IFN-a 4, IFN-a 5, IFN-a 8, IFN-a 10 1 IFN-a 21 Z5& I rh fH A= 1k

[0033]  55. 41I 1 PRI, ixPUiR A RPTHA

[0034]  56. W 1 Frik IBLAER, bR NIRADLIE

[0035]  57. W 1 Frik IBLIE, bk Abifk.

[0036]  58. 41T 1 ik P IA, Horb Bk A=) M o 20 Tk

[0037]  59. 4Nt 5 Frik fIPLiA, Horh FriRPrAge b AT iR IFN-a & WAL 22 /b 70 % (1)1
e

[0038]  60. 4Nt 5 Frik BIP ik, Hrh FriRPrAse rh AT IR IFN-a & W28 22 /> 80 % (1) Hi v
B

[0039]  61. 4Nt 5 Frik A, Horh FriR P A rh AT IR IFN-a & W22 22 /> 90 % (1) Hi
B

[0040]  62. 4Nt 5 Frik P A, Horh FriRPiAe rh FPTIR TFN-a & W72 %2 /1> 99 % (1) Hi
BRI

[0041]  63. WIT 1 FrikIPeE, bk Re 5 MBI IFN- o HogBEdiih 9F3 s N JEALER
ik GRS A LAHFK TFN-a RKA7.

[0042]  64. 40T 1 Pk IHTIA, iPUAE MPT A TEN-a BFERESTIR OF3 B A U5k Bk
HIER

[0043]  65. WIT 11 BTk PR, P2 NIEAIIPIA IFN-a H5g EHLIR 9OF3 AR A
13(V13),

[0044]  66. W1 1 Fral LAk, &bifk e s 2001 42 1 H 18 HARJK T ATCC [ fRiR ‘5 4
PTA-2917 [RIZ4ATI8E 40 0 22 T 7 AL BT IEN- a HiiR g4 3 A FAHE IFN-a 4.

[0045]  67. WITH 1 Tk IPLIR, ixHifk ol 16 2.

[0046]  68. 41T 14. FrikPifh, ILPLIAEH 1eG,, 18G,, 1gG,, BY 1gG, FIFHAL,

[0047]  69. 41T 1 Frik IPLAR, Lk A Puis B

[0048]  70. 4nIit 16 Frik Widitk, &HiiAA Fab B

[0049]  71. W1J 16 BTk, EPifAA Flab” ), Fr B,

[0050]  72. 1T 16 ik (A, 4IRS Fab” B,

[0051]  73. —FPdi [FN-a PLARBEE B xR R eIl BL S T 41 CDR -

[0052]  (a) fk2%3 RASQSVSTSSYSYMH(SEQ ID NO :7) [fJ L1 ;

[0053]  (b) fk2%~3 YASNLES (SEQ ID NO :8) f¥] L2 ;M

[0054]  (c) fk2%:3 QUSWGIPRTF (SEQ ID NO :9) [ L3.

[0055]  74. W13 20 PRk HL IFN- « HUiRRRaE i B, i RE v BOS FRERT AR 250 5
[0056]  75. —FPhr IFN-a HLikEREEIL v B X R B A BLS A T 1) CDR -

[0057]  (a) 4k%%3X GYTFTEYITH(SEQ ID NO :10) [ HI ;

[0058]  (b) k2%, SINPDYDITNYNQRFKG (SEQ ID NO :11) ] H2 ;

[0059]  (c) $k2%=% WISDFFDY (SEQ 1D NO :12) [f H3.

[0060]  76. IT 22 PR ¥HL IFN- a HUORERE B, 1% Ak A BN SAE ] AR 25 F 3
[o061]  77. —Fh¥i IFN-a Hiik, EPiAESH

[0062]  (A) Z/b— 4R REaIL B 2R R B BE B T 41 CDR -
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[0063] (&) fL2%7 RASQSVSTSSYSYMH (SEQ ID NO :7) (¥ L1 ;

[0064]  (b) fk2%5X YASNLES (SEQ ID NO :8) ¥ L2 ;

[0065]  (c) 4L QHSWGIPRTF (SEQ ID NO :9) [¥) L3 ;f

[oo66]  (B) #/b—4cEBEEIL B, i ERE B v BL B T4 CDR -
[0067]  (a) 4k%=X GYTFTEYITH(SEQ ID NO :10) [ HI1 ;

[0068]  (b) k2% SINPDYDITNYNQRFKG (SEQ ID NO :11) [¥] H2 ;A0
[0069]  (c) 4k2%=% WISDFFDY (SEQ 1D NO :12) [f) H3.

[0070]  78. WK 24 PrikMHLAE, PR HA R BT VY SR AR S50, i 4540 & A M i
B PUAERE - BREXT

[0071]  79. 43 24 PR KB, ZPUAR Bk,

[0072]  80. 4nTit 24 Frik BT, & PLIA N RPTik.

[0073]  81. A%l 24 PriR KB, ZHUAE N ik S HLiA.

[0074]  82. 4T 24 FriR I, B NIEALHLA

[0075]  83. 41T 24 FriR ML, LA NPiik.

[0076]  84. —Fh4r B IALIR Ay T, %4> T-4mhs 0 1 BT fdi ik
[0077]  85. —Fhor ESIIRLIR 7 1, 1% 4> T4mh I 11 iR ik
[0078]  86. —Fi 3 BIIRLIR 7 ¥, 45> T dmbs I 12 ik iidiik.

5T,
[0079] 87 —FHAMEIIRAIRS T, 0 ARSI 24 A IOHLIK.

[0080] 88, A BRI S T, 0 T4RHSIIL 20 AR ISPk i Sk BLAEHE B
[0081] 89, S BIIRAIR S T, 0 T4RH5II 22 AR ISP L o HE T L.

[0082]  90. — B HIMLIR 7 1, % B IR 4y & T 2001 4F 1 H 9 HAE ATCC {& 47
(18 5% 5 PTA-2882 HIEA P d i BE 2 IR IR 41 .

[0083]  91. —Fh 3 EWILIER > 1, %0 AT 2001 5 1 H 9 HTE ATCC RPN ER T
PTA-2881 FI# & 9w i 5% £ BRI R 2 51 o

[0084]  92. —FhEAk, LA S H I 31 £ 38 AT TP IR K% R 4

[0085]  93. — P 4 MY, %40 M2 A I 31 2 384T — I T il 1) 1% %%ﬂcéﬂ'rﬁjzéﬂsl
Jido

[0086]  94. =AU 1, 11, 12 F0 24 (A — I BT R BUAR IR 7 45 107 V248, 7EAE 4t i%
FUABRIRL IR T ) 308 T DU & T, 598 A IR T4 118 40 .

[0087]  95. —Fh AT AN ML R, XA AT TG A MO AR A T 31 & 38 AR AT — T Tk () A% R 4
To

[0088]  96. —FiAMATIR4H ML AR, 4 A ACIE AN I 25 tH ATCC T~ 2001 4 1 7 18 HARSE, E3R 5
by PTA-2917.,

[0089]  97. —FPI 42 Pk () 4% AT 40 fi J 7 AR BT A

[0090]  98. —Fh WA AW, AWM EWEH E L)% a2 R RIR G A SR
B WIS N FOE RGNS

[00901]  99. —Fh WA AW, ZLMAEW EH 5% Er 2 s B MIRE NA R E
I 11 ATk IGPT ik

[0092]  100. —FPZMA G, ZAMAGWEH 5245 LB N8R A A S E
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(I 12 BTk AR o
[0093]  101. —FHHMAEW, ZAMH VS5 4% Bl 2 Ia 8RR G A e
(RITH 24 BTk ALK o

[0094]  102. —FHZWI 4L TFN-a RKEA KEEM K75, &7 E AR T iR 40 i
5001 iR iIHt TAN- a Priksefd, JFR TRN- « fIf74E.

[0095]  103. —FfyRy7 5B E RN IFN-a RIEF R WE K715, ET AR T Frid
BEAMERWI 1 PriRHL IFN-a Hiik,

[0096]  104. it 50 k5%, Hoi ik g A FLah P 85

[0097]  105. 4t 51 Frdk 755, H ik g Ao

[0098]  106. I 52 Frik Ji ik, Jorp il e A 15 B 92 I 09 o

[0099]  54. 4T 53 Frik 77 vz, Horb rid e ik B T 5 2= MO0 JR e (IDDM) 5 /14 5
PELLBERIAE (SLE) sH1H & Gzt BRI A .

[o100] KA

[0101] 1 ZRHFreAEPTN IPN=-a B30 B BT ) Sms 1 7 1

[0102] 2 RIN/P BTN TFN- a mAb (9F3) RerP AT A TFN- « PR3 R (H AR rp AT 4
IFN-B o PR T 76 mAb  OF3 ¥ & WA st iz TREN R AL g8 (BMC) JiRERAE A549 40w 2E
KD PR 2R A 7E mAb 9F3 B Z I BT 7= TN 3545 (00 25 AL RN 2 1 1 23 Lo
[0103] ¥ 3A-3B B/n T HE4HMTHLE (Sigma) (&l 3A) MWk LRI M T-H03 (NTH 275
i Ga23-901-532) ( & 3B) WP AIE M. 72/ 3A 1, 200001U/ml ( 5.0 4% ) 85 500010/
ml (ZFEHAE) WA THE (Signa Product No. 1-2396) 575 XY ( AN )
(BL“="37R ), 10 :g/ml /M TgG AR (LL“mIgG 3o ), B 10 :g/ml mAb 9F3 (LL“9F3”
For) —BEF . W E MBI R RIE R E . P g 38— X e - 244E .
TEE 3B 1, JE T AR R mAb  OF3 FEAEBANAEAE T, R EL B PR ZAE 10 (5
o) B3 A TU/ml W EVER o w40 s 22 N R B TR A T T . R4
FA— A e A4 .

[0104] & 4 $i3iR T KT B R WRE (EMSA) (4558, %8 IFN-a %47 ISGF3/ISRE
REWLL K 9F3 mAb BEBHIEIZ R SWIIE Ao TEAZLEBE 2 25ng/ml W N TEN=a 2 (LA
“a2” KR ) BUIFN-B (BL“ B 7 387 ) B H 10 :g/ml WAL 9F3mAb ( BL“9F3” IR ) B,
/N TG X HEPLAA (L “1gG” 3R ) AT T EMSA.

[0105] & 5A &on T /M 9F3 (/8B SEQ ID NO :1)  AVEAK 9F3 fiiiAs 13 (V13, SEQ ID NO :
3) FHLA AT AR X 555 « T W (huk T, SEQ 1D NO ;4) [e4E ] 25 X [ & 3L 1 741 1)
HEZXT . CDR (L1, SEQ ID NO :7 ;L2, SEQ ID NO :8 ;UL A% L3, SEQ ID NO :9) LU FRiIZkse
BoRe BRI S 1R Kabat 25 A, (1991) [F E. RSB/ OF3 F1 V13 FE41) 2 8] 2
S, UL K 9F3 1 HuKI FEFI) 2 [A) 122 5

[0106] & 5B &7 T /B 9F3 (/NER SEQ 1D NO :2) » A4k 9F3 ilR4s 13 (V13, SEQ 1D NO :
5) ML AN A AF X S 111 Wik (hulll, SEQ ID NO ;6) [ EEHER] A5 [X R 28 B8 2 41) 1)
HEZ%FEG . CDR(HL, SEQ ID NO :10 ;H2, SEQ IDNO :11 ;L4 &% H3,SEQ ID NO :12) DL FRIZk5e
HE7R. TR 5 1% Kabat %A, (1991) [Al b HE SHRHI/NR 9F3 R VI3 JF41 2 8]
# 5, LUK OF3 T hulll 42 B2 5
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[0107] Kl 6 Eos¥ifi mAb OF3 (2K ) MIfk& 82 H it CHS-2 (A5 ) Xf 2oL 78 (EMC)
i EF MO i AB49 ZH U B ZH TEN- « VRS A K A s vk o

[o108] & 7 fifiik T AEAL OF3 RS 13 BOREAY. VL AT VH 5K 1 48 87 4t . CDR
LBt R IFERRC (L1, L2, L3, H1, H2, H3) . HEARMUEE A B/ LA AL 0 L3 (B3R 7R O
PRIl T iR .
[0109] L% S
[o110] A EX
[0111]  BRAR S A Ui B, A SCHT H I BOR SR RTE BAT AR B P Ja el 18 B R A
AL E PR AH R S . DL, 40 :Singleton 25 A, Dictionary ofMicrobiology and
Molecular Biology %f —fit, J.Wiley & Sons Hiit (NewYork, NY 1994) ;Sambrook Z& A,
Molecular Cloning, A Laboratory Manual, ColdSprings Harbor Press(Cold Springs
Harbor, NY 1989) . & T AKBIRIH Y, TIRATEE M.

[0112] AT AL, RiE“T BRUTHRER 7 28 SO IR R LB A 2RF A0 T 241
RERTAWA, AR TR o, TR B, TIE -6, TIE —o MR -1 . AL,
ARECN T BT E OEHE BRI T AT IRP A WA, A TIE —a,
TIE -8B FMTMER - M HeiIees &L R4z 4.

[0113]  BRAE S AR ALAERE, AT ARG “ T EHE —a 7, “IFN-a 7, “ A FIMFE -a 7,
“NIFN-a ” BLR “hIFN-a 7 238 HARFEAI N o TR ITA ML, G5 B R ¥ 51K
ANFIME - BIA LS. BAK CBRFS) NTIE -o 075 23 Bl 552 % U]
FIHL 5T, X S8t A 5 B s R A R [RIVE PR AN R B R P B (We i ssmann Hi1 Weber,
Prog. Nucl. Acid. Res. Mol.Biol,33 :251[1986] ;J. Interferon Res.,13 :443-444[1993] ;
RobertsZg A\ J. Interferon CytokineRes. 18 :805-816[1998]). A IFN-a FE[A FEALE PR
WK KGR 14 A DA S A LR, 5G4 0Y TFN-a A, (IFN-a 2),
IFN-a B(IFN-a 8), IFN-a C(IFN-a 10), IFN-a D(IFN-a 1), IFN-a E(IFN-a22),
IFN-a F(IFN-a 21), IFN-a G(IFN-a 5) F1 IFN-a H(IFN-a 14) &K, LL k2 /> B FH
80 % [FVEMERITUZER . 28 KR, a (sl T, 2/0EE 5 ANMUZERAM | ADThRetERER (4
SCELSTRN-a 17 8“TRN-T” £ ), iz D e MR R R B 5 TFN-a FE Rl 70 %6 1 [R] 5
(Weissmann Fll Weber[1986] [5] I ) o

[0114] AR CHTAARE“H P AT E —a (WIFN-a) ZfK”, “IFN-a R”, “hIFNARL ",
“IFNARL” F1“Uze #E” &F8H Uze 25 N, Cell, 60 :225-234(1990) i walE K 557 12 FEFL K
SPARER T, A4S 409 DERBE MO 5 R i, 21 FREE RS IR 45 Ry i, DL K. 100 AN L i
W E R, 1 Uze S8 A 229 BT 5 . EIRARTRICEAESA TFNARL afhZikak (BCD)
(B ECD [ B ) 1) TENART B

[0115]  ASCHTHARE “% AT E -« (WIFN-a) k", “IFN-a B R”, “hIFNAR2”,
“IFNAR2”F1“Novick B2 ¥& H Domanski %5 A, J. Biol. Chen, 37 :21606-21611 (1995) JT ¢,
W ) 515 D2 FERR I 32 AR 8 A 0T, 0% 217 DR IR R MRS F s, 21 BRI 25 I 45 A4 28,
H1 250 AR FE L P 45 K88, 401 Domanski 28 AAE 21608 Tl 1 iR, R ARBEAIEESH
IFNAR2 fu#h 53k (ECD) (B ECD B B ) 1 TFNAR2 v B, LA J&& TFNAR2 [ m] %, iy
T PEEREE 74 AL G ¥ TFNAR2 ECD, 5140 F i (¥ IFNAR2 ECD-1gG Fc.
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[o116] 5 T AITFH0E, IFN-a sEFHE 2 RAERIARTE BRFH)7, 248 5N B A
AT 2 IR A A R 2R B P20 I 2 IR, AN B B4 T X X R B 28740 2 K]
M BT S R sUE A/ BSE sOTESHAER A A . R BT Bk
LK Z IR AR LR B e Can, AN HEUT ) » BRI R T
A CmTARBY R 20 ) T SR = AR S AR AR
[0117]  “ZR-AEEHE SN "B PCR™ 5 — M FE s A, 78 H h i (1A% TR RNA F1 / 55 DNA [¥]
i€ F B a0 1987 4 7 J 28 H A JF I3 E L A5 NO. 4, 683, 195 T TR IBAEA Y 1 . J0
i, T B RAT ORI DI i Y2 AR SE R AR R B IR 5 1Y) 1K Le 5|
() P20 55 455 47 G ASAR () A S A (R sRARBL. PRSI 5 RSk B mT 5 4 S84 R
YA B o PCR ] H T3 855 52 1Y) RNA J32 81, AN LR 4 DNA 19255 7€ DNA 7251, 2411 Jifd RNA
LS cDNA, W B AR TR e 41), 2825, DL Mullis 28 AN, Cold SpringHarbor Symp. Quant.
Biol.51 :263(1987) ;Erlich, %, PCR Technology (StocktonPress, NY, 1989). AT H K
PCR &M (EARACA R ) AR I Gl SN T VR R 5, T4 S5 I A% B R i, S,
15 H CAZIRAE A5 | AL R B8 Bl R 19 B A AL R IR R 2 B
[0118]  “Hifhk” (Ab) FI“HEEREEE (Tg) & A MR R R E . HUARIL AT
RE 8 PR IR A5 AR e 1, T S BRER R FE PRI Bk = PR R R M PUARE 2 1
L= R/ 1/ NEERY: NG 21 119 N e s o= e 2 ol 1 N o A =718
[0119]  “HAARBIARA LB E A7 WH 4 150, 000 1E /R 55 VR ARE R A, 25 W
SARFIRR (L) B AAHEIE H) 5. B4&RREE — N s s — 4 =5
e, 1 BANFE M g 2R A R R E R 2 ) A E AR, A ER RS EAASR
FUEEAHTE] B BN ity Bk EBE—um Al A2 X (VH) , B e 2 2 MEEX . B4R
— i A IR X (VL) , oy A fH 2 X R Bk ) PE e X 5 S 15— FE e XAHXT, BB
AR X SRR P]AR X AHN o DA KR IR I 2 SR PR AR SR TE i T e BE AN B B P AR X [R] R 57
I (Chothia Z&E A, J.Mol.Biol. 186 :651[1985] ;Novotny FH Haber, Proc. Natl. Acad. Sci.
USA. 82 :4592[1985] ;Chothia Z£ A\, Nature342 :877-883[1989]) .
[0120] K3 “RIAR” Fe a0 NG OL PiAA Th Al AR X 3L 40 78 7 41 EARILAN ], T A
e 8 LA HRR E BUR 5 G AR e e AR, AT ARPEIE AN A 73 A T HURH A A AR X
e EEPAAE TR ERE AT X NFRIE B b dog ik (COR) Bim B X ) 3 X Berpe 1]
A7 X A B AR ST I B R A REZRIX. (FR) o 4% RAR R B A S 0 ] AR X B8 4 A4
FR X, K70 REL B 1 S#70, i@ it 3 4> CDR AHIE 53 4> COR IR IRER:, AHHEK B 7
B AR5 o BESRHRERT CDR JE FR X B2 521, I 5 53 —8E) CDR — & A4 sehi AR i Bt
Jagia A sl (W Kabat 58 A, [1991] [F] ) o fHERABEES 55 SHURNE G, (AR
H PPN 25 D e, 12 5 HUR BT M 40 Mo 751
[0121] AR B B AL A A R PR &5 & B (FRCA “Fab” B, &% BA
— PR AR ) A—FRRE“Fe” B (AR S T4 iae ) . BEaka
B4 F(ab” ), B HEAMASUR S G AL HAREAC IR o
[0122]  “Fv” 25 A 58 BEHU s N 25 G A0 s I s /D Pk B 7EX0UE Py mp, i X
AL B B 2 e I R R AN SR ] AR X ) R R B FE AR Py P, SRR B ] AR X 1]
TS — R RS IO R, PRI R BN B RE R DL ALL T 008 Py P« 24K S5 AHIE .
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[EARAEIX PP AL A NPT AR X (1) 3 A CDR BEAHYE I #f 2 T VH-VL 3R ARR [ PR 45 607
Mo 6/ CDR LR T T HUAR BT R &5 A0 Fe itk AR, R SRR T 58 38 45 667 11,
—AAARX (B E RPURER T 3 A COR (24 Fv) 8RB IRAI 45 AP R

[0123]  Fab J B & A FREMEZ X A ERE S —1HE X (CH1) . Fab ‘ FBIANET Fab
BLZ A AE T HATERE CHL g5 MBOR B R i 7 LA ES, B SRR BE X I — A EZ A
2R . Fab” —SH $51H 2 X Ptz i A H SR8 Fab’ o Fab”), Bk Bemdl™
A= BRI Fab” Jy B, IS Fab” Br 2 (B BCRE b2 B2 . DA i BUR HARAL 2= R T AR
prA 1]

[0124]  ATATEMEBIDBUA (EERE D) MR TR A ME 2 X (LR T 5 0 AW
MHEAFRMI L —, B « TN,

[0125] R4 A 1H & X &R IT A, R E AT 0 AR AR REEREN
IgA. IgD\ IgE. G Ig, ixX e rp () JLAn] g — 20 73 ol ([EAPAL ) , 4 TG, 1G, 186,
1gG,~ Tgh, Fll Tghyo SN AFRZEGIFERE AMEREEX 2R a8 ey Flp. &
PEBRER AR 2 1) 0 FE 45 00 R0 = YR R0 2 A A RN 1T o

[0126]  ARif “Hifk” FEEHM S ERE W P A B . ARG “Pris” afEhik
Bto AR “Hrik” Bt HE B ow DU, AR PUIR A B fE

[0127]  “Pifk v B A& e PR R —i o, oA e B UAMPUR S S IX B Z X . Hi
A B9 T 4346 Fab, Fab”, F(ab” ) Fl Fv Jy Bt XA (diabodies) s RBEHLMAS> T, AL
FEHBE Py (scFv) 437 s LRI PUIR i BOE U 2 e e ik

[0128] AT HARTE “ B gEPuk” fo WA LR PUAEBREB Pk (Sihiik A
B, R M oz B R BT RN BR T vl eI B AR P AR AR D 52 AR A AW A AR [R] . 5
B BU ik B A R e b, AR — AN PURA . AN, SlE R X AR ke % (%
B0) BIARIBUARE R (2508 ) Sridsl o &, &R s EHUE R PR Bry—
NYPE . BT SRR M, B S BB B0 ] AT IR B Rk A A 1 LA
ST YA E R EIRE . B« 5 v 7 R Z PR KR AR 2 A IEAR b i [E] 5 i
PRHESRAT IR, T AN AR A 7 2 08 I AR AT R ) 7 ke AR e, TR G Kohler 55 A,
Nature, 256 :495 (1975) FAeHiIR A4 7720 & B B4 DNA 57 (L, inse [ LA
NO. 4, 816, 567) 4 FH T A& W S e EPUIR. “ Hog PR IE A FE & A PR IR BRI &
B B RBUR Y B S (By valid ), s Clackson 28 A, Nature, 352 :624-628 (1991)
FiMarks Z5 A J. Mol. Biol, 222 :581-597 (1991) 1 ik 45 A M B (A BT 14 S h 43 B 345 .
[0120] AN 3C B va B UK B AL 8 “ Bk &7 Pk (s ) DL AR Sehiik i i B,
WP EREA ) SURRER — 0 B MR g S T AT AR ) U T R R e 2R e 2R
P BT T AH R e 80 AR R BOAEARL, T B N SR 5 5 — R sh W B T AL slE T 05—
5 B} 2R AR B AR o AE I 7 51 AR (R slAEABL, B A AT R I BT W AR E M (IR T
Cabilly 28 AIZEE EH) 5 NO. 4, 816, 567 sMorrison Z& A, Proc. Natl. Acad. Sci. USA, 81 :
6851-6855[1984]) .

[0130]  FEAN (/R ) UMM “ AJRAL” T2 o2 ik A PR S e Bk B8R L H e 8K B 1 Bk
H B (Wi Fv, Fab, Fab’, F(ab” ), BiHiiRI e HURE & 755 ), b &8 MAEA S
BREE AT AE RSN . AT G B S Bkl (28 k) s Hhisaeia
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2 EAMIUEX (CDR) WL, #ok BAE A (HEEHiik ) Can KR D BREE R )
(R A P A e I SRR NS P R T U . AL, AR ) Fy A48 X
(FR) BRIEHAHN BHE NFRIEPTEUAR . T340, NYRALDUAAT] & 18 52 8 Pk 8 A i CDR
BUHEZE P41 P A R 2k o AT IR g 4fm LUt — PR A LA LR P g . 82,
NGRS H 20 1A, R 2 DNIR BN A AZ X, Hid CDR [X A s S A
AN Y FHE AN S ER S 11 CDR X, 1fij FR X 4230 ak BE A 4 2 A ey BR & 1741 1 FR
o A fEHL, NIEAPUAIE 20 & A Bk EE B EE X ) —&6 73 (Fe) , T N ek ik
. 2407 W Jones 25 A, Nature, 321 :522-525(1986) ;Reichmann Z& A\ Nature, 332 :
323-329(1988) ;Presta, Curr. Op. Struct. Biol. 2 :593-596 (1992) ;and Clark, Immunol.
Today 21 :397-402(2000). AEACHLHELEE Primati zed™, 30+ i fh i 5B 45 41K ok 7
A2 B B BT IR S 5 IR AL R PR AT A

[0131]  “HoBE Fv” 8 “scFv” ik i B & iAA Ry VH L VL X, HAriZ 28X 8 DL — 2 Jik
BEAPAE. W, scFv ZJRIEH 2 VH R VL X2 18] [ 2 k33K, i AT scFv Bt Ji 45 & 1
TEaER . BT scFy igER 1] WL Pluckthun, ThePharmacology of Monoclonal Antibodies,
vol. 113, Rosenburg f1 Moore %% .Springer—Verlag, New York,269-315 71 (1994),
Dall’ Acqua il Carter, Curr. Opin. Struct. Biol. 8 :443-450 (1998) #1 Hudson, Curr. Opin,
Immunol. 11 :548-557 (1999)

[0132] R “XHitA” 15 BA 2 MPURE S0 AU/ DR B B R B AR F— 2 ik
B (VH-VL) " AHE R ERE AT AR X (VH) FIERBERT AKX (VL) o R EEL R 2 A RV
— 5 RS X TR RO T A I T S R I b 4 ) R D 5 A B X T
PR AAL . X T XUBUARRAA SE Z R840, WL EP 404, 097 ;WO 93/11161 ;41
Hollinger 2 A\, Proc. Natl. AcadSci, USA, 90 :6444-6448 (1993) .

[0133]  “/p PR A% E B S HRRIE s A1 73 BE R / sl mi i Pifgk . HR
SRINEE IRV e 173 22 AT Re 2 T AP 2 Wr sG 97 B H 9 e, W] AL F5 i, i DL A
EERARBAER ARG . LIRS, it alizsiiA e (1) 4082 Lowry J7VAMIE
PUAERET 95% UL b, RIFAEE R 99% LA E, (2) #2402 9% 3R N- Rinsl P i = LR 7
FN > 15 ANFREE IR (A EAR A0 8 (3) 25 S 0nis, sROLIE AR G B AE IR IR
BUAEIE IR 4R, H SDS-PAGE W5 A3 —1 . H T WAIERRIRINEL 1 20—, 7
PR A A0 R AL AR U AR RSO R, A B BLiR R a2 b—8
aiAL D R &

[0134]  “HRIPEGUA” 5 —FrPiiE 1, BRI 1 BRI R 0 32 B AR 455 R 0P R
BN 2T RE . BRI, “ A AR 7T TRN= a PR EE I B iR 2 PSRN AR I Dh g, 40 TFN-a
(1) 52 AR 255 DhREAN / BOW 40 i S M I35 5

[0135] XAk B H I, wl WEINHT —IFN-a TR AT IFN-a 2 AR0E AL aE TR RE T,
B, 76 1995 4 6 H 1 H A FFH W095/14930 H BTk [P P8 52 R v 4k (KIRA) R4, 2
R IEHUARPEAC IFNARL/R2 Z B GV B 2 IR R (T EUAZE GmE) e

[0136]  XF A & B H 1Y, P01 18 i I8 X TEN- a Fi 95 B 3 M 09 - F04E A, 903K
BT —IFN-a P A & 1 IFN-a F 40 B Y 25 15 5 B8 /7, Wl Kawade, J. InterferonRes. 1 :
61-70(1980) , 5k Kawade il Watanabe, J. Interferon Res. 4 :571-584 (1984) , 8% Yousefi 2
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N, Am, J, Clin, Pathol. 83 :735-740 (1985) Bk, sl it 78 M Ik TR R AL 1, WA DT
IEN-a Fifhk Al IEN- o SO E S 4T, TH 2 - BR 7 3 (ISGF3) , 454 T T4t 2% il Ik
S geft (TSRE) fi7 AL BB RV BE I K88 7, 4 Kurabayashi %% A Mol. Cell Biol. 15 :
6386 (1995) Ak,

[0137]  “ &2 "FARTE RS PR (W1 IFN-a ) FIZN s ThRE (dn324k (IFNAR2) 45441/
ik FANMNE ) B2 60%, A /DL T0%, Bk B/DA 75%, Bi{EZR DL 80%, kS
b 2)85% , I EAE R DX 90% , IS B AL R /D295 %, meft 2 /D2 99% o P AR S E LI
“CHRAETHUARRE R TPN- a U EIE R R D2 60%, B DL T0%, BiER /DA 75%,
FERDZ80%, fHER /DA 85%, I B =R /DA 90%, I EH 2 /D2y 95%, IfE 2 /DY
99%, {1 Kawade (1980) , [7] [ 8% Yousefi (1985) , [A] b4 E ik 16 BT il 2 IR FE . 765 —
Wk sz, AT “ AR TE” Fidk i T IPN- o g4, BEFRAR TFNARL/TFNAR2 32145
SRR R AL 22 /02 60 %, BRE /DA T0% , Bk B /021 75 % , AR R /D41 80 % , T4+
F /D2 85% , M BEAE R /DL 90% , I B AL R /DL 95%, I dE R D2 99% , 40 I8 2% STk
KTRA 58 il e (SR o AE— eIk S o) o, AR R I dEST TRN- « FiikRE
A, BRFEA AT TPN-a AT ASBE R AT IFN-B o FEASCH, RIE“FEAR 487 g h
FIEPT IFN-a Fifkfpe s /brp Al IFN-a 1, IFN-a 2, IFN-a 4, IFN-a 5, IFN-a 8, IFN-a 10,
DL K TFN-a 21,

[0138] X T-A & BHI H i, $t IFN-a HLIRBHWT IPN-a 52k 45 518, 2 A ER S
SR TR REYR B I BRI B P TFN-a 55 TPNAR2 454 s sk 1y, 5 bRk % vh A
SR B ) TE X HB LA TRN- « 454 TENAR2 FIBCRAHEL B 0k, 5 o R B FiiAAH L,
BEISTIEHT TFN- @ HUARFEAIK TFEN-a 5 TFNAR2 {1454 22 /04 50 %, Bi 2 /b4 55% , B2 /b4
60% , K FE/DH65%, RE DA T0%, RE DA 75%, KE DA 80%, E /DA 85%, I £ /b
21 90%, B /b4 95%, BE /DA 99%

[0139] X} T AR B H [, o] H 8 B 3% 4356 0 2 Pt IFN-a HTIRBHIT IEN-a 45 &
IFNAR2 HJHE ), Ul Antibodies :A Laboratory Manual, Cold Spring HarborLaboratory,
Ed Harlow 1 David Lane (1988) Fi&. a0, o] ek Fikf) 2 Frik IFN-a %54 ELISA i
B DUR FAEST IPN-a HUOARFIAIETE IPNAR2 2 ()i e 4 45 G0 IR —IRE % L NP IRIEET
FERCE I B AR AL TRN- Bz R SRE T BTG E FRIC ¥ TFNAR2 ECD- A 1gG
Fe &8 E BRI PRICHL IFN- o PUARBR bR ic 6 P IR I 42 MR — &3 E , Al
FH & B IR AW IS 5, ARG LU S DU ARm B s 5 Sl 45 5

[0140]  7E—EAIALIE S, ASC T F R BH T BT TFN- a Bk gERH T A3 s A 42
% IFEN-a PR TFNAR2- 55 A S IFN-B8 A8 XMW FEASCH, RIE“FEA A F5BH
Wtk TAN- @ Bk 5 /b BHWT TFN-a 1, TFN-a 2, TFN-a 4, IFN-a 5, IFN-a 8, IFN-« 10,
DL TFN-a 21 [#) IFNAR2 54 o 76—l ik s itafsl o, Ak B BRI BT TFN- a BTk
BELIT BT CL 40 TFN- o PS5 TENAR2 (K454 .

[0141]  RiE“FRAL” H e rUiptR B (a2 Il ) Juikss 6407 2.

[0142]  mlil “RAMEE” ¥E S e RAE G PR, RYIRE T £ R A
TAE BRI AE %5 52 2 1 0 B SR A B, B HE o FEBUAR - PURE S 0 AR 45 1, 58 4K
5, BEPR BRI, RGBT A ZE A RS , 40, WL Har Low T Lane 58 11 %, Using
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Antibodies, a Laboratory Manual, ColdSpring Harbor Laboratory Press, Cold Spring
Harbor,New York, 1999 FriR. Fa4-i3 A R CHA TR MAEEER f B IA AR, #
52 T 5 AR TR IS0 AT A B AL s e R A R T F B Ak, IO 8 i 8 1 B R
R B BTN ) S SESEE o 040, BT PCR 77 AR SRR IR A BOOR S 7 AR M S IR AR TR
FILRATAE TR B 5. 75 S e 0 v FgE s v 52 12 p A 5 0O e A i 1 2R
FBUREE o R R 7R A1 Wk B RIURE 2% T R BEATLIDR R 1) DR SO (IR RS ) Al mT g
T B, WA A A1 TS & TP A K =S I BUR S SO fa—
TGS THE RY) 5 2 16 M FE RN TE R AL

[0143]  #—FiPitk s 2 HHU AR A R B0 (R BSR4, WK R Hi A S & “ 2 A b
AHIEV IR Ao W 5 WY P4 A A 455 AH [F) I TR) EE 8 () 3R A7 R N FH e ) V2 AR IR 7 V2%, 72
S AR, 2RI A A S A RDE AT R A ARG PR BbR PR . W, K h s [ E
1E 96 FL A b, FSUR P sl o0 il 2 R Ar il LA BR W AR id A4 455 1 RE

[0144]  ASCPT FIRTE AL s AL IR AL, Fa RRAFAERT L a B IR Bt T SCAE AR AT H
FITIR IR D 28 FE 02 o AS ST T & BT I R R 2 2R 1) 1 - BEAIL 3 7 BE4EE (Bruce Alberts
2 N, Molecular Biology of The Cell, GarlandPublishing, Inc., New York ( Zf =i
1994) .

[0145]  ASCPTHRFZIKFHIN “ B vt (% ) @R FHE—1”, & O TEHE 75
MUE B CInFRE ), PASRAT I K E 43 BB 51 8] — P i AN A A R ST P AR VR B 7
JF A [R]— 1 S5 i 18 e 90 o ) 2 R R e ik 5 B e 1) R 2 SRR PR ZEAH R () 5 3 bl e AT RAAS
SUREL A Z W I) 25 B 7 3845 HEZ 0T b LI 52 2 2618 e 41 5] — PR 1) & 43 B, 46l an, m] R
Iy AR 3RAF I E LR A an BLAST, BLAST-2, ALIGN, ALIGN-2 8% Megalign (DNASTAR) # {4,
AAIRIN BEH AN 52 ] 1t o D B HE A T bL 1) 2 240, A4 TR SRS A L BT A A K I
KAFA EERARAT S . D0 B I, 207 ST s R 2106 e oE SRR ALTGN-2, A] 3453
AEERRIFHVF—PERE 53 o ALTGN-2 JE AT LE vH R ALRE 7 H Genentech 22 7] Hil4E, H i
A 548 FH 3 SO AR 36 B OB 28 25, SR iR [X, 20559 B id £ 58, "B 71 36 I ROBCE I
4b %35 24 NO. TXU510087. ALTGN-2 F2/55 Al il Genentech A W] (1H < Ll &6, hn) e
W) ATFERAF, T ALTGN=2 F2 1 Js A R A AsE FH i m £ [ o % 0] H S HH ) 2000 4F 7 1
6 H i) W02000/39297 Hh /At o ALIGN-2 F2 37 W g i) 4y £ UNIX $#4E R 48 EAe A, Bt e 44
T UNIX V4.0 Do FrA BT 25k i ALIGN-2 F i B H AR .

[0146]  FHTASCHIK, HA T RIER A A M4 E @ IERTH) B LR 74 [F—
B (B R A 325 8 2 5 R 70 A R 8l E A 5348 8 2 R 741 B I 2 ZE IR 75
[F—MEE b ) THEWE

[0147] 100 FELLHH X/Y

[0148]  JLrp XU LE AR b (RSP HEXT LG AP, 877 51 HE S5 LUFR S ALTGN=2 PPN A R — Pk T
FC I 2 ZEBRPR IR H , T Y A2 B TP IR 2 IRV AL S 4. 7T LATRAR 2 JE IR 1) A I AN ]
T2 EER 74 B AL, A XT B (K28 561 741 [R]— 1 B 43 LU I ANSE T B X A ()28 55 1R 741
Al —1 a3t e BRAE TSR MU, A ST T 20 251 e 91 [F]— PR 2 B 3 |
Pk K ALIGN-2 JEA5f LU AL 545 o« 2R, 20 251 7 41 [F] — M 4 Lt Al R H
F%F HEFE > NCBI-BLAST2 52 (Altschul 28 A, Nucleic AcidsRes. 25 :3389-3402(1997)) .
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NCBI-BLAST2 J7 %) %} Bt 7% /5 7] M http://www. ncbi. mlm. nih. gov F #. NCBI-BLAST2 {#
F— 2845 R 240, Horh P 13X 2646 R S 80008 O B8 (e, 46, 040, Je B il (unmask)
=&, B (strand) =28, WERFHY HIL (expected occurrences) = 10, AL E 74k
K E (minimum low complexity length) = 15/5, £ i e {H (multi-pass e-value) =
0.01, Z 43 (constant for multi—pass) = 25, &K HEF) I ELI%E (dropoff for
finalgapped alignment) = 25 DA & VF4% (scoring matrix) = BLOSUM62.

[0149]  7FK F NCBI-BLAST2 YEZ LR #IAT B DL T, 45 8 2 S5 R T41) A X 4508
ARIRTH) B AR Y FE— M E ot (B R A S e 2R 75 A RASEH 5%
ERIER T B 2B A R — 1 H b ) tEEaE

[0150] 100 FELL7%k X/Y

[0151]  Hidp X J&4E A I B RPN B A, 287 51 HE A1 X EEFE P NCBT-BLAST2 VR Ay [A]
— PR VCAC I 2 R PR SE S H , 1 Y 72 B P s SRR R BB R DA AR 2 SRR P A1) A R
EAERTZER T B KRS, A X B Z R 75 R —MEH 2 LA T B XA 1)
AT —MHE 5.

[0152] MR ELE S 71— BRI A DR tEAH G AT & I, A2 “ B AR PEAHE R 16
B, 40 R ) B4 WART 7 A I DNA RIE A S 5 IEZ IR W ar it A, WL 5% 2 )k
) DNA $AE AR R 5 40 5 2)) 7 B0 9 1 52 i 3 P 20 0 5 558, W)L 50 4w e 1) e A
A B WA 5 A7 s e A7 2 TR, WAL 5 i gm b A0S e PEAH 3 .
CHAETEER” T8 T IEFE R DNA J3 5152 LA T, a1 F 2 43 WA T 5 41, R B AR HLAE 15
HEN o SR, HE58 AN T EERER o W AE 7 (8 A PR A PR A7 b adi i 4 S N R SEBRI FfoZe 2
WU A AL 1 T TR A ) 5% IR e Sk Bk o

[0153]  ARIE“HARRA” T8 40 Mo sl A I I — P AL BROIRAS RS Rk AL T 4 ek
SRR, RGEA T DhBe R T, 15 1Rk

[0154]  RiB“HME” e HGT CRFEPT ) WAL R0, 518 Beh A RS 1)
ZiE. FEARKHA, “HRE” FIPT IPN-a FUARTT DABRE IR SE IR B 5 Fu i S
IDDM B SLE 5 BFAIK, By (Bl BRI, FERhFE RS IR L4 1) B B 5% S E 4 TDDM B
SLE HIRAE M/ s MR Bl — a2 Fi Y B 5 S0 2 R RE T TDDM 88 SLE A 2% HIAE
[0155]  TEAR B 7V, ARG “ )7 ARV e AR ], 2 Fe A FoREs (RIS, W
B RNE T 48 M) A0 B B e e AR ) B 1k, 34 B e PN, PR, (EiR Bisk -
[0156]  “YAJ7 "HRIATT PEALBEAN T BB 1h 46 o F5 B0 T ARSI L O A i R T e
Gy B85 BB L DI TR B 7 o X T AR B H 1), A 51 R B0 77 B R &5 R A fs, (EA
PR T, SRR, DR R AL, AR (RIARAL ) i RS, REAR B2 5 1) R &, T
BRI IRES, R (TR 8 ail ) , o @R B AN eI . “VRTT 7k te 5 AN
SARTT PO A V8 AH B B SEARA TS o 77 BEV6 7 2 R ARG 028 0 AR 50 SR JRRE R I 28 5 JR g
33 B HIS AL DA 20 TS5 R o

[0157]  “2§)% b2 97 i@ Bk W ) BORs e )2 70 B FH 50 s RH A R 04 i L
(40 M B ALY C R IR LE . AR b RS2 IS B A2 K P I pH G2 s . AR
b AT R A ) SE L AR SR R, AN BEIR £, AT AR R S AL E A ALR sPUEAL I R BT
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IR s/ & (DT 10 kI ) 2K & A5, Winig A& e, R, siEzskED ;
IR EY, WER LGBl s 225 1R, W H 2R, B 2 B, KRB, #5201, BUBE
B2 s BB, B, MUK S, G A0, H 2R 0E, SRS sBEG0), 4 EDTA SR, 4o
H EE R s L AR 5 R B 2 Wl A/ BRI RS T, Wl Tween™, 2 4
(PEG) , F1 Pluronics™,

[0158]  JRITXTZ“THILE” fa I N LR KMET 34, 46N, KIEsW K &, Fshi)
, SEAR B BN, W, B, 0, A5 AR R FLBI A2 N

[0159]  B. BHAT AR B J7i%

[o160] 1 HUAARI™ 4=

[o161] (i) Z FulEdiLik

[0162] il 4% 2 wlE DA TT 5 ARG C AN . W AR FLEh Y A b = A 2 Se B BUAR, 41
U, — IR RS HE A g AR (an ARG ) Me)e JEH, LI 22 Ak BT s P S
WA P TR/ e T SNSRI o AT BEA FH B R S 5 i3 5 O N AE A A
PR B R b B A G g% Ttk 1R B AR R, 1 G I T R BOK SR AR 1 B R o
A] SR FH A AZ: 481 -0 48 3 PG 58 442 571 MPL-TDM.

[0163] 7 53— LIk St vh, mp FH 2 F, AR Jr A 16 TFN- o SE S RTR A 4 S e H h 3y
W, CAP= A% TRN- @ @ A )32 RONITE PRI BT TRN-a Hitfk. 785 — Pk se st 4,
N TEN-a 350 R R A T S e P sh ), i 26 R A7 78 T4 & W 8 0 15 5 A R RE K B2
JEA N (Namalva 00 ) 730 AR L BEEE M43, an B 3CH L Il B . 2 ARk
EBEAR M T PE R A 25 )5 7] M Sigma Chemical Company (St. Louis, Mo) MJfF (75
No. I-9887) .

[o164]  (ii) FAIglEHUIA

[0165] B 5 HLAAT] F 22098 /72 () Kohler 25 A, Nature 256 :495 (1975) fTik)
il 4%, B HEZ DNA v (L EEH]'5 NO 4, 816, 567) il 4%

[0166] FeATIRE 7 A B BB A & 18 3, Wi e BRI, f2 b prid AT
Fo B M LU 3 AL BRE AR BRI L4 B, i bR e S S e R b B FH 1) a1 1 o e
it BUE, RIMEATIN A e R bl . ARG LLAIE RG] (W L 1) Fitk L4
o 5 BE IR gl gk A, T2 28 AT I 41 Y (Goding,Monoclonal Antibodies :Principles and
Practice,59-103 7 [AcademicPress, 1996] .

[0167] K bn b5 22 AC iR 40 U P E A I 3 R B P 15 B, B R B ILE & H 1 Mal 2
T e A A Rl ) 216 A 0 A AR S B v A e A 2, SRS A G R 4 L sk = Ik
B NIIA 19 A A% R L RS I (HGPRT T HPRT) 5 12 4% A% 189 200 M (140 455 77 25 300 A0 i IR g e
W, S FEIENS, A7 (HAT BrgdE ) , b ) e BH L HGPRT ## e PR 40 B i A= 4

[0168]  AILIE 1 Fr 6 787 40 i 2 TS LE B A ARk &, B8 SRR H B A2 oA Mo g e T K1
FEARHUAR, HN S IR SE A0 HAT B5 92 2R U B e R A o SLrp, AR B 1 B 908 At 3R 2 SRy
fiE 98 23, G MOP—21 A MC—11 /> 5 2 A8 1 i i g 4t Bl ( mT A3 L I 4 JE M 2 b i
Ff Salk Institute Cell Distribution H/MI7E ) Fil SP-2 8k X63-Ag8—653 ZH i ( A M
the American Type CultureCollection, Rockcville, Maryland USA W15 ). tHIRE T A
B IR AN B — N Y B R A AR ok AR N R e BE PR (Kozbor, J. Tmmunol. 133 :3001.
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(1984) ;Brodeur %%, Monoclonal Antibody Production Techniques and Applications,
51-63 71, Marcel Dekker, Inc., New York, [1987]),

[0169] ¥l AT a4l AR A B B W 16 7 A T B XA PLIR I S ve B P4 . ik H
PEUTIEVE SRS AR (WU e 3R (RTA) BRI fe 2 W RS (ELISA)) 52 4
ACTRE AR T 7 A R R SRR R I S5 SR e

[o170] {5 4 &% va BE HU AR B 45 & 5% M ) W] H Scatchard 43 7 ¥ (Munson %% A
AnalBiochem. 107 :220 (1980)) J5E .

[0171] 258 B4 B Frda i e, S8 MU, A/ sl 1t B P4 ) 2 AT e 40 Tt )i » mT R
20 H AT PR A BV I s I8 I FH AR vE /7 7815 7% (Goding, MonoclonalAntibodies :Principles
and Practice,59-103 I Academic Press, 1996) ., NIt H HIH & 1G5 B LR, 1 DMEM 5%
RPMI-1640 $5775E. A, %48 8 40 ot m] LE S 14 A 4R B8 A G

[0172] 5 B S e BR AR L alidb v, W A Sx 3 B IR R R R A B A R IE, BEIR
LK, 375 M7 BOSR AR BTV, PR IV o e 43 Wl ) 5 o e S A4 0 2 A 5 6 vy, IS b, Bt
H o B R

[0173] Rl LT7E (i, SR B 5 50 vu T o B R e 1) o ) 2k DRI S MR 45 6 R T K
FERERET ) » ANHMERE G i 5 5 2 LA FR) DNA 4325 H R I 7 o 2% AT 988 48 ] 4 4 6 DNA 1)
PRIEAE o — B3 B R, AlK 1% DNA BN R IB AR, SR 5 56 G AN 3= 40 B oK i & 4
J, A% COS 4 g, wh Bl G BRLBM L (CHO) 40 M, BAS I3 417 AL S e sk B 1 1 B 8 40 i o, BASR
RAE A TS E 40 M P ) B ST FE DU A Al B AT B4Rk DNA, 40, A N SRR e 2 X
(¥1 2B P A BUAC RV /S BT 41 (Morrison 28 A, Proc. Nat. Acad, Sci. 81 :6851[1984]) B
K AE ez Bk 8 A 2 IR A sl 43 4 e 41 S A e 3K A w41 3 e B . #2077 2
# BA AP IPN- « B soREHUAR IS5 G5 e MR “I G 1R 802857 Bk,

[0174] 3% FHIX AR S 2 3K 8 B 22 IREUARAS i I BT AR IR E E DX B QA e I T4 1 —
AMPUREE G SR AR X, DL — i & bk, PR &F — X IFN-a R 5%
IHTIR S5 S A KA — DA R BURA Re 7 1 1 o — BUR S5 G A7 o

[0175] WK AH CUANIA R BB 77 (USR8 S AT IR 7325 ) A o1 il 2% ik
GHEEAE PR B0, SR A AT He S N B i B BER A i e e R . T H
P ER) 35 TR B M S B B R A 4 SRE T RV 2 R P (methyl-4-mercaptobutyrimidat
e)o

[0176]  HUARRE ARG F SCE AR .

[o177]  (iii) AJRALPLIE

[0178]  AUsAbHuiRIE HE HA MAEAERIFET AL P I — A B A2 FE IR I o 1K 2E9E A
FBEIRIRFEHARAE U N7 BREE AZFR AR LA N AR X . AT Winter &
LR 218 U7 v 1 G LG sh 0 CDR B CDR JR AR N TR AH N 7 41K 24T (Jones %5
A, Nature 321 :522-525[1986] ;Riechmann & A, Nature 332 :323-327[1988] ;Verhoeyen
2 N, Science239 :1534-1536[1988] ;%4#iA Clark, Immunol. Today 21 :397-402[2000]) »
[0170]  ERIL, XL AR Biik @A Pifd (Cabilly, 8] ), A JEAR EAR]—A
ORI NPT AR XA AE NS AE L2 BT AR S rp, AR BT Ml 2 A piia i) —
4 CDR FRAEENI ] BE— 4L FR BRIEA WA LA ShA P IR SR s AL BT AR
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[o180]  EEEMI A AUSAL BT TR B T XL R ) e B2 R0 g BL R e A R AR s
H TR — B, RIB L 77, R R AR 5 NIEA T2 ) = 4B R T8 75 os A7
FFIAS [F A N JAL = ) it B, )26 AJsAPifR . =4 e Bk 8 B AL mT W 1g HoA
AU EARN 51 BT o IR I s P e () 3 S e BRER P A IR ] BBV — 4ER B 5 R4 )
RV A S . WA IX 7RG Loy s ik S e 3k 1 SR ZE A0 Dh e o R ] R
YERL, T, o3 M geS2ma g b S e PR e 1 5 HOPU R &5 5 e 0 HIPRFE SR, T LA e 41 F
ANJFA A H PR Bk IF 206 NI HRAS T 75 BIPUARE I, o SEHTIR ISR 1 58 . B2,
CDR Bk ZEH R I RARA M 2 5 T PURZ G R . B — 2 7R W36 [ LA No. 5821337,
[o181]  (iv) AHifk

[o182] PR Tk = A3 I N BETRT 40 M 25, A0 AR I AR 4 N mAb (2 BIPHAG . H
SR ERER (/D o NFATERER ) 1E ARG 15 (Kozbor, J. Immuno. 133 :3001 (1984) ;
Brodeur 2§ A\, Monoclonal Production Techniques andApplications,51-63 71, Marcel
Dekker, Inc., New York, 1987) 3815 T HIF-45 8 . 88i#, "] Epstein—-Barr JiE: (EBV) /&%
YAF NPUIA T WA 7k A4k o SR, EBV AL 40 M ¥k T 5o 3 1y HLE 5 7 A A XA 21
G EERE A (James fl Bell, J. Immunol. Methods 100 :5-40[1987]) ., #ik, @il & A1k
R4 G, A RESRIT A B 4 i K A4k o Sl iiE B ks BB 40 26 55 SV40 K T
WA Horas S0 547 55 R — R0 R0k T 30E N b B2 40 B 0 R 2T 4 48 o i) 300 PR3 AR o8
H T RXF M (Hahn %5 A, Nature 400 :464-468[1999])

[0183]  HR{E, CLREME ™ AR ALK B (/i ), IX L) (Rl ) A H WYE
TIEERE A AN B iE 24 (Jakobovits 25 A, NATURE362 :255-258[1993] ;Lonberg
F1 Huszar, Int.Rev. Immunol. 13 :65-93[1995] ;Fishwild 2 A, Nat.Biotechnol. 14 ;
845-851[1996] ;Mendez Z& Nat. Genet, 15 :146-156[1997] ;Green, J Immunol Methods
231 :11-23[1999] ;Tomizuka Z& A\, Proc. Natl. Acad. Sci. USA 97 :722-727[2000] ;%R UL
Little A, Immunol. Today 21 :364-370[2000]) . L1, & A IR ULAE ik & HEARP RRAR
MR HUREREIERX (J) ZERRAEE R T E0e A M N IESUA R 42 (Jakobovits
2 N, Proc. Natl. Acad. Sci. USA 90 :2551-2555[19931) o #5 A\Flt 52 o REER 8 [ 3[R M 4] i
B RIZ KA R R FE T HUR Y 5 ADURR £ (Jakobovits 58 Nature, 362 :
255-258[1993]) .

[0184]  Mendez %% A (Nature Genetics 15 :146-156[1997]) CLifil#& T — L LR/,
4 M“XenoMouse® 117,242 BIHUR A I, B &7 A e M M58 A Hiik. 3Xm]
TH bR R AR I N R AR RE L DR R R B S 5O El R 2R NI Ty DX BEER) /S BRAR Y T 3R
3. XenoMouse® [I%54 1,020Kb [ N EHEFERE (L5466 AV, ZER, 523406 D, A T,
XK 3 DNAFFMEZX w, 6, v), & H 800Kb N K ZEREEE (57 32 4 Vi ZE A, Ji
DB, BTG FEBR ) o IR 28 N AR PR 5 NPUATE T A 75 17 B A R A AL, ARG 2R &
HE, 214, DL, T EURNIE Ty B T/ RS R R 2R R B HE, ADUAR s T W
EARENTTE S E

[0185] Tomizuka 2 A (Proc.Natl. Acad. Sci.USA 97 :722-727[2000]) fH T HiR T i@
o FE— Bl Py U TgH AT TgK 25 PR AR 9t 3% 1 /0 B A e S N 9 S ST | N e €44 Bt
(hCFs) : — M E A BEA Tg EREIE L (TgH, 29 1. 5Mb) 11 3 — > & A BEA K R BEIL A o
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(1gK, 2y 2Wb) , P2 A T — RSV G ik (Te) /Nl X8/ N8 T PR ss SPE R A BTk
N2 RS TG/ R I Te HEARAE 3 BEM 7 /) BB ILAR I b AT JRAEE 1 B2 24 I
PRI RE B PR ( angmbd T 42 1k, E B LA MR A4, P450 1555 ) AR, %75
TR T — s R AN TR B v A R IR S ER R o 32 EE KIS, R g B A A e B N T (AT
SRME CLEAT & A Tg 2R R JR AR ZE K/ DNA Bt 5 % (Peterson % A . Trends
Genat. 13 :61-66[1997] ;Jacobovits,Cvrr Biol.4 :761-763[1994]) . M4k, L4 A IgH 3
AL 3 18 72 X 2 A M T Se 1741 (Kang AT Cox, Genomics35 :189-195[1996]) .

[0186]  5j4h, W] SRHH Wk B 4 R 7R B AR AR e e B f (AR IR S 2 BR ER A nT AR (V) X ZE A
G BEARHN A N BRI AR B (McCafferty 2% A, Nature 348 :552-553[1990] ; &%k
DL Kipriyanov 1 Litlle, Mol.Biotechnol. 12 :173-201[1999] ;Hoogenboom #F Chames,
Immunlo. Today 21 :371-378[2000]) o H4RIX—HiA, KBk V X L RIAE P ba i A 22 4R 1
PRI 401 M13 B £ 1) 32 BBk B A 5 B 1 R AT o, Ak R A SO 3 7 7k D e T A
B TR Ry 2 IR0k 25 A Wk B PR DR 2L () 5B DNA 95 UL, 585 TPk sh RERR PR I e PR th S 3
T BRI M VE BT G RS DR e o TR, W B RS, T B A e A e
R RERAT L Z P 04T (4538 W, Johnson A Chiswell, Current Opinion inStructural
Biology 3:564-571[1993] ;Winter %% A, Annu. Rev. Immunol. 12 :433-455[1994] ;
Dall’ Acqua Fl Carter, Curr.Opin. Struct.Biol. 8 :443-450[1998] ;Hoogenboom FH
Chames, Immunol. Today 21 :371-378[2000]) . V FEHF X EXH— L3k y5n] H T W B A B~
Clackson % (Nature 352 :624-628,1991) M Hs /N BB AT SRAZ1) V JL PR /NS AL & S0
WOy A B DT ER BT R ZAEERES . $% B Marks 28N, J. Mol. Biol. 222 :581-597[1991]
B Griffiths 2 A, EMBO J. 12 :725-734(1993) FTiRH AR W Hy AR 2 iz iy AR v 3
RIS Ry B AR BER PR (LG B BPUR ) MZ MRS RIPiE. fERR RN E T,
PURFE A R R R (RAHRAE ) SIS IR 5 S SRR, 2 S
(R0 IR s B TR) J s r o6 R ) R T S e BR e (1 1 B 40 AR S SR 04k o SR AR “BEk
7 AR LLBLX — BRI (Marks 25 A, Bio/Technol. 10 :779-783[1992]) . {Ei%
T3 W B AR R SRAT < AR N BUAR IR o A mad e bl 5 R 48 S e AR V X
R RARAFAE AR AR (SCHE ) B ERENRRE V KR otk . X —HARB LA HA
nM Y B S RN BT AR R B il A AR ORI R AR AR A B 1) 7 v (HRR R “ BRAR 42 3¢
FE”) C g Waterhouse 25 A Nucl. Acids Res. 21 :2265-2266 (1993) ArdfhiiA, m Ho¥kiE 7
NIl RIS T A S 2 43 A B ol A N B4R, W, Griffiths %6 A, EMBO J. 13 :
3245-3260 (1994) o ZERI A B R] H T ARG s dT iR T A= th Apidk, bz Apiik B
S UE MG A S HTARSR AL  SE R R S . R — 72k, RN “RALENCIR”, A Y
DX R R A B A o Wk B A S s AR SR A ) Wi A sh B 4 ) R e v XS, R T
WA ZhY) - NG Shui it £ 80 31 2 Re Ik B DhReMEHUR 45 &AL I AT AR X,
B, Ayl CEpid) fEARERE. BRI — B DR IR MG A sh ) v X, 3R18 T APk
( DL PCT EHIH1iE WO 93/06213, A4+ 199344 H 1 H) . Sidik COR BAEIEAT KR 45 3))
MBI G NIFALAS R 02 , AR L T 564 NIPUIR, BT IR A WG U5 ) 0ok U5 IR HE
A0y CDR #k2E

[0187]1 (V) XU HEPUAA
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[o188]  XUfs e MEDLAA L X 22 D M AS R BT B &5 G0 e R i R e B AR (i A BK
NIEACHUAR ) o FEAH o, 2GR e PR ) H A — o i TRN- o P43 1 A A, 1 o —
T AT PR o

[0189]  AANUIEL ANl 25 BURE R MEBUAR I 7. L4t b, R R bR A AR T
PR S B E O A - BRI RS, A E R B AR KR R Millstein F
Cuello, Nature 305 :537-539[19831) . Hi T4 erkdr B BEANFCHE B BN 732K, I LLIRAT
o (VUYRZACIE (quadroma)) F= A4 T 10 A AFEPLIA > F I EIRGY, Hrh G —F A
HIETA ISR et gh . ILRER 4> 7 aite GRS LR MZE AT ) A SRR 5™
K. RUTTEATFT PCT HIIE A4 NO. WO 93/08829 mf (1993 4 5 H 13 H ki ), Hl
Traunecker 2 A, EMBOJ. 10 :3655-3659 (1991) »

[o190] MR —FhAEI BRI 7%, # HA P 455 R e 1t (P - PR 455407 50
RIPTAR R A X b e Bk B 2 KPR . ik S 208 i 808E X, CH2 AT CH3 [X
) G e BR e R E E X S o IR R R D — RGP AR S A R4 5 0 75 A S
FER—1EE X (CHL) o WK i G e SR B 1 FRE L5 A0 1K) DNA 02 5L 55 22 1R 136 G 2 e o Bk
B R BER DNA A7 TR RIS B AR, LR g NG i) fs A . Rt =45 2 ks
DAASAH 5 EL 38 T 2 N4 (4 A K™ B ) S A8 0, A% 75 46 R 1 e =45 2 ik B ELAH
eI AL T IR R WG . SR, 24 22 /010 2% 2 JIRBE LAAH ] B 491 2 38 LA™ AR s 1S 2R stk L 441
B R S, W] DURE P 2 BT = 2% ZIRBE M g b 3 S N — R IE R T . 7R
VR — A0 S5 T ) 5 ) AZ U e LA BRSO HA S R S S e It
(285 e SR EE VR, ) — 8 oA 246 e sk B B - WX (PRMLEE M a6
k) o ORI, H TRk AR A T2 e o 10— 2, X2 4t T A S 1
OY BTV IR ASKE IR G5 A R T AN 75 B S e BR R B BE VRS b 70 B8 T A ERDURE S 1
HEY .

[0191]  F=AXURy SRR 56 22 40755 L, 450 41 Suresh %6 A\, Methods inEnzymology 121,
210(1986) .

[0192] (VD) =fBBcHiig

[0193]  SRMEBHUAMAEAR KR HEE 2 W . RIEBSUAS AN IEZ N PUA. #
n, 4 XA TR G e R 40 s a) A R 48 ( 56 B &R 5 NO. 4, 676, 980) , Flif
J7 HIV B4y (PCT Hi HHRRAZI WO 91/00360 F1 WO 92/200373 ;EP 03089) » 1] H /5 {8 1AZ Bk
T3 & S AR BRD UK o @G AT TR A ST T N O B — BEAT BB R — i A T T35 1
LFE NO. 4, 676, 980 1,

[o194] (V) Fifk Bt

[0195]  {RERLLESIifs) r, PAIPEST IFN- « Ptk (RLHE/N R, ARSI, DL HURAL
&) —RHiiE B, CRE T EMEAKGISIUA R B B4 Ll i 58 3P A1 8 E K
RS AT A X B By (I, Morimoto Z& A J. Biochem. Biophys. Methods 24 :107-117[1992]
Fl Brennan 5§ A, Science 229 :81[1985]) . #AT, X4 fy B IR R] A 20 15 3= 40 i B 4%
A 77 (%E iR WL Hudson, Curr. Opin. Immunol. 11 :548-557[1999] ;Little 2¢ A Immunol.
Today21 :364-370[20001) o 21, A} MK AT B B3 [R1 0 Fab® —SH J B AL 2 AR BRI 1
F(ab” ), FE (Carter 25 A\ ., Bio/Technology 10 :163-167[1992]) . &% —SLjfs+, ff
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H e AR P HE GONA R F (ab” ), 73 T IS RIE R F (ab” ) 5o KR4 55— 77325, Fv, Fab 8k
Flab” ), Bl WEALTE 40 s B V)b B BT 3. R DOl 25 i il 2 Bk v B
HeHAR.

[o196]  (VII) FriRMI = ZERR)IT 41722 4k

[0197] BT AP IFN- a JriR B/ 7 7EM . 9101, 7] 58 55 GG IR &
BoE AU ) B AR AR . AR GRL BT IPN- o« HUARBERI R SN S E TR
A BRI KA B #i 4 HT IPN- « JLIR R )AL IXFERE a4, 4, Sk,
M/ BARANFL / BB TPN- « HUIRI R 721 P I — 282k . IPERR R i\, FHEL
RIEAT G LIRS I A 51, R A S BA P Tt . R At mT Be U i
IFN=a FLOR BRI 0 T, Wl AR LAY 5 K B 8R4 B

[0198]  HHFIPEHT IEN-a HUARVE A DU 175240 (o7 B 1 e b i L B X i) i FH 8 02 T VR R A
“TNE R HEHEEARYE”, i Cunningham and Wells, Science, 244 :1081-1085 (1989) frik, %
E R IR BRI A (Nl H A PR K 2R, RA IR, A2 IR, MR, MB AR ) JH
Hh I BT A7 FLAT R 2 TR (R R N AR B N AR ) LLg i 2 518 5 BRI AH B
VER o AR5 TBLEXS T AR I H Zh REABUR I 1) 2SS IR A7 il ik EBUARA s il — 20 R AN
A M4 o XL, BARTIUEHIE T T NEIEIR T 91 588 (17 21, (EAS 75 BT S o S AR A
ST a0k T oy BT R e s A i 1 S AR PE BE, 78 FI AR 1 Bl X Ik AT T 2 R 1 4 sk bl
WU AR I 9 %8 LA B 3 18 TR R IE 9T TFN=- o LRIk,

[0199]  ZEEMRITHIMHFANBFERAEEM / BURERm MG (KEEEMN—MRER A
100 DMECE IR Z K ) LR BA B E NIRRT IR . Rt A 41
ALHE B N A PO B ZE BT TFN- a ORI, 805 — R AR 2 A A Pk, Bt
IEN=a HUAR s 1) HAh g A PSR A B AE BT AR 1) N B C R i k-6 BE IS Nt 18 () 1375 - 3 3
() 2 JIK B o

[0200] U —RARMR RS IER B AR XA RLE A FIMEPT IFN-a Piik oy A2l
—NEERRE ZRIE AL BN T — AR R . BURTE R & o3 A B
X, HABZE S PR (S0 . ARSFHEER LR 1 BSOS “ AR EAR Y. an FLx LA S 8k
WiE M, IEAT], DR 1 FhFRCA “ORTEHERUR”, Bl R TR S WA B R R FAE L
1) 5K ST AR A 37 16 7 ) o

[0201] £—:

[0202]

JRBRHE VNN G E R PLIE R EUAR
N (A) R, SRR, R R SR R
FaEm (R) MR, B BB R AW W R
RABRRE (N) BRNG HER REER AR R BRI
REZR (D) BRI T RAWNE BRI
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FREER (© ZZ R NEIR ALy
BREBE Q) RABE AR RABHE
BHER (E) REAE AN REAMR
HZR 6) NEMR AR
AR (1) RABHE 2L BRI AR R
Ara MR (1) SRR AR BRI NEAR ANEAR B SRR
B
SRR (L) IERRR AR AR s EEIR S NEAR K AR
HER
MR (K R A B R A& B R
ERER (M) SRR ANAR FEER SR
FNEMR (F) AR AR AR NER (REIR =R
iz (P) WA AR
25 (S) HAMR BNy
BRI (1) ZZ5 IR Ay
R (W) MR A NEAR FEAN
M= (V) OEAR ANEAR HEAR L EIR FHNEAMR
] (V) AR AR EEAR RANEAR s AER 5 1E SRR
SRR

[0203]

EFEAEYERS () HURIX 2 BRTRERI S5, 10 Fy J2 BUR e Y, (b) #EA7 s Eor 7

R ELAT BB S B () MBE (49 DR/ 3 1T FR VR T B S AS R R A, EAT AR A 0 T 1 55
JRPEAZ R o AR R RO BE I 5L, R R ARAFAE IR Ak 73 LA R LA

[0204]
[0205]
[0206]
[0207]
[0208]
[0209]

(1) BUKK B, B, WA, R, o w R, vz
(2) TV BUKET 2R, 220K, SFER

(3) BRI  RAHIR, HAIR 5

(4) BPER RABE, B A W, AR, Bz, KR,

(5) FEMHER r) (AR IE - H 2R, iz IR A

(6) 7RI O IR, AR, RN AR
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[0210]  AELRSTHEHUR 75 B IX L 2 2 — B — A 1l 0 40 il S — 23] 1 e i

[0211] A 54ERFFPFIMDT IFN- o FUAIERF B FT A 2 B 2 BRI BT B R (J|
AR ) GEZS IR E BT ik W AT . AH R, R BT I A Bt
gL NGE A e (S PUR 2 W PV Bsiie B ) o

[0212]  REHILIE RS AR R FREUACE A DA (I N ADUE) B— e E A
AR R . T, 2P R R IE BRI TR AR A B S ARSI T AR
MIREEARTURTT E ) o 77 A RE B AR AR 1) 7 (6 7325 A2 18 e Wk J R S 7= IR IS R ) e o
faf BT 5 WIREAT LA AR DAL s (67 7 550) 1548 UAE AN = AL BT T REF &
FERREAR . by AR PR A O 5 A B A RO ) ML3 R TIT =) BG4
DLERAT T XM 22 PRI B AU, T 7 o 8K 0 A S o s e Ty A e s T AR AR T A 4 v 1
Can, FEHURENE ) o A T %58 BT I 5 6 578 DX A, FTHEAT T 2 IR H 5 28 DL e
XA 5G4 B B oTiR I R X A3 o B, B 46, AT PR — SRR AP b R &5 14 LA
Y BUAR TFN- a2 [A) ()42 i U RT BE2 A RIS o AR AR SCITIR A, I PP fis 5 FEFNAH 4R
TR RERURI LT . — B AR KR IARAA, WA SC TR 5 e 28 PR 1 FFAE — AN B A AH G
A Ik B AL R PR IE— P R

[0213]  (IX) #EFEALARIA

[0214]  HUALEEAIME 2 X AR FALE EHESEEAL (Jefferis I Lund, Chem. Immunol. 65 :
111-128[1997] ;Wright 1 Morrison, TrendsBiotechnol. 15 :26-32[1997]) . % ERk &
(1) B 0 0 % 5% i 9% (I Zh B (Boyd 258 A, Mol. Immunol. 32 :1311-1318[1996] ;Wittwe
F1 Howard, Biochem. 29 :4175-4180[1990]) , FH BE 52 i § &5 11 A4 280 0 iy 2 90 — 4 R T 1
FEE A2 m S R EER (Jefferis #1 Lund, [7 |, ;Wyss F1 Wagner, Current
Opin. Biotech. 7 :409-416[1996]) . ZL#l th GEIE T-H5 3 M UM 45 14044 25 7€ 1) B 2 (1 8 1n)
FLe A Fo B, CE WS UE R IR Y TG A, L S0ME 0 o B L HE CH2 2 [ ()
b5, A K o N- SERRIBE IG5 H 4 & 8 E it Malhotra %8 A, Nature Med. 1 :
237-243[1995]) » FHHE IREE A A 6 5L BP 5L (CHO) 41 ffd 7= A= 1) CAMPATH-1H ( - 5] A9k 2
20 MY COwH2 PR I E AL A VEAL B e % TGl ifk ) PR M, FEAMAN TR
(CMCL) 584k (Boyd 25 A Mol. Immunol. 32 :1311-1318[1996]) , 1y {57 FH fih £ G I ik 12k 4%
ME 22 B Vi R IR FE AN 2 5 S DMCL [R5k .t LR TEPTAAR AR 3 Ak 2 52 mi (0 TP A4 o 41
M40 BBk (ADCC) o REJHh, MRAEIRIE, BA VUM R B (1,4) -N- SEEAIFE I
ITI(GnTITT) (P4 5E 5 GLeNAC TE LRI AL I ) SRIA 1K CHO 41 i, BA ek iy
ADCC ¥5 7 (Umana Z& Meture Biotech, 17 :176-180, 1999) ,

[0215]  JEFHUARRIERAL A N R 0 &R N IERARHE 0 455 T R AT 1)
o —IKPHIRAWENE —X- 25 AR AT —X- i (Hh XOZBREE R 2 ST
IR ) JEHEH Y 5 R AT B RS &5 & RBP4 . IXAE, 452 IR AP AR IR 28 = ik
JPANZ 7= A T ISR IRESEAAL o O RN IEAL 2 FE b N- SBE: FLRE G, 1 FURE, BB
A TRAETER, 5 IR LA AR, BT H 5- IR 5- i
.

[0216]  HLARFIBEIEAL AR P2 BT IR AR B OB AR R D RS B b ik —
AN AN PIRER A FEPUR T AN — DB A5, USSR R (BB
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FIPEEAL TS, 55

[0217] T8 R 2 SRR S AT AL — N ER A BRI =R A1) AT 7 A b SR R
AL S IIATUAH (T N ERREIALAT A1) o« WATAE PR 5 P I AN B — A~ a2
A2 G IR O I R TR FE A T IR A (KT O JEBME LA AT A5 ) o Z9BIHE, DO BRI R AR
W FEACAT P9 1) 28 S5 R B ] SEDRBE AL IR 7 B

[0218] 18 i U A% IR 7 ) A ] DU S TR IR ST A1 o FH AR AT L N IR 2% b 7 v A A
Pt —IFN a HLERR 2 E R 75V AR I b Z IR 73+ o XL T VR ALFEHAN PR T, A TRERRIE 1
I8 CRRARAFE N AR T AT S ), SOEEXTHT —TEN PR 58 T 624 28 ARk sk Ak
TR ERTRN S (8085 ) HiEAR . PCR 45 & U5 A K il 4

[0219] A AR 20 FE IR 7 91 B IR 7 91 i SR AR R R AL (SRR ) .
BEFAL TR T TR IADUAR G 2400 T 3R N IR TT I A B LR 2R
(UnPLiR ) mgn fuS Bk /D A AR 4 I, m] LA DA ZAL B B 248 5 (0 Hse 58 A
J Biol. Chem, 272 :9062-9070. 1997) o & T 14105 T4 M4, 7004 F 2™ Az i 75 v 5w i
FACE R R AR KT o, B 7Rk iy, B R %, | A 1ER, pH A, 4ifb i %%, ke
PR FOETE RS B SRS B S SO, AR R AN B R E S 5 E b
PEAE SRR (35 E L H) No. 5, 047, 335 55, 510, 261 ;1 5, 278, 229) . FEFEAL, B2 A
[RIRESEAL, W B R (1 b 22 ek R s AV Vi Bk, 491 G s FH P D I8 H (Endol) o 641, WT B
SR O E A T A, G, i R eI M N TR R o I 2 DL R AL A R AR A
AT

[0220]  W]RAHE BB T ER (BFEREE 2 ENT, NUR, JiTi, HPLC, GPC, S HEZH 43 7
T WPV AL, LA AT FH e pH BH B8 A # 2 AT iR LA 40 B9 S 8E 1) HPAEC-PAD) AHE7>
Wriuk RBE AL EE /. D T 20 B B TR SRR 6 7 2 AN, A RS EAN R i Ak 3
CIEH K -N-FELFRG F/ WD) - B — R ILBE BT ), HI SRR I P05 v i A A BERE I 0 3%
R 5 R, UK TE A RN FEH R O S d M (AL 2 7 vk o

[0221] (X ) PUikmH B &M

[0222]  ARSCET A TR FIMEDT TFN- « Bt ml B fil sl e B ik 5 shhu i i o ik
A] FH AT OV 40 10 77 ¥ 4%, 11 Epstein 28 A ., Proc. Natl. Acad. Sci. USAS2 :3688[1985] ;
Hwang 2 A, . Proc. Natl. Acad. Sci. USA 77 :4030 (1980) ;LA }% 2 [H % F) No. 4, 485, 045 Fl
4,544, 545. Pk HA I AEEN RN BuiA A T2 E LR NO 5, 013, 556 H1,
[0223]  FH & 43 B 0 IR AE A, L[] Pt A 10k IR 15 £ W i B & — AT £ 40 (PEG-PE) MR 4
ENIEAT RAHZE R T EER] 7= AR A IR B o I 5 4 5% H i i 1 o AL AR 1) BB DA™
e HA T EEAIIE A, WiMartin 28 A ., J.Biol. Chem. 257 :286-288 (1982) ki@ it
IR OBl N, DR A R BHBLAR G Fab” i BE S IR ARG . PR IEHAE X Ie mik h &
A5 (N2 LA ) . DL Gabizon Z& A J. National Cancer Inst.81(19) ;1484 (1989) ,
[0224] 18 it ¥ BL AR 5 — Ploan 25 0 A0 AR 6, kB R R T 25 (dn ik 3R AL T R,
WOS1,/01145) ¥7% pid e 254, AT £E ADEPT A B FAS & B Biik . DL, #1201, WO88/07378
FIZEE L F NO 4,975, 278,

[0225] W] H -+ ADEPT [ %0 2 8 BRI B4 7 B0 HE Be /6 A 00 25 LT B IERE el T 2
AR R R T T AR R I B SR R R 2
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[0226] Ak BH 7 v iR A FH B AL FR (RN PR T, B K 5 IR 6 1 117 24 2 70 Bl 25 2590 1)
TP R s F TR S IR SR A1 24 5 8 A i 2 20 ) ) 5 SO RN 5 T 0 E 5- i mEng
AR PR L) (5 FURMERE ) [N B 28 s F RS IR AT 24 4 AR i | 29 i
1, 1 anb TR G B AR R, ME AN TR IR, AR AR AR, RIS AN B A (R R
FEEBAIL) s THAR S D- RSB AT 25 11 D- N R BUR IKEE s T-Rbl AL I A 25 56 A8
i B 2T R R AR, 10 B - - FURE SR S H IR s TR B - WL AT A 254
HUFE YN B WBHIGRE R R, WiE A RV BLRESE R G BLGEE, T AE
H IR 0 AR O Wk LB IE AT AR I 2 S i s 2i . b, RS R
U, TEABIIRR A “BUAARE”, n] FH T4 Ak B I RT 255674 T 25 259 ( I Massey, Nature
328 :457-458(1987)) o Bk — BEARIBEM W] 2 A SC ik T30 4%, Kb AR Bigdan i 25 i w5 1 48
iioKisn

[0227] W] F AT AN I e A Bl 5 P AT BT TFN- « PUARSE 854, wifd A Bk i =
ORI BEAZ IR o 5341, A AT N 1%) FE 21 DNA B R TR il & & A L i B A R 2 /b
A5 A ) D RE S MR AHE A R B BT IR 454 X (WL Neuberger %6 A,
Nature 312 :604-608[1984]) .

[0228]  {EAR & B I 8 St 49 v, ] B R B R F Bp s BOm AN & Se BBk . e
AT RE TR SR B R B LA I 5 A . i e @ s AE B Y BB N
M2 gh AR AL (0, WL EPTA R BEN A 18 IR 5848, sRAEIKAR 28 15 N iZR AL, R 5
Sk A B 2 — B A g A, a0, 38 DNA BBk & ) szBi. WL 1996 4F 10 H 17 H
NG WO 96/32478,

[0220]  JE K, #MRIIE 52 AR 5 B RAT I B— AR 3, Ho Fe K — BN B E—A
R ENBIERIRIER R BNZH AR BRI E . H R FE Fe KI— PNk =4 L
(1) 3 MR ARG A . AR RAIEH Fe X (W1 1gG) [ CH2 &5 It HEE R 3
PUARI CHL, CH3 B VH X B 1 DL B px e b, 83, SR A HE Fe X CH2 45143k
I HEBRZHUA A B CL X B VL X 8Hx —ANX .

[0230] A AIPERT IPN-a BRI B ARREARARHER 2 W, WSR2, vl
25 A BT R B S B A 2 S 4 . T RENS 5 P ade 0N B B N 3 BR C ok 3k I Y
(R AUART AR 5 e T O 1 0 e S R TR 2 I R, g L e R [ e AR e B i 5 N itk 23 7
v, R IR e ZE I B R 5, 534, 616 A HIR, 2% S0k . HURIL B
3% 25 40 4 UL 2E [H LR 4, 640, 835 54, 496, 689 54, 301, 144 34, 670, 417 54, 791, 192 B;
4,179, 337 TR Ty KMk 5 & MAEE AR GW M, W 4k, BN B, 5
AN

[0231] 2. 9iiik HA P e otk P ik

[0232]  F=AEHURRIEAR ECCARIR . AT Z R R R BT IPN- a Hrikn]
FH AT L 7 vk S e

[0233] (i) &5A A4

[0234] {6, B kb ik 5 —FhER 2 Ff IFN-a WP, 85 % Fh TEN- a 170 (R B4 2 BIR A4
—BIEE, R LE G IEN- « A3 otk B R, RTAE TRN- a 2543000 vh 28 e AR B
AP TFN-a Fifk. wER ALK IPN-a 2 KBTI S &3R5 . £ Sk, %45
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R T M A0, A PPN E IFN- o g & ifEiEbik S — 2Pt IEN-a Jrik
SEAIIRE S o RIS AT DAASIE] 7 20T, B4 48 ELTSA B, AE T 4 S ita 9 ik o a1 R By
&, T BlAcore™ ALk AR IR I8 IS I A L BRI TAN-a 454,

[0235] W] SR FH ARSI U AN R AT AT-5 0 1) 58 4 5 G i B0 SRR 28 02 I 1B Pt TFN-a By BT
5/ EBIN IFN-a Bog LR 9F3 58 45 G 3 A TFN- o FERIIBE )y, M3a ik
ISFF Antibodies :A Laboratory Manual, Cold Spring HarborLaboratory, Ed Harlow Fl
David Lane (1988) " g iR, 785 — Ll rh, nfoct W S 2 Jrid i) IFN- o 456
ELTSA 336 LA Ik BLiR 5 9F3 HUik 2 A1) TEN-a g5& 55, 1R i an T a3 T -
FERRE R E AR A TRN-a , FH 5 BT ek B2 A d 9F 3 STARAH R & AR AR id Pl IFN-a it
PRBA R IC A BRPTAR I R MR RIR B A B3 2 A AU 0 & 9F 3 HLiAbrid 15
T, SN JE HCBHUAR I AS [RGB T o R 5 2 45 5

[0236]  (ii) HUimEAL

[02371 44 1, 41 Kawade, J. Interferon Res. 1 :61-70(1980) Xk Kawade Fll Watanabe,
J. Interferon Res. 4 :571-584 (1984) Frik, i id il TEN-a [0 EE35 PR 1) Hpop, w] il e
DT TP AT IFN-a AEWRETERIRE ) o T8 5 2, 1 S LSRN A R B TIUE TR G 1
[ 5 MR 1R TRN- @ I B SERRATAS FL 40 M, 95 & S im a5 (ol By iom s ) e
LA R TFN- o HURFEETERIRE ). FEBR 22 5 N TFN-a (NIH Ga23-901-527)
e, A FR AL (TU) R € &

[0238] 4 SR HE— IR B 1 B Ak DU AE [R) S 9 B 0 FE BT AR A7 AE T Bl e 1 0o 253 1 ek 0 il 25
G ACEAE T8 2 PURERE M, AV IZEIEDT IFN- « SRR ANHI T L IFN-a 1
T HURERTE . ARIE Y, ZEDU B R A8 5 78 [R) SR BN RRBUAR A AE T Pl i1 25 4%
TETEAH B, FE— IR FE M e BT IFN- o PUARAEHIHI P b TEN- o SRS (KB 55 0 1 16 22 20 24
60%, 8k /D2 70%, BAE R /DL 75%, sl =2 /D2 80%, sl FifE 2 /b2y 85% , sk EAE
Z2/02) 90% , BUL B AL R /D) 95%, BURfE R /D2 99% o W RAREBUA AT TR A B
71~ EGAE [R50 BN R A AE B BT Boms 5535 TR0 I 2R 26 K 52 2 BHo 23 T A
AV A ZAKIEDL IFN- o LA AREIEIFTIE TFN- o WA RHUR TR0 T

[0230]  7E— A1 SET] T, 34 08 A0 T A R T T R R TR 2 IR, 1%
WAL TFN= a A vt P0G 57 250055 3 BAH RIK P i B AR KAl 0K B AR
SR IR T R BAL . O T VP BT IFN- a HLARHIAFE IFN- o FERKIHIR
BENE PRI RE T, AP RERIAE IR TFN- o« YEAYHIE T 50 IFN « HUARIDHI R AR IFN- « WP AYH1E
B TE COE 24 UEARAE L IS PR SRAL U AL ) 50 % A BOK B (EC50) .

[0240]  fE— AL, an ™) L TR EATPUR EEE PE TP AR . TS 2, 7E 96 fLIW
B B s 97 ABA9 41 FE B 5 X 10° > A549 I / fL. £E 37TCLL100 1 K RE
PO 0.2 BT /01 BTIE IFN-a WA (ARvEALE 0.2 BRAT /01 [ NIH S5 brifEih EA A
IFN-a 2) S5{iEH0 IFN- o AR RVIFREREE 1/ 2855 100 & 1 ARRIRHLA
/ FIEE B RAWIN BRI FLE 5X 10°A549 ZRfFT 100 @ 1 [ E H,
FALA SRS 54 100 BAL /ml (1) IFN-a 3RIE . 3TCEFiZ4 M 7RG 24 /It R )G
K 2 X 10°pfu IO 48 (BMC) FRFEXE I 37c T 24 /b, #55 J5, AW Mok
TR B R G N E 4 TS T o RS RRRSIN Y TEN- a PRI E R IE DT IFN-a BT

28



CN 101857636 B WO P 27/48 TT

RAEIRES AP AR TPN- o MEBSHURTERIG 1 50 % 1A 0K AL (EC50) o

[0241]  FEAREIE—AT7, 76 LI A549 4 e EMC W 25 3 dil A5 7, %5 52K IFN- a
A R H e B 0 PR F R H BT TEN= a H0AR, K5 Bon 5 23208 TFN-a EAR! 1) EC50
R 2 20 :g/ml, BURIA L) 10 sg/ml, BUEA LY 5 sg/ml, BUSIIA LY 4 :g/ml, Bl 14 3 :g/
ml, B IAZ) 2 cg/ml, A Z) 1 cg/ml,

[0242]  FEA KBS — A J7 1P, £E L id A549 41 B BMC %5 5 30 )R 56, % 52 903K
IFN=a PRV RO H P EE S T R AE T BIPT IPN- o B, B EoR X %32 0K IPN-a SERY
[’ EC50 M2y 0. 1 :g/ml 22y 20 :g/ml, MZ0. 1 :g/ml 2510 :g/ml, N2 0. 1 :g/ml L5 .
g/ml, NZJ 0.1 :g/ml 22y 4 :g/ml, N2 0.1 :g/ml B4 3 :g/ml, N2 0.1 :g/ml 2L 2:g/
ml, MZJ 0.1 :g/ml 247 1 :g/ml,

[0243]  FEA KBS —AJ5 1, £E i A549 41 g EMC %5 55 30 603K 56, % 52 903K
IFN-a P A LI B IE 2 R AR A PT IPN- a Uik, B BoR it 2 038 IFN-a WEAY
) EC50 MZ 0. 2 :g/ml 4520 :g/ml, N2 0. 2 :g/ml 24510 :g/ml, MZ10.2 :g/ml 245 ;
g/ml, NZJ 0.2 :g/ml L4 :g/ml, N 0.2 :g/ml 222 3 :g/ml, ML 0.2 :g/ml 24 2 :g/
ml, MZ) 0.2 :g/ml 24y 1 :g/ml.

[0244]  FEA R 5 —AJ5 1, £E LA A549 40 g EMC % 5 30 6038 56 A, XF 52 903K
IFN=a PR B H P 253 T PP R F AIPT TPN= o BT, B BoR xS % 32 0K TPN-a SEARY
1) EC50 M2 0. 3 :g/ml 227 20 :g/ml, MZJ 0. 3 :g/ml 229 10 :g/ml, M2 0. 3 :g/ml L5 .
g/ml, NZJ 0.3 :g/ml 222y 4 :g/ml, N2 0.3 :g/ml B4 3 :g/ml, N2 0.3 :g/ml 2y 2:g/
ml, M) 0.3 :g/ml 24 1 :g/ml,

[0245]  FEA KB5S — A 51, 7E L id A549 41 B BMC %5 55 30 503K 56, %F 52 903K
IFN=a PR RO H P EE S T R AWE T AIPT TPN=- o HUik, B8 EoR X % 32 0K IPN-a SERY
[’ EC50 M2y 0. 4 :g/ml 225 20 :g/ml, MZ0. 4 :g/ml 22510 :g/ml, N2 0.4 :g/ml L5 .
g/ml, NZJ 0.4 :g/ml 22y 4 :g/ml, N2 0.4 :g/ml B4 3 :g/ml, N2 0.4 :g/ml 2] 2:g/
ml, MZ1 0.4 :g/ml 41 :¢/ml.

[0246]  FEA K BH K5 — A Jy 1, £E L id A549 41 B BMC %5 55 30 )R 56, % 52 903K
IFN=a PRV R I H PO S P AE A PT IEN- « B, B BoR ot & 32 K IPN-a SERY
[’ EC50 M2y 0.5 :g/ml 22520 :g/ml, NZJ 0.5 :g/ml 2510 :g/ml, N2 0.5 :g/ml 2Ly 5 .
g/ml, N#J 0.5 :g/ml 22y 4 :g/ml, N2 0.5 :g/ml B4 3 :g/ml, N2 0.5 :g/ml 2] 2:g/
ml, MZ) 0.5 :g/ml 225 1 :g/ml [,

[0247]  FEA R 5 — A J5 1, 48 B IA A549 41 g EMC % 55 30 03K 56 A, % 52 903K
IFN=a P2 B H O 230 ME A AR B OB TEN=- o Bpk, B B % 52 0058 TFN-a W77
11 EC50 M) 0.6 :g/ml 249 20 :g/ml, NZ10.6 :g/ml 22710 :g/ml, M2 0.6 :g/ml L5 ;
g/ml, NZ1 0.6 :g/ml 4] 4 :g/ml, N2 0.6 :g/ml 227 3 :g/ml, N2 0.6 :g/ml 4] 2 :g/
ml, \ZJ 0.6 :g/ml £4) 1 :¢/ml,

[0248]  FEA KBS —A 5, 48 i A549 41 g EMC %55 55 30 038 56 b, X 52 90K
IFN-a PRSP0 H BT EE S M rP AUE AT TEN=- @ BUIR, B BoRxf % 32 3K T°PN-a SERY
[1J EC50 M2 0. 7 :g/ml 22520 :g/ml, M2 0.7 :g/ml 22910 :g/ml, N2 0.7 :g/ml L5 .
g/ml, NZJ 0.7 :g/ml BL 4 :g/ml, N 0.7 :g/ml 22y 3 :g/ml, AL 0.7 :g/ml 24 2 :g/
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ml, MZ1 0.7 :e/ml 4 1 :¢/ml.

[0249]  TEARKRBHE F — A J5 A, 76 L I& A549 40 i EMC % 25 P i 46, X 52 903K
IFN=a PRI H B 85 P AR AE A AT TPN=- o HUik, B EoR X % 32 0K IPN-a SERY
[’J EC50 & 0. 8 :g/ml 22 20 :g/ml, MZ 0. 8 :g/ml 22y 10 :g/ml, NZ 0.8 :g/ml L5 .
g/ml, N9 0.8 :g/ml 414 :g/ml, N 0.8 :g/ml 22y 3 :g/ml, AZ 0.8 :g/ml R4 2 :g/
ml, MZ1 0.8 :g/ml £ 1 :¢/ml.

[0250]  ZEAR KRB 5 — A7, 76 B IR A549 40 s EMC 955 5 Dl X 568, X 52 0K
IFN=a PR RO H P EE S M R AE A BIPT TPN=- o B, B EoR X % 32 0K IPN-a SERY
[’ EC50 M2y 0.9 :g/ml 22y 20 :g/ml, MZ1 0.9 :g/ml 2510 :g/ml, NZ 0.9 :g/ml L5 .
g/ml, N29 0.9 :g/ml &4 4 :g/ml, N4 0.9 :g/ml 22 3 :g/ml, A& 0.9 :g/ml 4 2 :g/
ml, M%) 0.9 :g/ml £24) 1 :g/ml,

[0251]  ZEAR KRB 5 —A 5, 76 B IR A549 40 s EMC 995 5 3 il X 56, % 52 0K
IFN=a PR R I Hows 5500 2 A RVE BT TRN=- a B4k, B Bon X 252 03K TFN- o JEAY
[¥) BC50 ML 1 :g/ml 4 20 :g/ml, NZJ 1 :g/ml B4 10 :g/ml, N4 1 :g/ml 245 :g/ml,
M2 1 :g/ml 2294 :¢/ml, N2 1 :g/ml 225 3 :g/ml, N4 1 :g/ml 24 2 :g/ml.

[0252]  (iii) AZ X BHBrHAL

[0253] 24 T Ui & fE 5 KOS R PR T 45 A B IFN-a SR AT AH &5 A I P Ak, T kAT an
“Antibodies, A Laboratory Manual”, Cold Spring Habor Laboratory, Ed Harlow Fl
David Lane, 1988 Tk ()5 FIAZ X PR SE . B35, Btk ok, W] ARGk O AN i 5 T 3%
SIVER . B, v Fendly 25 A\ ., Cancer Research50 :1550-1558 (1990) FTik ) 754 45
BN E 52 A % B BA VLR HUAR G5 510 TEN- a R AT 4559 — M, e 5= 0 2 b b
BT A X BAW 5T o7, AT S TS (Wofsy %A . Select Methods
in CellularImmunology,287 Wi, Mishel FlI Schiigi %% San Francisco :W. J. Freeman
Co. (1980)) , K/ G K FE i [ DA 5 i FIR 2Ot E (FITC) K. T e i L B
6 TRN=- « A4, KBl £l (1) FITC FRid Y% BR B SO REHTATL (2) AR 32 8 e
PUARRR G — & F, 3 How e & FLI 52 O0 LU 2 BLHT AR It 7 19 22 BRI 7K~ o
IR 5 TG OC B v BE DA HEAH b5 B SO R B AR b FHIT T 50 %6 8 BE 2 455, B AN I
L8 B v FEHUIRE X — SR R R AL

[0254] 7040 ik FE 4tk X AR )50 T By 3R 45 ALAR Ja T AE S A A I, /) BRUASE A, RN I
PRSI o o7 T 2, I U8 HAT I R 1 16 bl 0 o B A e A8 i & A, sR AR 48
BN AR NI, CFE “ FE I ARG AR ” T71%, tn 3 B LR NO. 5, 821, 337 H iR, A 2>
ZG|FHiZ5e LR . AR EPT IPN- a FiAR R VAL AR 41) 2 rh ik .

[0255]  (iv) WEPR A E7R TV

[0256] W] 20 & SCRE 45 8 AR BHPT IFN- a HAk, DL % B B 5578 2 1 & e e bk
SOfE . BRI b, 5L SR R SRR AR B B RS PR R AE X (Fy) &R B (i,
Fab, F(ab” ), 5 ) WA (10 B AR SCZE, e tH & et AR so b o BT b S i s A2 AT
Vi DB IXFE R TR AR SO . RIKBE 5 P bR 45 & 1 Fv v BUR) e 4B s W B I BT 5 5
FErh AR ZS A H ve FEAH A B o ARJE NP BB i 255 1t se e, T 55 i LAe Do s e B/ Pt
M0 E . IR HA IS PTG 77 72 LA IR H BN B PR Wk B A v 8, SR )5 R ik
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JEOGHBIE B AR e B 1K) Fy RN Kabat 58 A (1991) , [\ E TR & a2 X (Fe) J741)
KR IPN- o JriksolE, n 3R AR K AR IFN-a Hifk,

[0257] WK R 4 JEE 7 ST PR )

[0258]  PrikMIPLIR LG &5 M R (VL) BERTEE (VH) BRI 4 110 DMRER
[FImIAR (V) S5 IR AR, —F A =AM E X (CDR) » 4 Winter S5 A ., Ann.
Rev. Tmmunol, 12 :433-455 (1994) Jirik, W] 747 [X 7] 76 W B & b ZhRe M s s Bl 1R 4 S 8t
Fv (scFv) Jy B, Hordn VH R VL i i — 4% R 2 1 IR EAN ARG, )& 1B D (ab” ), B, B
o v B S e e X G BARI BEARME R . AR SCI A, scFy G b g 14 b [
Fab 8 F (ab” ) , b5 W i 44 o B HSPR A “Fv R A4 w7 8L “Fv safE”.

[0259]  FWIIIRAISCEE (PUIRBGEATHISCEE ) $efft T Re SEEA LARMTdE A 5 4+ L 55
SER (K A 10°-10'MY) S4BTk, Buikes & 00 S 70 2 FEMEAERN R A H B4
T DAZH A 7 20 V SRS R X B2 3 . 78 N BE R, IARE 50 A VH FE R X B B i A
HAEER (HL ATH2) , 5 D XBORT JH X BCE 7 AR5 = AN 83 (H3) o fENFRRE, AAE
29 30 A~ V8 ALY 30 A~ V6 X B U HT M AN A2 35 (L1 R L2) S =AS (L3) KD
43 CLSE AR = AN AR ER (L) .

[0260] T4 furh VLR X B AR R 2L A PEEHE =L T RIS HA VH-VL 51 B 4.
PER PG| R T & 45 & R IR 4LA 1 B i (FoEy 38 ) oMk, R)EH
AR R RS (FRASERA i) I R B RAR PR R A A i FE SRR ) (K o 10°-10M ) o
I T8 T A g D) 28 2 AT 98 I A R N ) R R e BB A

[0261] 1 Winter % A Ann. Rev. Immunol, 12 :433-455 (1994) K, e =4, VH I
VL & RS W] a8 ok 58 6 Bl e N (PCR) 43 i) e I JF 1 0 B AR SO h BN A, R e 4 =
PURE G lE . R PR SO R B A T 0T S0 8 B 1) i 2 R Bk, AN T A R AL
JE . YN, I Griffiths 28 A EMBOJ. 12 :725-734 (1993) BTk, A% A ) 30 vl LR TG
7 e A AT T AR AR VS AR B S A S PUR BBV —RiekE. a0
Hoogenboom Fll Winter. J. Mol. Biol. , 227 :381-388 (1992) Fri&, M it 7 1% A T 40 fu i1 K &
FEHE V BVIIEZE R X B FER H & A BENL T 41 1) PCR 5|49 LATE (R 414w b5 CDR3 #5172 X FF 58 1
HHE, A A 3mSR .

[0262] WA A RBLNT T B i, il SR EAEE B p RS {8 22 R0 w14k e R
Hik B B . W Marks 258 A J.Mol. Biol. 222 :581-597 (1991) Jrik, B4 A BE AT E Jy Sp4 Py
JrBRE R, Horp VH A VL DG I — R PR 22 IR S B A8 (7] — 22 ik |, 541 Hoogenboom
ZE N, Nucl. AcidsRes. , 19 :4133-4137 (1991) Frik, /K Fab (f44E F(ab” ),) HEER, H
258k P ITTRELA 1 o — 4% 70 Wb N0 B =40 i s, 7698 ) LA 2 plk Pab— A0 i 2 11
GhERG, S A — Lo B AR AR R A PRI B A SR T R APt i B p T N il 1
I R AR AR e o AR, AN 0T p TR N R 45 8 380 5 5 — S5 A % e » I v
IRTEAL G, AR p T 200308 o 4l Bh s e A4 it o

[0263] W] A& W B A1) p TG40 R0 HL e B 1 4 30 4 A A () — Wk o 1K 50 7l B8AN [
ST b AP, ERR B (5 R A R Ak ) Egnhd p [TRES
M. W, Vieira flMessing,Meth. Enzymol, 153 :3—-11 (1987) Ak, LA W R A& B R
(RFE p 1) 1H T = i e S Rk 3 B B M DAl A0 2B A B 1 74 (U M13KO07)
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TR R, o R AL N R B AR ORE . AE— ARG T7 VA, W Bass 5 AN Proteins, 8 :
309-314 (1990) F1W092/09690 (PCT/US91/09133 AAG T-19924F 6 H 11 H ) ik, il Wi
R IBIR R, 45 B2 Wk e PR ] 78 ARV AN 22 TPl 1 W06t o1 (R OB AE R R 1 s — N BA B
5 UL PV — QUi E F RS I 4 R s 4 i s aR

[0264]  — i, N A BRSO K S e 40 M AT G b HLAR TR IR i BRI AR IR o 0 SR 75 2
PEIEFEDT IPN- « SOl IS0, ] H IFN- a SaeBefiizont 2 DL A HUAR N 2, 1 (R i 4 e
i/ BAEFAE B 4 B Ak Mtk 4 i (PBL) T SCEM . 78— DLk seiE o, 72 A )
REPE N S Bkt LRI RE A ( HLRZ DhRetE IR R R4 ) BRI R A - 4Bt A
IFN-a HUARRNZ RIS ML BB TFN- o Fo R A APTARZER A B SCE, [Rlifi TPN-a 4y
RPN B 4l n] = APt IFN-a [ NS BBk

[0265] £ 55— L S, S 7 CRUAEAZ BN TFN- a i 28 HAT T 72 ROV PR 1)
Pt IFN-a HUAARR) B 40 ) HiiAN AR IE A 1 IFN- o SRR G W) Sz e fh gl
Yo 165 —ARIESLHA, W R B L PTIR, FARAE T AR E B TP (Al S WS
A A SRR R 4E . (Namalva 4l M) 43008 ) TR TFN- o 3 BYRA V) S e e hh sl .
I N IR B0 B 22 (1008 A ) T M Sigma Chemical Compay, St. Louis, MO 15,
[0266]  FH & 24 1) i 1% J5 V0 40 B8 K38 TPN-a S5 PR 45 A PR H B 40 e, A TPN-«
SRR JZ AT 4 0 0 M s 40 B I B T2 S L 3= AR 12 1) TEN= a , SR 5 FH % 6 I0ns 40 i 73 e v
(FACS) , W[ 3R1GHT IFN-a g T4 fe i it — 0 & 4

[0267] B3, A8 A R o i (AR B 4 o Al / 58 B 41 g sk It PBL, 2480 BE I PTIARSCIE 1)
SRR, H AR DA IEN-a JeHta sy ( NBEEN ) MBS SCE. T
HNB NPUIRES RIS 1R ST, WOSRAZ AT G 1 T 40 i DL £ 4 A 2R HEBT AR 2R PR X B %
2 o OGRS 41 f ] NS PP 3R1S, WA/ KBRS Tuprine R A 5
[0268] W] MEGER KT 40 Mo R A b Hi A4 ] AR SRR X B (A% VHI VL X B ) IIZIRIFH
W, 4 orlandi 2 A, Proc. Natl. Acad. Sci. (USA),86 :3833-3837 (1989) ik, 7F HfF VH
VL PR SCE BB G, 0 25 Uk B 40 B f 2 PR 24 DNA B mRNA 2R i F S i+ EE HE VH A VL
SERP 57 1037 i M5 AT 56 B BE S N (PCR) , R] 3RAF BT 75 110 DNA, 4R J5 il #3 H K 1A
(K12 BEVE V LR SCE . 3 Orlandi 25 A, (1989) 1 Ward %% A, Nature, 341 :544-546 (1989)
Bk, Fl9mh s V g M3 4 27 57 v BB S 5 1A T T I BE I RTS 1420, AT AN cDNA
FHEEERIZH DNA 36 v S5 . AR, 4T Jones 25 A, Biotechnol,9 :88-89 (1991) ik, Xt
T cDNA I, J5 5 1B ] B T AT R AN 51, 1 40 Sastry %8 A, Proc. Natl. Acad. Sci, (USA),
86 :5728-5732(1989) Frik, pi5 WAl 2 F1EE X . W Orlandi %A, (1989) 83 Sastry
SN (1989) Frik, 4 1 ¥ BAME S KA, WIES Wb 8 N . Puikth, W Marks 5%
N, J.Mol. Biol, 222 :581-597 (1991) /i iE TR e a0 Orum %5 A, Nucleic AcidsRes. ;21 :
4491-4498 (1993) J7 VTR, K R X 25 VISR S5 ¥ PCR 5 14 LA S8 A7 1E T F0 2 41 B A% 12
FE 5t BT A4S ) VH A VL HE, A8 S0 2 e SRk . W Orlandi 58 A (1989) Fik,
H TR ) DNA b NSRBI, AR I BRI AL s 5 |\ PCR 51— m AR I brad,
B4 Clackson 25 A Nature, 352 :624-628 (1991) Fri&, FIFRICHI 5 I EAT 83— 25 PCRY 14,
[0269] &R EHER) VIR SCERTEAR SN V IR X BLRT AL . KB40 I N VH JE BRI X B
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O e 5% (Tomlinson 28 A, J. Mol. , Biol. , 227 :776-798 (1992) kS ), L& AVEK
(Matsuda Z£ A\ ,Nature Genet.,3 :88-94 (1993) AT ) ;iXEE70 FF X B (4945 H1 Fl H2
WHIA FERS ) HgREA AR R H3 B PCR 514 7= Ak 2 1 VH 258 S0
( 41 Hoogenboom # Winter, J. Mol. Biol. , 227 :381-388(1992) ik ). FIf: TN KEH
K H3 BRrh (A e 1) 2 REVE L TT 4% VH SCE (Barbas 25 A, Proc. Natl. Acad. Sci. USA,
89 :4457-4461(1992) & ) » A V6 F V8 X Bt LUk s AN F (Williams Fl Winter, Eur.

J. Immunol. , 23 :1456-1461 (1993) T ) FH 1] T HIHE Btk 28 SCF . LL— 541 VH H
VL P18 A1 L3 DL K H3 K A SE A A etk V 2R RS, B gmtd K i g5 i 2 A Bk, v
FE[K 40 DNA 297392 5, Fr & V LR X B AT #2 ] Hoogenboom il Winter, J. Mol. Bio1227 -
381-388(1992) Pk 77 kAR EHE,

[0270]  DLJLART7 4 VH AT VL ZR PR SCEIRCG 78—, Rl DA v BURI SO . R —Fh oL
FERT R AE AN R R, TEAR SN A IR LUK, U Hogrefe 56 N, Gene, 128 :119-126 (1993)
BT, B R 20 A i, 46 Waterhouse 25 A, Nucl. Acids Res. , 21 :2265-2266 (1993) Jit
B LoxP RS, RN EHERAH Fab b Be e VE IR O I AT 13 4% A 3803 iy S 1)
SCHEER/NPR o 43 3 R S A) VH R VL SCE, — A 5 N W DR T 5 — A b I N Wt BT 1R 8¢
A o BRI FH WGk BT A 4% 5 Wk BRI PR 40 T, 1 R S PRI, A4S 1 At R 25 AN [ () A6 1
H SR/ H 52 A7 e 4 B 5 PR ) (£ 107 5al ) « WA E S /RN EADNES,
{75 VH A VL ZEEE 4L T — AR 7 b BAL RSN R B RSk . X B R SRR
T REA RIFERS K, o2 10°0) 2R,

[0271] 55 4b, MBI 28 S FEAK IR 0 % &2 [R] — iR, Wi Barbas %8 A, Proc. Natl. Acad.

Sci. USA,88 :7978-7982(1991) AT iR, B¢ I PCR 41 2 i 5k, 4R J5 72 %, &0 Clackson 25 A,
Nature 352 :624-628(1991) ik, PCR 20t w] A T VH R VL DNA 5 %ahd— & P ik IA) %
Y1) DNA AHZER LAE B— AN 388 Fv (scFv) SCE. 17 —HARH, “4ifapy PCR 44257 H T8
MR fe @ PCR 205 VH AT VL DR, AR 5 vl BT i B 2E R SO (41 Embleton 58N,
Nucl. Acids Res. ,20 :3831-3837(1992) Fri& ).

[0272]  JRA)SCPE (83 RAREE G ) BT bk nT e R P SR R ) (K0 oA
Z910° ~ 10 M) , {EH ok #4) 52 B 3B R IR G SC JE B ] AE AR ST 216 R0 T e (4l Winter
LN (1994), [F B ) o il H 58 2 A8 (Leung %8 A, Technique, 1 :11-15(1989)

S ) LL Hawkins 28 A, J. Mol. Biol. , 226 :889-896 (1992) (¥ 778k LA Gram 25 A\, Proc.

Natl. Acad, SciUSA. 89 :3576-3580 (1992) [ 77 £ W fEARAMREHL G| ARAL . AL, i 7E
FIT AR By 55, H BE AL A — AN a2 S CDR, 1SR FH 417 7 95 R i CDR 1K) BE AL 7 41)
(1151 1E PCR, 97 12 B iy 21 R0 ) () Sl AT S F S G FE . WO 9607754 (A FF T 1996
F3H 14 H) R T IE R ERE H R FAMIE X A 3 SR P A R B IR R SO
o T35 A Ik G R P SR XA AR S (AR R ARAFAE V X AR SR ik HY
%) VH Bl VL g6 88, FEI8 e J LA B 2 0 o8 5 (28 A (n Marks 5 A, Biotechnol10 :
779-786(1992) Frik ) o X —HiAR 4T HA 10°M v [BZE R IPT R RBL ik A B o

[0273] VAW R AR R [T IFN-a  pif

[0274] a. IFN-a [{4 R

[0275] FAHCAMM T ER R LR MZ IR FH (WD J. InterferonRes. , 13
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443-444(1993) <& &M T BT R I R ZUR cDNA 741 (YL 4% 2 2% SCRR A% SC 51 Y
S22 SCHR ) AT IRVEAR SO A TEN-a E R 9w b % 1R P 41 e A T TFN-a A(TFN-a 2) |
IFN-a B (IFN-a 8) . IFN-a C(IFN-a 10) . IFN-a D (IFN-a 1), IFN-a E(IFN-a 22) |
IFN-a F(IFN-a 21), IFN-a G (IFN-a 5) . IFN-a H(IFN-a 14) 4 % B /5 % 3¢ cDNA J
H, W Goeddel Z& A, Nature,290 :20-26(1981)23-24 Gi f#] & 3 f1 &l 4. % T %% 4
IFN-a 7(IFN-a J) [t & 3% B8 J¥ % 1] ¢DNA, Il Cohen Z& A, Dev.Biol. Standard, 60 :
111-112(1985) o FH A S04 0 01 1 25 il 7 V25 ] il 2 G 65 SN R KT - H Z2 1 DNA. 35X 48 775 72:
AFEEARFE T Engels 25 A Agnew. Chem. Int. Ed. Eghl. , 28 :716-734 (1989) = fif ik T-fa] —
25 A BT 105, =g, T RERR IS, W R IEE R RN H SRR IS 57k 6 — N SEhEf)h, 78 T 55
figh DNA 3 v P SR A 20800 L4 MR (2508 1o BN, RS T 25 DNA i m] LR 41
B cDNA SCFEH 4 13 2

[0276] 4% T b B ERT-FRER I DNA 73 1 22 J5, #51% DNA 73 T3 AE R TR I 8uUA
WUTORL P R R A T 2 e 1), Her 4 e 91 ] oA F B PR S AL R T S Al M B R o R, TRk
B F A AR 5 4, IR Le P AT AR T S 0 4 AR Rl . IR R A —
IR UL K w8 5 ( Re B R LR AL 40 i b R T RE ) IR 4.

[0277]  %f FJEi%fE E R, 518 M E A FE pBR322 (ATCC No. 37017) « phGH107 (ATCC
No. 40011) . PBO475. pS0132. pRIT5. PRIT20 8 pRIT30 % %1 & (1 4F {7 # 1& (Nilsson
F Abrahmsen, Meth. Enzymol. , 185 :144-161(1990)) . pRIT2T. pKK233-2. pDR540 F
pPL-lambda. A= 3T IdE H #)&A FRIE BRI R % 18 3= 4 B0 45 X i i K12 £k 294 (ATCC
NO. 31446) , K 7 #F B #& JM101 (Messing 2% A, Nucl. Acid Res.,9 :309(1981)), K i #T
WL B, K AT B BE 111776 (ATCC No. 31537) , K % #T B £k ¢600 (Appleyard, Genetics,
39 :440(1954) ) , K W #F B9 BE W3110 (F-. v -, J& 7= &, ATCC 4w 5 27325) , K W #F B B
27C7 (W3110, tonA, phoA E15, (argF-lac) 169, ptr3, degP4l, ompT, kan") ( 3 + F
No. 5288931, ATCC No. 55244) , Aifi B 27 fAT 18 LA ZE V0 1] IR Kb Bvb B 0GB AR 55 vy
=

[0278]  [RIGIZADZ A, EAZ AU BE B, B2 40 M AR AT A2 1 40 e w] AR 3= 40
XTI RRAE T2 40 MO K 2R 0K, A~ 28 i 1 A P R BRI R B, A IS R R B T 2 BOK I
JORL, RS B AR BE N T Y04k (YAC) ZiR B2 S i e etk o X T+ B Ha g = 4h e )
KI5, W0 ST A, G0 A TSP TR B . TR 18 5 g0 20, R ) XF
MBI FE AN, 08 I R A B R B RE AT A2 BRI RAT I T1 SOk 28044

[0279]  JAT, S KV ER HESH ) E 4. A H T FLah P rE £ 4 Mo ds 52 SV40 AL A
¥ CV1 % (COS-7, ATCC CRL 1651) s AJRA'E Z (293 8k A K TR 4 5% dhm Y0 ve % 293
Y0 M1, Graham 25 A\, J. Gen Virol.,36 :59(1977)) ;%4 iS40 f2 (BHK, ATCC CCL 10) ;[H
G B U0 S 40 e /-DHFR (CHO, Urlaub F1 Chasin, Proc. Natl. Acad. Sci. USA, 77 :4216 (1980)) ;
/NELZEST R4 (TM4, Mather, Biol. Reprod. , 23 :243-251(1980)) ;4= "B 4H My (CV1 ATCC
CCL 70) ;HEM S-S 4 e (VERO-76, ATCC CRL-1587) s A\ S 40 e (HELA, ATCCCCL2) 5
RUF 40 M (MDCK, QTCC CCL 34) ;2R (buffalo rat) F4HHE (BRL3A,ATCC CRL 1442) ; AJif
YA (W138 ATCC CCL 75) s AJF4HAE (HepG2, HB 8065) 5/ L R (MMT 060562, ATCC
CCL 51) ;TRI 4 (Mather Z& A, Annals N.Y. Acad. Sci. , 383 :44-68(1982)) ;MRC5 ZH ity ;
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FS4 40 s AR AN AR (Hep G2) o X T FLN01E 40 R IK, A H B HE SV40
AT AR, 20 M 25 AT AR IO 3 pRK 2048, B 4% pRKS T pRKT (Suva 55 A, Science,
237 :893-896 (1987) , EP 307, 247 (3/15/89), EP 278776 (8/17/88)) , J& 1 i £ 8 H B 5
BEATAE A, DL B R B B R i 57k e B A i 28 (MoMLV) RTARI 3844

[0280] ATk, K5 g i B LT 2 1 DNA B R TR T — Wb MERT B 741, S8 &
MK RIS W) W BRIk o WA HT S A 4] B 4G stIT, ecotin, lamB, #2 GD,
Lpp, B PR PR A, Fe AR, DL o PRlFo IEH TASCH 2 E A A 1 36 2R AT /74
(Abrahmsen 2§ A, EMBOJ. , 4 :3901(1985))

[0281] e Yefa F 4 Mo It Pt A R W IR I8 sl B AR AL, JHE CulbE & T3 S
JABN T PR A AR, AT G g B BT R e 0 R R B ) RIS R R 2 TR

[0282] AL YLFRTE T 40 IR AN RIB B, AR gwhd F oS br bRk, V2RI
AL S F2 AR N BT AR, B IR A UTE ML 2R fL . AR BRI O e rs E 4l
M R AR, — A A B G iy o

[0283]  #AL¥R¥E DNA 5| N AW AAKRALE43 DNA n] R (4E A e AR b o ol il ok G (o kB
H) o BT I F 018 40 B, SR FH O A% 40 MR AR i g AT A AT SRS VRS Ak
P (41 Sambrook 28 A, Molecular Cloning ( 2 "k ), ColdSpring Harbor Laboratory,
NY (1989) 1. 82 5 ik ) 185 H T & A K 2 41 Mok bf il (v )5z A Ay sl At 4 . FRJB3 AR AT
P IR T R e ) Al e 1) #e 4L, 0 Shaw %5 N, Gene, 23 :315(1983) F1 1989 4 6 H 29 5
22 TT I W089/05859 JiTid . X T+ ¥ A 41 Mo BE i S 40 ML, JL ik a0 Sambrook 5 A ( 7] 5%
16. 30—16. 37 17 ) ATk BEIRESUTVE 77 1% WHFLBN A N = R G AL R4 77 T W A
Axel ff) 1983 4E 8 H 16 H A RIS E L H) 4, 399, 216 F Fifiiik . 85 M4 Van Solingen
2 N\, J. Bact. , 130 :946 (1977) FlHsiao 2% N\, Proc. Natl. Acad. Scia (USA) , 76 :3829 (1979)
7 E AT R BE AL o SR, ] SR AKE DNA 51N 40 iy Hos 7 v, Wiz i, e L, s
ARG

[0284] 4 Sambrook & A ([A] b)) Frik, A B 7% H T AR B BT 22 1 B A% T - 4 i
[0285] W] & i aRdks g H T AR BOGBT RR W FLsh W 1a E 4. w45 5 55
JLUn Ham’ s F10 (Sigma) ,Minimal EssentialMedium((MEM),Sigma), RPMI-1640 (Sigma) , F/l
Dulbecco’s Modified Eagle’ sMedium( (DMEM),Sigma) i T 555 F 40/, 546, {1 Ham
F Wallace, Meth. Enz. ,58 :44(1979) , Barnes Hl Sato, Anal.Biochem. , 102 :255(1980) ,
U.S. 4,767,704 ;4, 657, 866 ;4,927,762 ; B8 4,560,655 ;W0 90/03430 ;WO 87/00195 ;
U. S. Pat. Re 30,985 ;5 U. S. 5, 122, 469 ATk FTATRT FRIE (FTA X LL 0 TF N AN AR L 2
FCHER ), nT RS AR R AR AL . AR, X SR SR AL W AN R A/ B e AR K
(RS ER, IBERE D, BER KRBT ), #h38 Clnsqnen, 45, 85, LLARIR 2L ) , Sl
(W1 HEPES) , #% 1 (WM R ) , PR (WK REFERAY), WEocsE (T LU
JEE TR0 ] () 5 Z W FEAZAE IR AL B4 ) » UL K A 2 B B4 [R] P BB ot m] A AR sl R
N R RNIE I8 2 B (AT LA BT T AN 78 35924500, WIRLEE , pH (B 555, A2 AL S0 AT 5
PR IATE E 40— A A Y, I HXF ARSI B AN 2SR,

[0286] AN SCHTHRTE T 4 LA HE RSN RS IR Il M LA B rE s AR i 4 .

[0287]  TEMUPNRIE RGBT AR 0w R G b, nld iR s E4n i / 4n i (g
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R e B YRR G F A ) A FRa b i E A SRR TR E A . Sidt,
TENBAN 3 R G, W SR IR rh R A 2R 1 0 28— 20, B O IR S BRI L R AT
TR PR 40 M A o ARG o S S T M B T AL Gy o T8 AT R AL A th A AR BT AR
U TPN- a FRIKAMESS G T2, AT PR IS ML 73 T RIS 255 Ik . SR )5 FH G ad i
JiiF (g g F ek B8 T AC A B 40 s CREVIUE s OAH HPLC ;A - BUBH B8 748 # i
(41 DEAE) 24T s JZ #1245 sSDS-PAGE sl BR % UTVE s Wl A SephadexG-75 [KJ&ERL I 8 s B
KSR g M FH [ 78 AR 5T TR 2 AR IR A SR AN ) 1 — Al iz IR ) o
[0288] < 3C BT HI I ¥F 2 A TFN—a 1] AR ok oK 5 3R 43, 21 A Sigma (St. Louis, MO),
Calbiochem—Novabiochem Corporation(San Diego, CA) Bk ACCURATEChemical &
Scientific Corporation (Westbury, NY) 315,

[0289]  HRUER 7o % J7 ¥l Maniatis 2 A, Molecular Cloning :A LaboratoryManual,
Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY (1989) PrikH T-H4%E
JORL, 12 FURL BEFR T 4 A hIFN=-a 47 1F A K i 8 B B b e A AN 3105 140 i)
Nsil Rl Sty T BRI PEAL SAE hIFN-a AN [EINE B cDNA 5 b3EAT PCR W (Goeddel 4%,
Nature 290 :20-26 (1981) o 2R J5 41X & PCR F=4) . 57 b N\ 15 257k pBOT20 [ AH AT & (1
Cunningham % A, Science243 :1330-1336 (1989) A& ) o BT FORKG h—TFN-a F AL f)7=
B T R B phoA JA B MG E T2 1115 S KK (40 Chang 5§ A, Geneb5 -
189-196 (1987) JIrik ) o JH3& [ A=W 2 I P A & 2. 0 FRACTE SE A JE A Y E 1 DNA
JPA o B35 TR AL N R AT B iR 27CT (ATCC # 55244) A 10 FHRBERE T 378 (W
Carter % A ,Bio/Technology 10 :163-167 (1992) ATk ) . FHZERENTEMNEH £ IFN-«a
(R R AT BRI T 44 A3 BN hIFN. ZAE40 5, JFLL 10, 000xg B LR BR L0 1o 4 1
EWONRNE A /N BPT hIFN-a B Hiff (LI-1) (i Staehelin % A\, Proc. Natl. Acad. Sci. 78 :
1848-1852(1981) fTid3k1E ) Wi yEg At . H Roy 25 A\, Journal ofChromatography,
303 :225-228 (1984) [l 752k L1-1 B EfEn 2 4L33E Eo A& 20% (W/V) Hl pH 4
3.0 Y 0. IMFTRRER #h MAZAT H B 25 & T H0 2= . 44k i) TFN A SDS—PAGE A1 4 22 E[1 328V
G381, R ASCHTIR (1) hIFN 5 S BT a5 a0 R A s 1

[0290] 41 Rehberg % A, J.Biol.Chem.,257 :11497-11502(1992) Bk Horisberger
M Marco, Pharmac. Ther. ,66 :507-534 (1995) Jif &, 3£ 15 7 A IFN-a2/1 2% & &
(IFN-a 21—62/ a 64—166) °

[0291]  b. IFN-a [{J[&H &

[0202] iy T FH W v 1 e s S B SR AR B 20 B, Al 44k B TRN= o IR B T 55 3 ) 25
T, W B ARRE R, ARG BK, IR EK, T YR, 2 PN IR IR AL R W), 32 58 158 TA 945 IR 15 gt
JIZ, SRR A 3R BRI IR AL ), Je Je, R 1 ALz 8dk, %% . I Methods in
Enzymology, vol. 44 (1976) ik Jyiknl SEB IFN-a & AR SERME . K& ARk
PG 722 BEEE T (AnSRIRpE TSR AT 4 ) B FH R AR 38 i A S0 A 1a 30 A4 9T Bl
S 0 IR A 1 = 2 i D i 805 i g 5 TG A 2k P AR TG

[0203]  5j4b, IFN-a W] A T pl W Bl fL, 227 ] e T W B A 1 7 3= 40 e b Bl T 48
W op 3k, BB A 2= A T BB 55 A 2= B A I B s R R Al B, Bl T A ) oA 2 0 1
e 1 WA TR R R s SRR T R
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[02904]  c. Y&k 51

[0205]  7EI& G T FHWR B 5RI &5 & 22 /b — 800 40 Wik B A4 J0RE 1) 2% A1 T A5 W0 7 1k ST PR 4 o,
5518 52 i TPN-a 4 fihe 8, 8B 0 4 B HE pH E, B9 7 9R BE, 15T S R B AR 3 4
. Vvt gt A 1 AR W B 4R JF 8 ( W1 Barbas 25 A, Proc. Natl. Acad. Sci USA, 88 :
7978-7982(1991) BTk ), B #E (Wi Marks 25 A, J. Mol. Biol. , 222 :581-597 (1991) k),
i IFN-a FiJR (2T Clackson 25 A, Nature, 352 :624-628 (1991) [IHT R 354+ )
TE) Vel F 5P, v MR AR 201000 £ . 41, W] R AR I R 1A B AR 4N
WY TR IR AT 2 R IR

[0206]  7E— ANk SEHE B, AP IE 2 19 TEN=a 3P 7832 25 i3l 5 W v 1k LA 26 e ik
— USRI X R BB 2y (ARIE 4B ) IPN-a VRSB H B G 45 A i s v AR o e o O v,
Wk RS S — R IFN-a WA &IR T » Peligi& T bW A s g (R JF H 53— IFN-a
BEFE. M P IFN-a WRIE S A S 5. 55, %7535 7 X PrA IFN-«
V2 HAT )l S N P R R B AR R R LR R o B TFN-a AR TN A i Lo pay
A, LIRS L JLAFP S TAN A BoR B B 25 A vl o S, WA i 22 HE Rt 7 1 o e
HORIE il TEN= a NERY R A5 1k (o ssis ok ) B8 ), B e tH R B K 73 (i
A30) TFEN-a SRS T vz A FE P BRI 5 B

[0207]  EFEHCRMIT 2 N 2=, B ARVES N BIAE E 3 ) 2%, R ASBER K 125D doik
JBRES RN S PR 455 . BA TREAR BB % (NS5 45-6 25580 7)) IBT AR FH A I v,
22 R R A PR R [ AH P R e A R AR B o e P I 22 O AH B E R AN e AR e Tk
HAR, AR T ORI A RS & AN RS B IR R 7R @R (41 Bass &N,
Proteins,8 :309-314(1990) F W092/09690 Tk ), UL & PR A% 25 B 0 i (41 Marks 25\,
Biotechnol. ,10 :779-783(1992) frid ) et RAEM &) 1% (R RIF& 556/ )) 1)
PO FE .

[0298]  WIAEXT IFN-a BAANFEZSEN) (EERBEEZE MR D7) Wk Ak [k
ATIEFE o SR, T BRI BEAT S AR (L I Ll Sie R0 0 i i AR ) R e 5 R BEAT ) TTREF™
V2 RN, K Reds Ghun, HABHA RN, g R IFN-a , i385 H
(R W R . A T IR B T A B s F ) 9228 1, v it & A 24k IFN-a (3
KT IFN-a SEEEIR SRR B0 BRI FE I B B AL TFN- o ) —BRIR B W E 4. H8E
BoR G 2= BA B WG R A AR S SR N ) B TR B A o A PR AR 7 AR BT IAR TR e
TGS G2 A i Y, R0 e A IR ORI B AR 56 AR ) Wy A o 20 8 HE SR g
f 2 AR SAE e o AT RGN TUR i G T 8 AH W B AR I 2 SRR A 25 3 ) 2 AT
X5

[0200]  {E— NSt b, B B 4 5 [ AR B A S ) (an B ET R G A ) B
ANF TEN-a WA —dd &SRR E o L7vhA, RS S —Fe e IPN-o R —RIEE. HE&
TE DML (T BENes 25 G IRk v AR TR v b 1) SR BRI G ) AN AH e i 4 &
R R A o SR P Wk B A s [ FH ) — TFN-a MRSk $E . 8 T E R ST
IFNAR2 SE 4+ 454 TFN- a [R5l HE, A—FR 41 IEN- a VB 24T 75 B4 v [ i v v 4 e o, 445
HE5 AWM T IFN-a J[EE TFNAR2 IR A iR F A5 WL E R NIES P R
A W R P 38 R 1 T o
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[0300]  JEFE 7 VAT Bevt A AT &G LR ENTEOR o 75— AN S, A8 08 v 1A e
B W B A B I TFN- a T RS FE ik b o 0 (BSR4 P W At 28 1o i
R BR IR T S A 18 B D b e A2 R A &5 A (10 B AR ORI V8 1) 2R B0RR Tk 2%
T B VE VR A, I BT A BRI Wk B A o [, AR 5 6 T RER LB TEN-a JE Y
HOE SR/ SR, A T E R S MM IENAR2 SRR S TFN-a [ fERE,
M IEN=a N2 2R 73 B 40 (AT 5 P ik vy 1 o [ 55 TR B &2 TFN-a ) TFNAR2 fiT A2 SR G 5
BRI — IR T, B OB IRAY, AR5 M EI5 W [P W B P B 1 S

[0301]  7E 55— SEjifol v, vl B8 7 ok & SR AR BRI E M 40 B T BeFD ) [FN-a &5
IFNAR2 &G (1 g AR R V& o b5, Aol B Ak 5 25 Al [T o 2 [ R SCH#4) B IRRE S TFN-«a
WA —ELRE ARG &AL B ¥ TPNAR2 ( 401 TPNAR2 ECD-1gG Fe) ¥R, 1F
A TFNAR2 RER B Ht 5 TFNAR2 3o+ 456 [ e 4 TPN-a Ry B A v [ 125 28 AT AH
HHYEDL . XA E TFN-a WAV E S A S SRR

[0302] 7 5 — St ], A Gk AT 1R S R I B T VR 1 TFN- a fiT AR SR G2 ik B, B
[E R B AR 2R, L&A ik B n ¥k TRNAR2 ( 41 TFNAR2 ECD-TgGFe) 143 it pE i 22 i =
R BR, 7R AT ME TFNAR2 BEMS B e 55 TFNAR2 37 4+ 1t 45 & [ 52 4K TFN-a 4541 1 85
B A 45 A e BRI R B 0P TR A, I B P (RO I 1 Wk B A v I
RJEX TR S TPN- o A HSEE A2 W B/ SRR o

[0303] )i, BLiESRAG AT 2 IEN-a E 2 LA TENAR2 254 H v M i wes i A Je i ik
BEo ARG AT IR I Le g e AN L TEN A2 (FBR T IFN-a Fp2) 1 IFN-B [1EH, DLk
H Rl o H At AP 28 TN AN R B R &5 G I SOl o S5, w0 228 W6k B 1 o o v R % o
IFN=a NP AYE M, WhUmERE I Be ), 2k I K 240 (RIE A0 ) IFN-a I
RSP Sh I E RN

[0304] L IFN-a ou[ S e

[0305]  {E—ANSif b, AR BIERAL T BT IFN-a Fidk, ZPiikee g &It h k28 (6
AR ) TEN=a P RS (36 P, (HIF AN B B 25 4 sl R AR SR TR SR 1S . 9 an ik
HFHUARRIZEEA EAH R 75325, IR AS R0 B 1 5 2 AR FHAS [R] TEN= a7 2R g i 25 9 2k 1)
HE /7o

[0306]  4.F[¥ETE IFNAR2-1gG (145

[0307] KX H 5 Haak-Frendscho Z& A, Immunology 79 :594-599 (1993) FfriA H T #4722 i,
IEN A2 {4 G 9% Zh Bt 25 (9 ARALL 7 25, m] P2 A 35 T hIENAR2 f AN A S BR B A& R A
(4 E B ZE ) (995 cDNA (pRKS hIFNAR2-TgG vol ). i1 = 2, i1 W089,/02922 (PCT/
US 88/03414, A A4n T 1989 4F 4 J1 6 H ) SEjti ] 4 Fr ik #4 1 UKL pRKCD4,F o A2 FF I
J¥ 41 (Novick % A, Cell, 77 :391-400[1994]) 3k 159 ik # hIFNAR2 ECD [ §T 216 /> 5%
FE I cDNA 4% 65 FE %), hIFNAR2 ECD % h% cDNA 4% pRKCD4,F,, f{] CD4 & 14 7% %1) LA JE
J& pRKShTFNAR2-1gG 5e i o A FH 1% I 475 U i Al Ik B ) 26 e /2 ARSI 293 4 i rp 3%
1% hTFNAR2-1gG. i it 2% (9 )it A—sepharose &% I8 A5 F1EHT (4 Haak—Frendscho 26 A,
(1993) , [ LBk ) TG M3 4l fa ks o5 Lyg i h — b aifb it e e 2B 2. A& 20% (W/
V) H i, pH A 3.0 (1) 0. IM A7 4 BR 8 2% 3 Vi BB Wi 45 & %) hIFNAR2-1gG. HR ¥4 SDS-PAGE,
hTENAR2-TgG 4ifb &2 95% 4lilL
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[0308] 5. IFN-a HUikmIiL W N

[0309] AR BHKIPL IFN-a Uik IPN-a FX S Wril e o R 53R . 20 al ATk,
FEFELE [ B G 02 P95 W1 TDDM, SLE BA K B B o 2 1 AR IR b TFN- o SRR hn. 8RR
By IPN-a WA T2 SN Mk A e BT TRN= @ AR m] R0 I e B0 i e 0 o 5%
B TEN-a PRSI IR IE . B IFN- « HUAR WA T A EE 40 40 M35 e s OR AR Skl rh s il
A& Fh TFN-a 7,

[0310]  FEVFZ AT A2 Wil 36 5 vE 2 AT — Rl R BT IFN- a Ak LU I TFN-a .
40, MT 5 R TR 3RAGRE &, BHZRE L ST IPN- o SR S A ZIR S FE TRAY
AT AR TEN-a RSB RBLIR /IFN-« 459, 3F B NAFE TR AW AT Huik /
IFN-a &Y, al g EWFE S TEN-a o DUASATER O 50 38 A R e R A 18 7 3] ol 4%
IS AR AR BT FH RS 1R SR A S B A i 5 HUAIR A 1 5 VE DL R A I A /
IFN-a BEWN 77 IXPHRI RS T 4 1S iR 56, DS RN ERR S . S8 FRde. gy
TER AR 23 8 50 BRAE S % 7 32 10 58 B 23 i 2 ) 9 il 1 A0 7 BR AN e VR G adEAT
[0311]  IFN-a B3 7R A 1 AhEk 2 B0 R 135 < brid IFN-a (28404, & & 1k
IFN-a 2R, brid it IFN- a Pk, B e IFN- « FUAEFISZAREEA)  drid il
FRA “onEEF

[0312]  FF ARG ATFT AT IFN-a FIFT IFN- o HiiALGE SRR EfeE. 1T
Ga BRI K 1F 2 b ic 2 AN, 9 AL 6 AL m] B RS I 1) 43, Wnae et 3R, 42 R
1) FUTBCRE PR AR 2 LA R 0 S0 48 S N BT A5 A B A I 21 () 23, Wil X 28 bR id i 9]+
FE O R AL 3 2P HCV P H A UL, B P s B A ek ot 2 R ILAT AR, B
S AT, P, T8 0, 32O R B, 05 ok B OGR4 i R O R (35 E LR NO
4,737, 456) , 8 3, 2, 3- SN i, BUR S4B (HRP) , Bl e e e, B — - fLbE
T AR5 UE R 1, Vi BT, A SEAG I, T B AE AL, S LB SR, IR RE —6— BEIR I AL
Bl ZREA ALl 0 PR IR Bl PN B N W S AL I, 5 40 HH I A8 S A R TR V8 4n HRP, FL i
FAYIBE, B EACIRBEER, A2V E / ORA, H eSS, W A bR id, B0 I A

FE A Al
Py s 5F o

[0313] W] AIH ML 7 A X bRt FeA 4565 T A Biel 2 Ik, 94, ] HE ERGR) an
TR W%, SR B S, DU 24 B2 168, XU EE AL R i 5 DL B IR 5O Ak 2 R G B bR
WX PUAEATER L. 4026 [H £ NO. 3, 940, 475 ( 56 E ) H1 3, 645, 090 (B ) sHunter
2 N, Nature, 144 :945(1962) ;David 2 A, Biochemistry, 13 :1014-1021(1974) ;Pain Z¢
N J. Immunol. Methods, 40 :219-230(1981) ; 1 Nygren, J. Histochem. AndCytochem. , 30 :
407-412(1982) o ASCARIERIBRIC AL BE, DB L S AL BB 8 R 156 o

[0314]  GXLEFRi (RLIEHE ) 5 PUAR AR B A e il 36 R R N 53 i b e 4 4
. Wz W 0 Sullivan 2& A, “Methods for the Preparation ofEnzyme—antibody
Conjugates for Use in Enzyme Immunoassay,” W& %% 7C Metnods in Enzymology,
J. J. Langone 1 H. Van Vunakis %, 28 73 %% (AcademicPress, New York, New York, 1981),
147-166 11,

[0315] X FELERES 77 v T B A e iR [ 75 A PL IFN- o Uik 5 3 P ORERIF = 1)
IFN-a M. HEH L, R PR i AP TFN- o PRl TFN- o R SEx
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— o3 B, W L W B TR AR B R T (Bennich 28N, 35 [H LA 3, 720, 460) , il 4t
YrEme (e, F G AT ) » B 5 RANE AT TFN- o HiAA el TFN- a SR, dn G e it
VE

[0316] B RE ik, e g idnily, Case @It ZH TRtz
|

[0317] 5 4+ M 156 A A7 B8 37 TFN—a SRALLAD 5 I ARE I TFN- o 38 4 BRECE 1Y 5T
IFN- o FikPiR g &0 S EIRE ) MR AETES AT / ZJa AP IFN- o« JiikR 5%
455 TPt IFN- a HUIRRIZREZRFIMN IFN- o 5 R & KR ERRT TFN-a AH2p 8. i Wi
(P& SR A FUEAEME ) si8.0 (S-GB4 N Ja 0T ) 217
e BB TRN- o B E 5455 R B i & GRS IC B E0E ) s .
NG B TEN- o 4R ) S M il 2 0 5 180 45 R AR EL A, LUE &0 7 1056 B i
IFN-a & HHBEA ARG, XL I PR A ELISA R40.

[0318] 55— AhFE 4RI PR A “ BIAH” 5y, ATHEAH B o AR, B4 IHEA] TFN-a 51
(KB IBEAD, IXFE 24T IFN- « HUIKLZE A T IFN- o I, BTl IFN- o PraRii=y 7 EeE . It
4, TRN- @ s e s M v BRI REA B S Canid Ui ) 836, HIPT IFN-«a
LA R AR, A 4350 IEN- « HUR R S5 G MmI s g 7 hcic s . sk
S CLEMIT 44 iz A H

[0319]  SZARMRECYIH T HAH RIS I R PR 7 o RHK 7 2 EHL R 5/ IFN-«a
F B RS O SR S DR BUR PR EE AR EARE S HT TFN- o HiAKR — I 1]
g5 WAREY) . AEIGIRET7VE TS, WL S T & IFN- a R g5 &0 IFN-a Pk, i fE
Pt - FHURDUA S RS &, S EUBIY) DU R RO, 22 B R a2 58
RAETICHR

[0320]  JoLoiXEG UG A T TFN-a s IFN-a HUARRIINE o MR IR T, A5 H [
SE [IHT TEN= @ FTARIR B EGAE 5 1 TFN= o, T8 e b 25 U0 4 i, 456 1 TFN- « IR B
5 PRI IEN- o PR, RIGRIRR IR BN S E S B . SiaHnEREY
RIFES ) IFN-a FERIE . 7E“ R Je 05 4, WA e MAAR IEHT IFN-a 22
HIANIT B o HIPT IFN-a BB REfiARAE o — R bk, 2 salE i IFN- a HTAER J3— Mk
(R = SR Lo B0 R R T i ) TFN= @

[0321]  AySCHZ IFN-a HrRiutEie Wil . ILAEs LS TR BRI IFN- o fedkill 2
IEN=a [RHAR 7735, A FEAE A SO 2 W, B0 45 ER i AR

[0322] 6. VRITAEY S IFN-a PRI 2

[0323] K H A P o 46 B 1 B 5 4T 28 10 A2 B 1 R) e 52 1) da B, RO 7 RS 2 )
(Remington :The Science and Practice of Pharmacy, % 19 iz, Alfoson, R. %, Mack
Publishing Co. (Easton, PA :1995)) VE& Hil# A K HIRIHT TFN- a HTikGr Hl0 LU T D
KT IO AF « A2 KIS B, WY lAe 8 FIE B R AR B T X 52 & Josi ik,
HALFEGE MR, QTR 2, KT R TR Eh, DL B LR s Hie b B SR MR AR 7 &
(DTZy 10 MoRIE) 20K, A B WEHE & A, PR, Bz akE B sk MR G
LIRS e s 2 TR A H 2R, A 2 Wk, KA, K 20 IR UM 2 IR 5 B, B DL S L
‘ERE AR AR, B, SO B SR W EDTA BE BT A H SR B sk L AR <l ah B B
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TUdgh s/ BRSNS EF Ul Tween, Pluronics 8828 2 % (PEG) »

[0324] A FIRWNZ 2P0 IFN- « HURUBAURTEH . fEG TR E R Areke J&, st G
B I R PR AN S — K . I BT IPN- « HUik DL T TR A 8s e 17 .

[0325]  TEEHIGEIT HEPL IFN- o JURAGWE T Lw A O A48 o, 49 an iy A ] 4 jz
RS E 2 I 2R RS AR BNV E

[0326]  HRHE CLAN 7 VEEATHL IFN- a FUORIZh 24, Widi ks S IR o9 i P9 52 LRI
WKL P~ B K P I 8 PN B0 ek P AR B BBV, B R TR 82 RS BRIt 2 A
B4 2511.

[0327] G2l ot 1) 5 i 491 6 LU TR A it T X i s, R IR B -2 A T 2R S ) 2k
Jio GEREIE TR ERER, KB, SRACHE (LE LR 3,773,919, EP 58, 481), L- &2 RA
L- R v CEEHIFLEY) (Sidman 25 A, Biopolymers, 22 :547-556 (1983) , 5 ( AN 14
1% 2- }2 5 &l (Langer 2% A, J.Biomed. Mater. Res. , 15 :167-277 (1981) # Langer. Chem
Tech. 12 :98-105, 1982) , Z4i — LR L4 (Langer 25 A, [A] 1) 83K -D-(-) -3 TR (EP
133, 988) o BBt IFNAR2 HLIAZL G A0 H5 5 P AR IPTiA . 2 O 77 (DE3218121 ;
Epstein %%, Proc. Natl. Acad. Sci. USA, 82 :3688-3692, 1985 ;Hwang %%, Proc. Natl. Acad.
Sci. USA, 77 :4030-4034, 1980 ;EP 52, 322 ;EP36, 676 ;EP8S, 046 ;EP143, 949 ;EP142, 641 ;
H A& ) B i 83-118008 ;25 [H 4, 485, 045 1 4, 544, 545, LI K EP102, 324) 4% ErHiikHINg
JR . T8 R /NME (29 200-800 4% ) HZFEAL, Horb 2R & & K T4 30mol % [ 1H
B, R 3RAT SR 1 DA TV I Ik LA

[0328] i IFN-a HUIAM A IET AL 2. H RGN S s gy (BREniE
AR AGE S Z5A0ds ) FTH T4 2. AT B EAL, G T MR EEREZ . 7
A8, Pt TEN= a Hrok A g e 77 FvE S50 RN 28 SR e » BRAE A1k T AR B R RN
[0320] V&Y L ATHIHL IFN- « HUAR“HRUE" B TH UG I7 A & 25 2554 it
PU IFN-a PUIRRISEAL, DR B RO BRI, 1697 22 50 75 i 8 R B O T B o s 25 15
DIRIS AR 67 AR . G0, IR AR 45 790 IPN- o PR BRI fs R R . H
T RER i AE e ARG N

[0330]  HAREHPL IFN-a Fiikiayy (1) S8 AR I R AT 3 8O L sl AR e/ S 9%
i, JCHIE BB e M I R . BRE R AR IEIT N S, BRI A 8 AR T2 2 ARy
WE G T B IRVRIR o 4914, KR 5% 2= OB JKps (IDDM) (1) 28 5 W] A FH AR % BT TFN-
PURIIGT P15 a0, BLBLEF RS A MA AW 1. fERZE SR E B e s 1)
RIEFE A, T ER AT REFLZE THL IPN- a Fidk, I HERFGE 7 LB LR i LR
A2 BE I RGN . B, ¥377 TDDM G538 B 30 R 5 22 IR D0 B/~ 78 20 190 B 3 2 A
Ji By RFEg D I e B S (Andit — IR E) — FUARE FE RS ), 2 5 B WU DL IFN- o itk
TEIT BRI TR 0 s ) Py R 0 25 S N R IR B P AR KSR R R KR

[0331]  FEHHL IFN-«a HLiRIGTT 5 b N S HECE 5 ek wmmth, LRSI R 2
WRE I 7 3 bR AW, e RIE I 42y, ESUR BN R BRERRIT 10 B ARE
W~ TR YT BB AR L300 A 83 I ARCIR B0 AR5 J AT e At IR A e Ak iy HL A
KA R J7iE A NTR R, UL R B A A A R 22 . Fr2e T IPUR i “ Yo7 A RE”
PR e R 251 2, 17 ELS2 TR » SRR BRI (R IR 1R I 1 & Sz e m A A )
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ZH P YEER R R ANE] ) T T RN R LR AR T E B s e B R R S
1)

[0332] BN —MCEEI, I B 18 AMA T bUARIIVIE 2522 A B E B R R m AR E R A
JT290. 1-50mg, 174 ({45 P 457 &5 [ /2 0. 3-20mg/kg/ K, A& 0. 3-15mg/kg/ K.
T 3R B ] 3E PR B IR 45 2, 2 IR 25 A BT SR 25 2k, Bk TR D
5 BIS BN 2550 ) 2 3 i

[0333]  n LATHR, IXEEH AR E N i K& iR M. 1 b RTR, a5 &
IR R B OB R 25 2 T 3R 4 2R o

[0334]  JEHUAAATTE, EAEEHEAT 5 2 /7 T IR 80h 97 s e e - S e B & s
P (0] T B 22 P ) ) — A L o A5 T, X T SR R G 98, LB T S0 B A [ e
BT o IR LA 5 A R R T BCT TS B IFN- o JLiR B, B B T 288, L
Fe IR R PRI 5R o 1k e 3038 LU [R50 B A AT I 45 250 42 s LA L BT SR 1-99 %64
o

[0335]  DATR S48 AT A AR i B IR SE 22 A, ik — P B T AR B . U B A T
S BT 22 SCHR B A BT | I 226 SCRRERAE IR L SE s I N LMES %

¢l

K Hte 11

[0336]  F2AH DL SEg ke i B i ANBR il o 2 5S40 B A2 T 1) A i 5 2 AR
PRAL AT i) 25 FU N A B AL S, A6, S 07325, T JG = B il & BH 2 Bl oA 1) % BH
M. CEHRZS DRI HECEMER R (a0, 202, 188, 55 ) (H RN IZ UL A — L5056
RENWZE . bR A E W, e EES S, IR, M 7 A KA R B E K. 75
Ut a5 A TN RN AR SCVE N S22 TR T -

[0337]  sEjfsl] 1 32 JROVE TR/ BBT TEN- a B v B T AR 1Y) 7= A R 14 %5

[0338] MR GE

[0339]  Xf IFN-a MBS AT 72 R NI B 58 v B P 44

[0340]  F A IFN-a & U & %) 98 & 0 oK 4 B 332 B /s B ™ 28 K & i 1 mAbs, 24
Jei Ui 3k e gh A B FIE ME, AT R T 32 -IFN-a R TR TR, KR 0 e, A B R
MPL-TDM (Ribi Immunochemical Research, Inc., Hamilton, MT) ] 2. 5 :g 2SIk ELREEH il
hIFN-a (Product No. I-9887 of Sigma,St. Louis,MO) %5 Balb/c /4% G R A2 #4 9
R CIRIBE N ) o 33 fa —IRONSRIE ST J 58 =K, H 35% 58 & B JE 53 bk 2 45 40 e b5 Bl 28
B #E T 41 i P3X63Ag 8. U. 1 (ATCC CRL1597) filty o fF HAT $57e 2k Pk P ACIf . Ml Jaoh
K, 7 ELISA 5t e 24 8@ 1 75 FIH RS A FIFZE hIFN- a Z55 18 mAbs. W1F BTids, I
R T PTIE A A 3G 7% G AN H] TEN X A9 40 Mo 3R AS49 40 B 1) P B 40 B s 22 350N 1)
REJ)o Wl 1 s, A 1794 A EA LRG0 3 4> mAbs BEFPFI—ZH 2 IFN-a LAY, P
vo i JF B HTIX =4 mAbs.

[0341] T f0 IFN-a PR ERETE

[0342] 11 Yousefi, S., %% A, Am. J. Clin. Pathol. ,83 :735-740 (1985) i ik T 5 ik
PR R TEN-a [HUmEE i R RE . T8 & 2, A2 L% (EMC) o 75 B0y 1 A il
Jei A549 ZHMLEAT T %R . L 100 ¢ 1 BSRERNG mAb IR ANFR S S P AL T 2
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THIE—EIEE 37C 1L /pH. RFLL100 0 1 4R 735X B 5 5 5X10° A4
A549 i —IRE 24 /M. BRJGFH 2X10°pfu [ EMC i SR MU 4l i 24 /M. AEIRE S
FHRT WO BG5S g L 40 s 77 B AR 2 2 (ECB0) 5 A RE
1100 HA7 /ml 1 T &Y IFN 50 % HIH00 540 MO 22 AE FH ARk i . I NIH 2275 S B 4]
N TEN-a 2 bl i I ASBIF 9T T BT T 289 TEN [ 807 BTl &l T 28 TRN () B i 1tk 2
T IFN-a 2/ a 1 (IFN-a 2 %3 1-62/— a 1 5% 3L 64-166 (2X 1071U/mg) » IEN-a 1 (3X 10710/
mg), IFN-a 2(2X 10"1U/mg), IFN-a 5(8X 10°1U/mg) , IFN-a 8 (19X 10'1U/mg), LA
S TFN=a 10 (1. 5X 10°TU/mg) » AT W /5 11 40 M2 TFN /& Sigma 7= & No. 1-2396. FT Il
(4] 25 9K B BE 40 B IEN & NIH 2 2% br UE h Ga23-901-532, 78 H i A K F, 78 Access
Biomedical (SanDiego, CA) HFAT K SE4e A A EakvikEe 77 X 3kA53 il 3B Fron g o

[0343]  HLyKILAE AR B SLL

[0344]  IFN (K 2 B0 IR 5 i AR M55 5 % SRl RS sSas (STAT) B B0
MHEER, A2 EHE AW, T E I R R 5 3 (ISGF-3) , b R AL H 3+ TP 2 il
BN Z ufE (ISRE) (M4 3. T1SGF3 A& 3 AN A i 2L :STATL, STAT2 il p48/1SGF3 v .
pA8 B AT T TR AT 7 (IRF) Sk, B H ¥ TSRE HARVE A 1) DNA &5 & 8 .
XA, WO TEN Y& 7 B3 HP 1K) TSRE H 5 ME 40 i DNA 4558 A RS T P4 TN X #E 40 i 1
FH Y] B2, PRAE T 7 AR 73 o BEAT X0 3 A K 7 (R T Az — 2 Bk B AL 3R 5 (EMSA) ,
P IFN Y897 Frds & 16 ISRE £5-5a M, RECT AHMN. T ISRE 3L [7] 590 (R 8CR br id () XUR%E
SR RRARE I KT R AT

[0345] JEA F 1 Kurabayashi Z& A, Mol. Cell Biol., 15 :6386(1995) ATk #4T T 1%,
o TR 5 2 #F dng e 2 TEN-a PRI EASFEIREE (5-100 1 g/ml [¥FT TFN-a mAb 7E
37°C T 5 5X10° 4> Hela 4 fiL7E 200 1 L [ DMEM HP3& & 30 248, i h1IEN-a FE4ifs
PR 4 CTUET 15 7081 76 PBS hyEi 4l o 2T 125 w LZZ b A (10mM HEPES PH7. 9,
10mM KC1,0. ImM ETDA, ImMDTT, ImM 2 FFIERATE 60, 10 0 g/ml 23D EE FABEAK, 10 0 g/ml $EE
HEFIE ) o 7EUK EREE 15 20805, I 0. 025% NP40 LA i . 85 B8 O 3R RITE , &
T 50 P22 P B (20mM HEPES, pH7.9,400mM NaCl,0. ImM EDTA, ImM DTT, LmM 2 FF JE7H
MEgR 10 Tve / 2Tt oe M EE ETRE IR 10 foe / A E EREAK ) B, IRIRIFAEVK [ 30 230
ELEIEZ A HAE T0°C I RAF BIFWE2AEH . M DNA B4A8 T Klenow JH7E R VA
PP—~dATP (3000Ci/mM, Amersham) HHEEFLIRIFIR (1SG 15 T :5” ~GATCGGGAAAGGGAAACCG
AAACTGAAGCC-3’ [SEQ ID NO. 131, ISG15 J&#,5” ~GATCGGCTTCAGTTTCGGTTTCCCTTTCCC-3 [
SEQ  IDNO. 14]) HlfFXUEEHEr . 1] BIO-Spin 30 #%: (Bio—Rad) MARB NJEUN ML H L
R AR LI E IR . B PR & RNV (7 150 L &6 (10mMTris-HCL,
pH7. 5,50mM NaCl, ImM EDTA, ImM DTT, LmM 2% AR EERE TG0 15% Hl ) & 51 L AZHEEL
), 25000cpm FRICHREN 1 2 1 g AERF R TE P ER (d1-dC) - 58 (d1-dC)) 30 438 & DNA- 4R
U A RTE 6 %6 HAEAR PR 58 AR LRt fe A 3 VRIS B 2 B Ao 7SR N VR
AWM 350ng FIARARIC 1SG15 FREF I 2 AR R = . H BT STATL Hik LB B 50
UESE TSGE3 Fp 57 AR T T i

[0346]  FulE4G OF3 Fi IFN- o B0 BT K KR

[0347] A= BOREFFIN R BT IFN-amAb 9F3. F T KA B F (ab) s RIES5HZL
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(R JFURE pEMXT S5 /T A R (Werther 28 A, J. Immunol. 157 :4986-4995[19961) . fi] &1 &
RS ARSI K WA | 328 (VLK1-CL) FILA A4 111 ESE (VHITI-CHL)
[¥) DNA v BEFUB M R R R 3 1 SR VL A VH 3L R4 e i A IR (Carter 55N,
Proc. Natl. Acad. Sci. USA 89 :4285-4289[1992]) .

[0348] il

[0340]  FRATHI L4 3% U] IDDM A& & YR 5 R 3k 7 ) 3% i) IFN-a W& (Huang %% A,
Diabetes 44 :658-664[1995]) . FRATHHEIA T 7 IDDM FI IFN-B 8 IFN- vy R [B%K
AHEXR (Huang 5N, [1995] [A] | ) HUARFEE IPN- o WWANKSRIAVE N SLE 3241
—HB NIV He i , X T IDDM, A& 5 TPN-a A3, AN 5 IFN-B 58 IFN-y AH5% (Hooks,
2 N, Arthritis & Rheumatism 25 :396-400[1982] ;Kim Z¢ A, Clin. Exp. Immunol. 70 :
562-569[1987] ;Lacki %%, J. Med. 28 :99-107[1997] ;Robak Z& A\, Archivum Immunologiae
et TherapiaeExperimentalis 46 :375-380[1998] ;Shiozawa 2§, Archritis & Rheumatism
35 :417-422[1992] ;von Wussow Z& A, Rheumatology International 8 :225-230[1988]) .
1K 2 B2 A 15 T AT 142 H 6 T IDDM B, SLE (#3697 A5 Es L P44 R Hh 1K 2 2K IFN-a
WA R R B e (B, v Al o) g 2= se3g M, 3s 2 18 =05 a0
B

[0350] ‘Bfilz— (9F3) Bl S EATHIE - o WRIFIE—PAE THRRES 2. WK
2 FiR, 9F3 Berp ol 7 P E A THEEE (IFN-a -2,4,5,8 F1 10 (& 2) F1 IFN-a 1 BL&% 21 (3%
2 M 6) HIPTEEIG . X4 TPN-a PSR T B4 5 740 R G0 I BH 1) 40
Hl), FEEBE, BeP A IFN- « i W AK) OF3 mAb ANEETP A IFN-8 (& 2, 2) 8 IFN-v .
WK 2 Brzn TEN= B & PR mE s n /e FoAth i 56 A A v PRI, B sk R iR = 1 25 .
[0351] .4 T % T 3 & % F IFN-a i) mAb (Tsukui et al., Microbiol. Immunol. 30 :
1129-1139[1986] ;Berg, J. Interferon Res. 4 :481-491[1984] ;Meager and Berg,
J. Interferon Res.6 :729-736[1986] ; & % F) No.4,902,618; M EP 2 FF
No. 0,139, 676B1) » 4T, X Lehi /8 Kb AIAG BR4 H B E 4 IFN-a WA, AR ofl T i
IFN- a PR, iR fy yE A [ 40 a7 A 1) IEN-a WA, AH 52, 9F3mAb B FIE AL (3 40 o
A TRN a PR S IR G 222 95 % B Eedn 1t (Bl 3A) o ZRALIHE, 9F3mAb 4 & BH W
TR E BRI M TEN 5 (NTH S5 hR0E ) B aERia M, Wire 5 — 38 b priil 43y Js R
(&l 3B) .

[0352] SR 3 — P AR B Rl M5 9F3mAb HoRT IFN-a ({18 ). %R 5 iR 4E 75 DNA
SEA RIS R LYK IE B R AR B RL  TFN- a S (E 5 70 7, TR AR R 7 3 (ISGF3)
5814 B FRE AN o ff (ISRE) M EZ T IREE G0 RE)) (Horvath et al., Genes
Dev. 9 :984-994[1995]) o I BUTFHLEAF 5 v 4 MUAZ 1K1 5% T K HE T 1 525 4 TSGF3 IR0 , 44
FEW MG T Y R TS (STAT) &5, STATL FT STAT2, LUK THL R VAT (IRF)
®,p48/1SGF3 ¥ (Wathelet et al.,Mol.Cell 1:507-518[1998]) . J&# s ISGF3 ] DNA
FEARAW AL H E RS ISRE AHEAEAH (McKendry et al., Proc.Natl. Acad. Sci. USA 88 :
11455-11459[1991] ;John et al., Mol.Cell.Biol. 11 :4189-4195[1991]) . F IFN-a B}
IFN-B 4bPE COS 40, FEUHMN T ISGF3 55 ISRE ATAREN 45 6 B G I, 9F3 mAb
BHMT T IFN-a J5FHMAZ IEN-B B SRR SR HIL (B 4 . 548, 9F3mAb g%
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I TR 6 Fh B4 IPN-o WRIFTEHE (% 2) .

[0353] K2

[0354] mAb 9F3 X I % IFN &S 1SGF3 F2 % 130 46 i

[0355]
mAb IFN-a 2/1 IFN—a 1 IFN—a 2 IFN—-a 5| IFN—-a 8 |IFN—-a 21 IFN-B
9F3. 18.5 +++ +++ +++ + +++ +++ -
IgG1 - - - - - - -

[0356]  9F3 X IFN i 3 (B G M HE HFE R WL iR - RoRif 40 A oL
+ RN F AR TR ++ FoR T F AW HER . PIrH mAb 24 10 1 g/ml, Bt H
IFN-a >4 25ng/ml.
[0357]  CLERSZ T 9F3 REHR AN V2 FHRIEAL IFN- o YEAY R id 4k A 40 e P= A2 1) TFN-a 3
YRR, TAT s FE I T 4miid OF3 mAb EERIARBER) cDNA. $R40 TR 425E M T AT 25 1)
N K R A T B vk X N R 6 9 57 514, w7 B K 32 BEFT 1gG2 FHER)
TE 2 G5 T 37 519 L PCR £ pg B XS Y. DNA FFll & iR A Z TR 741 . ] 5
WoR TR 9F3 Hog FEHTR VL (BA) F1VHGB) , NYEALAR A (V13) DL N EEHE 11T 72 A0
N K B8 11T WARSEA PP FI LT o LRI va B ) cDNA Zrbd 1 J it 9F3 mb f 57
PE S PR I Mab, 8 Q& 5 Brzs i)/ Bl cDNA 41 F0 N CHL S5 fa Az il 7 E A A
Ho AT A1A (CH8-2) fese AL P4l IFN-a WA (K 6) . SR EMREERNE
RN E NI B o
[0358]  SEjiifd] 2 9F3 72 —IFN-a HhliE sh s B iy A 54k
[0359] MR HE
[0360]  AJ5AL F(ab) s HIH4 %
[0361] 24 TR N UEAL 9F3 [ 5H— 4> F (ab) A24A, 75 pEMXL ¥ 25 Wi 40K ISR kAT
5E R AF (Kunkel, Proc. Natl. Acad. Sci. USA 82 :488-492[1985]) . #4 6 4™ CDR % 4 fd 9F3
J74) (Bl 5) , &4~ COR BT & (5% 2k B T-58 T /7 41 (#) CDR 72 X (Kabat 58 A (1991) W, F
). B F-1 fHEA 6 4588 5 COR PR 588 AHESE (VL MEZH LR VH A T1T) 2.
ME=1 (R BRI R 2 T I Ho B F (ab) A2 (R ook o RS Ak 57 & (Qiagen, Valencia,
CA) ¥ ki Ak N K AT AR XL-1 Blue P (Stratagene, San Diego, CA) , A T+l £ XUk Fl
FRAE DNA. U EAZ B R E 2117 (Sequenase, U. S. Biochemical Corp. ,Cleveland, OH)
X RN R AR G B A R BB 1K) DNA 58l 8 BORE B AL N KT TR K 16C9 (MM294 F) T
W) L EMIESH 500 g/ml RIETHFERN Luria WA PR L, LR A R TR DIRIE
WA, 37TCT, PREEFRAE 5ml Luria W7 -100 1 g/ml JRFRHFE R 5-8 /M. HiX
sml B FEW A F] 500ml &4 50 u g/ml FNERE K1) AP RrgRdErh IRAE AL At i b
3T CHEFE 20 /NF . APS 35 FRIEEH 1. 5g FZ#E, 11. 0g Hycase SF,0.6g BFRFHEEY) (£
SEHI) 0. 19 58 MgS0, ( IE/K ), 1. 07g NH,C1, 3. 73g KC1, 1. 2g NaCl, 120ml 1M = Z B,
pH7. 4 inF) 1L K, SRJGH 0. 1 u M Sealkeen i yEsid JERRE . 1F 1L BB A LL 3000 X g
ORI L IE bR BB G 1IN G, S UTiE AT 25ml 1) 10mM Tris—1mM
45
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EDTA-20 % RERE, pH7. 5 F, I\ 250 u L {19 0. IM ZE A% (Sigma, St. Louis, MO) | (A
KA. VK EZABHEHE 3 /NS, L 40000xg BN 16 738 SRJEH BISWOnE] A 10md
Tris—1mM EDTA, pH7. 5 “E#7 85 G-Sepharose CL—4B (Pharmacia,Uppsala, Sweden) #E&
(KERAAFR 0.5ml) o FH 10ml 10mM Tris—1mM EDTA, pH7. 5 $Esc AL 3ml 0. 3M HEA R,
pH3. 0 YEfi®) 1. 25ml IM Tris, pHS. 0 H1, #RJ5 H Centricon—30 (Amicon, Beverly, MA) ¥
F (ab) M2 SE 49 PBS JRiR4AE 0. 5ml (IR ZAAF. BTA F(ab) s B SDS-PAGE Hi ik ik
DL s 2 B, H B S O v e & R R 1 4y 1 H e S B IR 0 I F (ab) WRAE .
[0362] k&S ANUEAL TeG HIfa %

[0363] & T 7= ARk A AT N YRAL 9F3 1N 1862 JRA, H4 & 3 1 BB YAk 19 VL A
VH(F-13, 3 3) £k e A 73 I ETIA pRK 284k (Eaton et al.,Biochemistry 25 :
8343-8347[1986]) , ZE M A HhS N 1862 CHI-Fe BUNFRBE CL 4574 I80K) DNA.  FH XU 4
W AT B PRS0 S b #4578 PR I SE SR AR BEFN SE BE FBE 1) DNA. A1k TeG &3 5 A CHL &5
P FEIR SerH113 FilA 56 B IR 9F3VH £5#83, A5 N CL 5 M3 E 5% Ly sL107 filiG 1)
SEHEER, OF3VL £ ek

[0364] KH Ei2%J77: (Gorman et al., DNA Prot. Eng. Tech. 2 :3—-10[1990]) ¥ 5 4% 1
R TR AL EE e N BRI R AL AR 4E i & 293 H (Graham et al., J.Gen. Virol. 36 :
59-TA[1977]) o ¥ 5 IR o Ay Jo I35 85 72 9, & H 3k 22 5 K. H 88 (1 A-Sepharose
CL~4B (Pharmacia) & FHH LG #E4ibifk. A Centricon—30 (Amicon) H¥E i i iA
22 M K PBS, W45 4 0. 5ml, FH Millex—GV (Millipore, Bedford, MA) [& i€ If7E 4°C
NRAE. M EE IR HTIE 1862 W

[0365] IFN-a ZE4iR%

[0366] £ ELISA 47, ZE & FL A 50 L PBS LM 0. 1w g/ml IFN-a f44% 96 FL1H &
WM (Nunc) 4°CE IR ARG VRS Z P (PBS i1 0. 05% Tween20) ¥EAR =K. H
200 1 1 SuperBlock (Pierce) H METH EMRIEFLEHEIRT 1 DI HIEEREZ MR TR
= VEESE, EFTIESLTMA 100 0 1 B4 T 10 1 g/ml A4 mAb I RVIFEIR . 7EHR
A P EIREE W 1N, SRR GITPE =R HE, 4% 100w L 5 =EH0A Fab
RSk PifR (Cappel) BRI HR I S Y LR IS 22 (¥ T PBS HH ¥ 0. 5% 4 LiE
HE,0.05% Tween20) /E 1 1 1000 #ke, AR L. SEIRRE LS IR F R ER, A
S5 BB 2 i = Ik, ARG ZE &AL N 100w 1 JEY (TMB, 3,37,5,57 — PU FIEEIBE R i
Kirkegaard & Perry) =R E 10 7380, AL MA 100 u L 2113 (B H Kirkegaard &
Perry) #ib N, 7 H 35 i 8 e s 11 B 450nm AWK OEAE -

[0367] BIA core™ Wik Kes iR

[0368] [ BIA core™ EWfEi&#s (Karlsson et al., Methods :A companion toMethods
in Enzymology 6 :97-108[1994]) W€ T IFN-a 5 A4k F(ab) s, k& MR A5 162
PURRISE G o B IFN-a DL pH6. 3, 50mM MES ZZiP3 BC ) TFN-a 60 1 g/ml [ & 7EAL IO
b AFHUAR LIRS th b Eh /K /1% Tween—20 BEFIHIAA 75 n g/ml (500nM) $filts o g
PRI G % (on—rate) (k) o

[0369] LRI AUEAL F(ab) s HITHELHL I fif A 77

[0370] A VL 1 VH &5 #45k (&l 5A 1 B) JEAM st T 5l 9F3 VL-VH &5 /i v S AT B fid At
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A (B 7)o HICBEAY e W HEBRAR RN IB N B YEALDLIR o Jb A% T AN YRAL F (ab)
P A DL IF FRHE 4R 5 i IE A . WRTATIA (Carter etal., [1992] W, |3 ;Werther et
al., [1996] W F3C) FgE T IiXLepnd

[03711] #iH

[0372] 4 NFEFEWAIIAAREE Y [ 3A P HAER 5 s AJEALHESE (Kabat et
al., (1991) WL E3C) . SEHEZE O b T e BBtk AJsifL (Carter etal. ,Proc. Natl.
Acad. Sci.USA 89 :4285-4289[1992] ;Presta et al., J. Immunol. 151 :2623-2632[1993] ;
Figenbrot et al., Proteins 18 :49-62[1994] ;Werther et al., J. Immunol. 157 :
4986-4995[19961) o & il & BT AU AL A8 A4 3 it e 78 K AT B 1 3R IR 1T F (ab) s &5 & o
500m1 #FJH PR EA 0. 1-0. 4mg F (ab)

[0373] CURHEFAIEAEYE (Kabat et al., (1991) W._E3C) 5k F(ab) - TR E SR G 4
4584 (Chothia et al.,Nature 342 :877-883[19891) HH#fA T H 4bekE X (CDR) ¥kH:. HIR
LU 1) R FEA K CDR KT LA 4 S ZEA K COR, X PR PR 2 (JEFE ) B T CDR-HI 4ME 5 2
— 55U o HEAE LLER) Ky R D R o 9 [, CDR-HI AU 35 % 35 H31-H35, 1My LAGE F) A SE Rl PR 2
[ 2 CDR-H1 [R5 FE A H26-H32 (FRREFR AR LA L A ATEY, EREFRIE LA H A ATE ) o X T A%t
58, CDR-HI [ BR e v i A2 b — 3 1R 45 4, B, AR AR 3 H26-1H35,  FH LAF 41 ok S5t 1) PR 52 3
[l ke 2 2 CDR (Kabat et al., (1991) W, F30),

[0374]  FEmAIMIARAK F-1 o, /N ERBTIRT COR BRIL R B AMESE . 3 4, A2 e &
F—1 8% (Ch—1) HIHk& BRI IS5 BE (Ch-2) B F-1 EAEA I F (ab) s IFi 0 45 & fe
J1. F-1 5 IFN-a 542 (£ 3) . X Ch—1 il Ch-2 Z5-& 5 DL (£ 3) R FHE
MU F-1 VH g5 s rh AR SRR S LIS s 45

[0375] % 3

[0376]

A RACE T IFN — ohR A

[0377]
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‘ 10ug/ml B 44 ODysonm
HEA AR A - —
¥4 R E FAXK
Ch-1 F-1VL/& VH 145 0.11 3
Ch-2 H VL/F-2 VH 0.24 0.04 3
F-1 A FR/CDR X #t 0.06 0.00 3
ArgH71Leu;
F-2 F-1 0.08 0.01 3
AsnH73Lys
PheH67Ala;
F-3 F-2 I1eH69Leu; 0.14 0.02 3
LeuH78Ala
F-4 F-3 ArgH9%4Ser 0.495 0.02 3
F-5 F-4 AlaH24Thr 0.545 0.03 3
ValH48I1e;
I-6 I-5 0.527 0.02 2
AlaH49G1y
F-7 F-5 AlaH78Leu 0.259 0.02 2
F-8 F-5 LeuH6911e 0.523 0.05 3
F-9 F-5 AlaH67Phe 0.675 0.09 3
F-10 F-9 LeuH6911e 0.690 0.03 3
F-11 F-10 LysH75Ser 0.642 0.06 3
F-12 F-10 AsnH76Arg 0.912 0.05 3
Leul46Val
F-13 F-12 1.050 0.16 3
TyrL49Ser
F-14 F-13 LeuH71Arg 0.472 0.06 3
F-15 F-13 LysH73Asn 0.868 0.32 3

[0378]  ° Rl ARIE N AR T Bk FESw 5 77 MR Kabat 58 A (1991) o PRI THA
HESRIRFE RN/ B AR A o RHASPR T T H /D BAE AR AL B N A2 4k . H ELTSA Wi Fab &
IFN-a (454, G5 R 0L 101 g/ml 0D450mm $24L . SD, Fpiifm 2 sn, SC96 2 IR EL.

[0379]1 i AVEALEFE (Xiang et al., J. Mol.Biol. 253 :385-390[1995] ;Werther et
al., [1996] . F3C) 5 F(ab) - PUIR AL MBI ST (Chothia et al., [1989] W F3C;
Tramontano et al.,J.Mol.Biol. 215 :175-182[1990]) . &7 T #&3E H71 I HT3 BEXT 454
FEARVREE RS (ARSI kB0 CDR-H1 F1 CDR-H2 M7 ) o 4% HT1 1 H73 {7 B AR Rk
A3 N B AN S e 45 A (WA F-2, 3K 3) o 7EALE H67,H69 Fl H78 ( hitA< F-3)
158 2 (1) [ B 250 DL R B 5 ArgH94Ser (iRAS F-4) il AlaH24Thr (FRAS F-5) fei4s 2% oi
T HES (£3). HTALE HET,HE9 Al HTS T4 [AIIN AR, F41 % B2 [0 AL 4 4
BRI A F-7,F-8, F-9 1 F-10 B nfr & H67 AWRIE RN, A7 B H69 3R omxt il 5k
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NEEFEE AT 52, AL E 078 ik kS

[0380]  {EZ WM AVRALIE AR, Tefl 1O R LR 4E CDR-H1 I CDR-H2 FIHEHEER, FR3 (Kabat
et al., (1991) W E30) WIMFRIERER M EE A (Eigenbrot et al., (1994) W E30) o R,
W LEER [ AN Bl B 5 A e AT ) BRORE R < R 175 AR Ry /N BRI 22 2R (WA F-11)
PR AT 076 224 RS 2R (WA F-12) o A RABE H76 B ks 2 IRie m T 456 (R
3) o

[0381] 540 U A JEAL F (ab) s FUREARY, SR B T HEAk/E VL-VH ST JF 5 CDR-H3 ELAH/EH
[R5k 5L L46 L n] BEXT CDR-H3 A G (¢l F1 / B VL 5 VH 25 A6 sk ) (%) ELAH 4 H ) 52 i 2 A
Ho ZEUH, 48T CDR-L2 [#) L49 {7 B NG A (BRZAIR ) M 9F3 (22418 ) JFHZ
AR PRI, A B 2 R 146 420 PR AT I 2 IR 149 225 Bhk ik, = AE T R i —2
BEEZ G (K 3) AR (F-13) o AR PTA 7 AR RRh R AL S A, 8 F-131E A &
2 NTFACRRAS o

[0382] AT AET F-13 (¥ VH A VL 54838073 il 5 N 1gG2 CHI-Fe FIA CL &5fikft &, ™
AT KA ELPT IPN-a BRI (VI31g62) o #RJGH#F VI31gG2 MY Kon 3 K1 K, {55
AT 1gG2 SRR 9F3 AHELE . V13162 Flik &1 1gG2 454 T &4k IFN-a [) BIACore™
M52 BREAT Ko R ARLL (2 4) o FH Kinexa™ HARRISEF 8RB, 53648 9F3
HUARARLL, V131662 % IFNa ISR HBET 245 (£ 4D

[0383] K4
[0384]
# IFNa k89 BIACore™H#= Kinexa™#4L 48
AR Kon(uM/sec) Kd(nM)° 7 ik
0.14 BIACore ™
ChlgG2 3.9 BIACore ™
V131gG2 3.3 BIACore ™
V13Fb 4.1 BIACore ™
[0385]
AR Kp(pM)
A, 9F3 1.5 Kinexa ™
V13Fab 3.4 Kinexa ™

[0386] a.V131gG2 /&5 A 1gG2 CH1-Fc AHIER) F-13 VH g5 A5 N CL &5 AHIE 1
F-13 VL g5#3 ;Ch1gG2 /&5 N 1gG2 CHI-Fc AHIEMI R 9F3 VH &5 38 A 5 A CL 2573 AH
YEM R 9F3 VL &5f58, "Koff/Kon.
[0387] A BMEILRTE
[0388] DL A E} A7 A L [ A B2 7255 r (10801 University Blvd. ,Manassas,
VA 20110-2209, USA (ATCC)) -
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[0389] A4kl ATCC {5 2 LriEk H HH
[0390]  1.433# 9F3 ¥t —IFN-a PTA-2917 2001 4 1 H 18 [

[0391]  Hf wu LRI 22T I8 41 il 5

[0392]  (Id.Ref. :9F3.18.5)

[0393] 2. FikhxA 7 CHS-2 K PTA-2883 2001 4F 1 H9 H

[0394]  TgG MEEHEMN pRK ZE:AihiEk 4

[0395]  (Id.Ref. :XAIFN-ChHpDR2)

[0396]  3.FikHx AP CHS-2 2K PTA-2880 20014 1 H9H

[0397]  1gG MIFEHEN pRK ZEAihiEk 4

[0398]  (Id.Ref. :XAIFN-ChLpDR1)

[0399]  4.Fik AYsfk VI3 2K PTA-2881 2001 4£ 1 H9H

[0400]  TgG, TEHEM pRK ZEAAR (A

[0401]  (Id.Ref. :VHV30-1gG2)

[0402] 5. KX AL VI3 &K PTA-2882 2001 4F 1 H 9 H

[0403]  1gG, BBEM pRK FEAf# 1A

[0404]  (Id.Ref. :VLV30-1gG)

[0405]  HR4f OC T [l Fos 2K DA T % TR R P 0 Al A 40 % i ) AT 22 i S8 4% 240 G S itk 48 ) 1)
ST AR . F PR H AL, RAE PRI S B I 4ERE 30 4F o DRIEITEAT AT 4%
Y14 R 1 ATCC W] 3715 FFi84i Genentech /A %) Al ATCC 2 8] [ 5 » HLARUEAR % 26 [H & F)
PR AT 52 B sk AME LR HE A (RN 9ek ) G, SR 75 A e R A
IR 7 AFHAS 52 BRI 43 21, FFORUEX 26 B &R p brZs i 2R3 35U. S. C § 122 FliZZE
SHUALHE 37C.F. R § 1. 14 HAKZ7% 886 0G 638 FIrifisg AW 13 2% R84 5 4K

[0406] A HIIE 24T A A & W SR ARG KA BL 5 FR )70 G0 (R 45 A1 T 55 95 I8 A0 T i 2k B
TEAZ IR, B SR 5 — AR R RS e S k) o ] SRASAZ LR R AN R AT R S AN
BH, AR AEARORIE S T BURT 5 R 3 HL L RIVE 4% 7 BIRCH]

[0407]  DAASEHT TS ()0 B 45 A2 DASEAC IR RN 53 SE AR R BH o BRI R A ST IR R A7 SE it
) B A o] I A e B 1) £ 7 1T, AT B e b AR [R] (0 44 2 ) #4E AS J BH 103 Rl 2 9 i
DAAS S BH FF AN BR T2 ORI A4 2400 i B 0 TG [l o AR TR R IR R 98 AN A Bl AR DA AR ST )
P IR AN S DUAT A BHAEAR 7 100 4 LA S e, /B, 456 G e 4 12 X, AR AN o SR 22 K 1 1 L B
AR AT B BT IR IS T Y o ARSI AR N S 2 AR B T ASSCHT B FIHE IR 1R N 2540
AR DA b I8 AR BAE B P8 6, 3K S8R VR 7E B BRI B SRk A 13 Y o
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&

<110> K HAR B A A PR 22 7] (GENENTECH, INC. )

Chuntharapai, Anan
Kim, Jin K.
Stewart, Timothy

Presta, Leonard G.

<120> 91 - TR o KIPUE

{130>GENENT. 074A

{150>60/270775
<{151>2001-02-22

<160>14

{170>FastSEQ for Windows Version 4.0

<210>1

<211>114
<212>PRT
213> i,

<400>1
Asp Ile
1

Gln Arg

Ser Tyr

Lys Val
50

Arg Phe

65

Pro Val

Gly Ile

Val

Ala

Ser

35

Leu

Ser

Glu

Pro

Leu

Thr

20

Ile

Gly

Glu

Arg
100

Thr

Ile

Met

Ser

Ser

Gly

85
Thr

Gln

Ser

His

Tyr

Gly

70

Asp

Phe

Ser

Ala
55

Ser

Thr

Gly

Pro
Arg
Tyr
40

Ser
Gly

Ala

Ala

Ala
Ala
25

Gln
Asn
Thr

Thr

Gly
105

51

Ser

10
Ser
Gln
Leu
Asp
Tyr

90
Thr

Leu

Gln

Glu
Phe
75

Phe

Lys

Ala

Ser

Pro

Ser

60

Thr

Cys

Leu

Val
Val
Gly
45

Gly
Leu

Gln

Glu

Ser

Ser

30

Gln

Val

Asn

His

Leu
110

Leu
15
Thr

Pro

Pro

Ile

Ser

95
Arg

Gly
Ser
Pro
Ala
His
80

Trp

Arg
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Ala Val
<210>2
<211>119
<212>PRT
213> [
<400>2
Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Ile Ser Cys Lys Thr Ser Gly Tyr Thr Phe Thr Glu Tyr
20 25 30
Ile Ile His Trp Val Lys Gln Gly His Gly Arg Ser Leu Glu Trp Ile
35 40 45
Gly Ser Ile Asn Pro Asp Tyr Asp Ile Thr Asn Tyr Asn Gln Arg Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Leu Asp Lys Ser Ser Arg Thr Ala Tyr
65 70 75 80
Leu Glu Leu Arg Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Ser Trp Ile Ser Asp Phe Phe Asp Tyr Trp Gly Gln Gly Thr Thr
100 105 110
Leu Met Val Ser Ala Ala Ser
115
<210>3
211>114
<212>PRT
213> NLFF%)
220>
223> ISP HIF AL B NFIHE NP A0 I I AL o ik S A
<400>3
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Val Ser Thr Ser

20

25

30

Ser Tyr Ser Tyr Met His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro

35

40

52

45
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Lys Val Leu Ile Ser Tyr

50

Arg Phe Ser Gly Ser Gly

65

70

Ser Leu Gln Pro Glu Asp

85

Gly Ile Pro Arg Thr Phe

Thr Val

<210>4
<211>110
<212>PRT

100

<213> A (Homo sapiens)

<400>4

Asp Ile
1

Asp Arg

Leu Ala

Tyr Ala
50

Ser Gly

65

Glu Asp

Thr Phe

<210>5

<211>119
<212>PRT

Gln
Val
Trp
35

Ala
Ser

Phe

Gly

Met
Thr
20

Tyr
Ser
Gly

Ala

Gln
100

213> NLF#%

220>

Thr

Tle

Gln

Ser

Thr

Thr

85
Gly

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Ala
55
Ser

Phe

Gly

Ser
Cys
Lys
Glu
55

Phe

Tyr

Lys

Ser

Gly

Ala

Gln

Pro
Arg
Pro
40

Ser
Thr

Cys

Val

Asn Leu Glu

Thr Asp Phe

75

Thr Tyr Tyr

90

Gly Thr Lys

105

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Leu

Gln

Ala

Pro

Ile

75

Tyr

Lys

Ser
60
Thr

Cys

Val

Ser

Ser

Pro

Ser

60

Ser

Asn

Arg

Gly

Leu

Gln

Glu

Ala
Ile
Lys
45

Arg
Ser

Ser

Thr

223> BEFPAN RSB E AFIHE NP A NIRRT IR & A

53

yal

Thr

His

Ile
110

Ser
Ser
30

Leu
Phe
Leu

Leu

Val
110

Pro

Ile

Ser

95
Lys

Val
15

Asn
Leu
Ser

Gln

Pro
95

Ser
Ser
80

Trp

Arg

Gly

Tyr

Tle

Gly

Pro

80
Trp
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<400>5

Glu Val Gln
1

Ser Leu Arg

Ile Ile His
35
Ala Ser Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Ser Trp

Val Thr Val
115

<210>6

<211>119
<212>PRT
213> A

<400>6

Glu Val Gln
1

Ser Leu Arg

Ala Met Ser
35
Ala Val Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Arg Gly

Val Thr Val

Leu
Leu
20

Trp
Asn
Phe
Asn
Ile

100

Ser

Leu
Leu
20

Trp
Ser
Phe
Asn
Arg

100

Ser

Val

Ser

Val

Pro

Thr

Ser

85

Ser

Ser

Val

Ser

Val

Gly

Thr

Ser

85

Val

Ser

Glu

Cys

Arg

Asp

Ile

70

Leu

Asp

Ala

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Ala

Ser

Ala

Gln

Tyr

95

Ser

Arg

Phe

Ser

Ser

Ala

Gln

Gly

55

Ser

Ser

Gly
Thr
Ala
40

Asp
Leu

Ala

Phe

Gly
Ala
Ala
40

Gly
Arg

Ala

Tyr

Gly
Ser
25

Pro
Ile
Asp

Glu

Asp
105

Gly
Ser
25

Pro
Ser
Asp

Glu

Asp
105

54

Gly
10

Gly
Gly
Thr
Lys
Asp

90
Tyr

Gly
10

Gly
Gly
Thr
Asn
Asp

90
Tyr

Leu

Tyr

Lys

Asn

Ser

75

Thr

Trp

Leu

Phe

Lys

Tyr

Ser

75

Thr

Trp

Val
Thr
Gly
Tyr
60

Lys

Ala

Gly

Val
Thr
Gly
Tyr
60

Lys

Ala

Gln

Phe

Leu

45

Asn

Arg

Val

Gln

Gln

Phe

Leu

45

Ala

Asn

Val

Gln

Pro
Thr
30

Glu
Gln
Thr

Tyr

Gly
110

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gly
110

Gly
15

Glu
Trp
Arg
Ala
Tyr

95
Thr

Gly

15

Ser

Trp

Ser

Leu

95
Thr

Gly
Tyr
Val
Phe
Tyr
80

Cys

Leu

Gly

Tyr

Val

Val

Tyr

80

Leu
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115

<210>7

<211>15
<212>PRT
213> A

<400>7
Arg Ala Ser Gln Ser Val Ser Thr Ser Ser Tyr Ser Tyr Met His
1 5 10 15

<210>8
21157

<212>PRT
213> A

<400>8
Tyr Ala Ser Asn Leu Glu Ser
1 5

<210>9

<211>10

<212>PRT

Q213> A

<400>9

Gln His Ser Trp Gly Ile Pro Arg Thr Phe
1 5 10

<210>10

<211>10

<212>PRT

213> A

<400>10

Gly Tyr Thr Phe Thr Glu Tyr Ile Ile His
1 5) 10

<210>11
211>17
<212>PRT

55
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Q213> A

<400>11

Ser Ile Asn Pro Asp Tyr Asp Ile Thr Asn Tyr Asn Gln Arg Phe Lys
1 5 10 15

Gly

<210>12
<211>8

<212>PRT
213> A

<400>12
Trp Ile Ser Asp Phe Phe Asp Tyr
1 5

<210>13
<211>30
<212>DNA
213> A

<400>13
gatcgggaaa gggaaaccga aactgaagcc 30

<210>14
<211>30
<212>DNA
213> A

<400>14
gatcggette agttteggtt tecectttece 30

56
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A5 IFN o 3 AR
v

A MPL/TMD 47 ¥ 6 & %/ie, INF «
2.5ng/ R BYRAE
Y
743U 1794 A~
Y
IFN a 2 %4 (ELISA)-79 Afatd
Y
IFN « 21 %4 (ELISA)-43 Afais
' Y
Fl A549 fmfeA EMC &84T 64 A k- 3 A ek
Y

&4 34~ Mab

9E3 i IFNa2,4,8

11H2 4 ¥4 IFNa2,8,21

9F3 &y #= IFN a 1,24, 5,8, 10,21 F=@ @ ThE
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mAb 9F3 2t INF-q 7& 1 64 F F=4E A

J —4&— IFNa 2
200 ‘ —&— |FNu B
~ - IFNa 5
—O— IFNa 4
—— jFNa 10
—— IFN
el
'Eéy\itb 100
° 100
9F3 (ug/ml)
K 2
A. B
20000 5
]
4 -
' 1
IFN o 7&H ém}]@;% 3:
(%4 /ml) 10000 1 o RAEE ]
1
0 - 0 .
0 15 4.6 137412
' mieG OF3 9F3(ng/ml)
K 3
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AB/ITN

K 4

BETER

1 10 20 30 abcd 40
murine DIVLTQSPASLAVSLGQRATISCRASQSVSTSSYSYMHWYQQKPGQPPKVLIS

* W * *rk ¥ k ok * E 8

V13 DIQMTQSPSSLSASVGDRVTITCRASQSVSTSSY SYMHWYQQKPGKAPKVLIS

¥ dhdkdk kK * *

huk1 DIQMTQSPSSLSASVGDRVTITCRASQSISN-- - -YLAWYQQKPGKAPKLLIY

50 60 70 80 S0
murine YASNLESGVPARFSGSGSGTDFTLNIHPVEEGDTATIFCQHSWGIPRTF
* x WhkkhAhk & *
Vi3 YASNLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQHSWGIPRTF
* x dhkkdhkik ¥

hukI AASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSLPWTF

100
murine GAGTKLELRRAV
& * k& *
Vi3 GQGTKVEIKRTV

hukI GQGTKVEIKRTV

Y
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FHRTER

1 10 20 30 40
murine EVQLQQSGPELVKPGASVKISCKTSGYTFTEYIIHWVKQGHGRSLEWIG

* * ¥ * * kR ¥ k kk kk * ¥k

V13 EVQLVBSGGGLVQPGGSLRLSCATSGYTFTEYIIHWVRQAPGKGLEWVA

* & % ki

hulll EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSNVRQAPGKGLEWVA

50 a 60 70 80 abc S0
murine SINPDYDITNYNQRFKGKATLTLDKSSRTAYLELRSLTSEDSAVYYCAS
kKX * Kkt k¥ ok
Vi3 SINPDYDITNYNQRFKGRFTISLDKSKRTAYLQMNSLRAEDTAVYYCAS
* kk kkh * kkkk * & k # *

hvwill VISGDGGSTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR

100
murine WISDFFDYWGQGTTLMVSAAS
* Bk E I
Vi3 WISDFFDYWGQGTLVTVSSAS

*hkkkkk

hulll GRVGYYDYWGQGTLVTVSSAS

K 5B
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