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1. — P Pr IEN-a B 50 B B4k, ik 5 2 /> IFN-a Y & . 1FN-a 1, IFN-a 2,
IFN-a 4, IFN-a 5, IFN-a 8, IFN-a 10 Fil IFN-a 21 £E4 3 FfI A 0E M,
- WITBUCRESK 1 FTIR PR, % BTAR R R BT

[\l

3. WIBOMIESR 1 Pridk MR, izt i o8 AJRAL Bt iA

4. WIRCMESR 1 BT RPUE, BR8N DR,

5. WIBUMER 1 ik KL, Jorb Brid 2B s T o0 i sl 1

6. WIAUFIESR 5 BTk BT, Jorh Brid Pu iR RE -HRIBTIR TEN-a &R /b 7096 (13t
TERIE T

7. WIBCMESR 5 B PR, Foh ik i ik gerh MBTIA TPN- o 537488 70 80 % (UL
TERIE T o

8. WIBUMESR 5 ik pti, Jrh Brid Pr A RE -pRIATIAE TFN- o #&IER % /b 90 %6 [Pt
TERIE T o

9. WIBLAIER 5 BT Pk, b B Htik e p APk TEN-a 2% 02 22 /0 9996 (1147t
.

10. WIACMER 1 FTi PLAR, Z5TRBE S BT IPN- o B FgE SR OF3 siH AJRAL
g AT AL G A AR IFN-a &4,
UL QBRI SR 1 Tk T, PR BT TN- a B[ Ht i 9F3 sl H AL B

[ 3Sp 75w
12, WIRUMESR L1 B KPR, st e AJRAL BT TEN=- a B Sg BT 14 OFS (R ARA
13(V13) .

13, WACRIEESK 1 Ik ) 9iAE, xPiiARE S 2001 4 1 H 18 HARE T ATCC ¥ fRiR 5 A
PTA-2917 [RIZ4ACJ8E 40 Mo 22 T AE IGHT IEN- a ik & dE A FAHFIN IFN-a %47,

14, WRRIESK 1 BTk BuiE, EPuikh 16 2K,

15, WIRURIESR 14, PriRPisk, iZPifsfH 186, 18G,, 1gG,, B 1gG, FIFHAL,

16, WIRRIE K 1 BTk Kduis, Sduia sk B

17, WIRURIELSK 16 Pk 54k, % PiiA S Fab J B

18. WIRIHIE K 16 Prik (K Pifh, xPifaA Flab” ), h B

19. WIRRIE K 16 Frik 5k, iz Piiah Fab” B

20. —FPPL IFN- a HiRRREalIL B R R v BL S T 41 CDR -

(a) k23, RASQSVSTSSYSYMH (SEQ ID NO :7) fJ L1 ;

(b) 1k~ YASNLES (SEQ ID NO :8) [#) L2 ;

(c) #b2: 3 QHSWGIPRTF (SEQ 1D NO :9) ) L3,

21 UIBCRIEE SR 20 PriR BT IPN- « PUARRREE A B, AR 5E v BON RBE W AR 256 5

22. — PP IFN- a HokEREEIL 7 B i EREE v BE & T 41 CDR -

(a) L3 GYTFTEYITH(SEQ ID NO :10) ¥ HI ;

(b) 1k, SINPDYDITNYNQRFKG (SEQ ID NO :11) f H2 ;

(¢) 4k WISDFFDY (SEQ ID NO :12) [#] H3.

23, WIBRIEEK 22 Pk It TFN- « PR ESE v By, L ERE H BN RN AR S5 5L

24. —FpPL IFN- o PiIk, EZHASH -
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(A) & /b— 4k B R B e 3L B 5 R 1) CDR -

(a) #2773 RASQSVSTSSYSYMH (SEQ ID NO :7) [y L1 ;

(b) 4k = YASNLES (SEQ ID NO :8) fj L2 ;40

(¢) 1b25X QHSWGIPRTF (SEQ ID NO :9) [¥) L3 ;0

(B) &/b—4&EREoH B ZERE S R B A N4 CDR -

(a) 4273 GYTFTEYIIH (SEQ ID NO :10) [f] H1 ;

(b) 1k, SINPDYDITNYNQRFKG (SEQ ID NO :11) { H2 ;A1

(c) 4k WISDFFDY (SEQ ID NO :12) [ H3.

25. UIAUHIESK 24 Brik LA, i pUiA B A R o0 AR 254, 1 5504 & A AN H ki
BERRRE PR ERE - BN

26. WIAMELK 24 Prik B, ESduik h &Ediig.

27, UIRURIELK 24 Prik RHLAR, i b,

28. WIAMELK 24 PFrik KIBUA, ZPuiR N ik &Pk,

29. WIBURIEESK 24 PRk (A, P8 AR BT IE

30. UIACRIEESK 24 PR Bk, Eduik o APk,

31. — PP B IZIR 4y T, 1% T4 BRI B R 1 BTid bk

32. — P B HIRLIR 731 & T IR ACR) R 11 ik ik

33. — P B HIRLIR 731 & T ImbEAUR) R 12 ik ik

34. — oy B IZIR 5> 145 T I A BRI Bk 24 Pk )Pk

35. — Moy BSIIZIR 7 1, 145 1 I A BRI Bk 20 Pk ()P A e ik s AR B v B

36. — Moy B IIZIR 4 1% T I i BUREE Sk 22 Frid () 4 S sl H L BE v B

37. — R BILIR 77 ¥, %5 BSR4y + & H T 2001 4F 1 H 9 HAE ATCC fRAF I %
3%'5 PTA-2882 [ & 1 4 i 4255 2 TR KL R 7471 o

38. — P B ER o 1, % T A T 2001 5F 1 H 9 HAE ATCC R /7 1 & % 5
PTA-2881 HI# A a8 L KR 741 .

39. —MpEER, IZBAE S A BNEK 31 2 38 AR — IR (AL R 7

40. —FP T TGN, 240 M2 AR EEK 31 22 384T — I TR ] 1‘% %ﬁ%’%wé{ﬂfﬁ}:
“Mf.

AL, PRAEIACREESK 1, 11, 1270 24 A4 — T Bl (R LA 1) 77 1% 1207 VA, AR A0 4 b
PRI RZ IR P21 38 NI P TR RIS T, 5555 S A AL IR 51 (176 40 1.

42, — PR AN 2R 1R AT TR A0 I 3R B A AR 3K 31 22 38 ATAr] — T BT i IR AZ IR 7
¥

43, — P IMAT AL R, %A AT R4 I 22 F ATCC T 2001 4F 1 H 18 HARAF, BTN
PTA-2917.

44, —FRURELSR 42 i () 2% A0 98 40 i 3 7 AR Bk

45. — R IMA G, GAMA S A 5 2% B R ERIR G A R E KRR
LR 1 Pk Pk

46. — R IMA G, GAMA G EH 5% ER R B8 ARIR A A S E R
FIESR 11 Frik b,

§u§ux

N
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AT, —PHMAEW, SV GYET 5 2% Ll 2 (I8 8RR & 1A R R
LR 12 Prif Kdiif.

48. —FAMAGW, LAWY EA 5 2% Ll 2 (I8 8RR & 1A 2RI
HMIEER 24 PrikfIdiik.

49. —MIZWr S HNA TPN-a FRIEA I I 715, 1% 7R BAE AL ik 40 i 55 A0F)
TR 1 PFHRRIPL IPN- o HUoRRfd, FHR I TPN-a [474E.

50. —BiGTT 5 BB RN TEN- a RIZAT RN 5, O RS T ik &1
RCE BRI SR 1 BT 5T TPN-a Fifk.

1. WIAUFIESR 50 ik J7ids, Horh pirid S8 i AL sh P

52. WIRUFIESR 51 Frik iz, b Brid B8 A

53. WIBURIEER 52 Frik ik, Ferb B 5o B 5 S Be MEIR o

A, WIAURIESR 53 Frik J5 ik, Herp ik i i A 155 s OBE SR SR (TDDM) 5 il 4
S LIS (SLE) A1 H 5 Ge e it AR IR 28
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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,

5
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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

6
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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 &
7
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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% .
FEEA g — S b, AR R AL BT IPN-a B BEHTIRRE S A BEA L IFN-a W 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/ ARG TEBIN IPN-a B FEHUAE, DA SH WK 5A(SEQ ID NO :1) Frosi/ i
R ] AR S R S RS - A1) RN / ] BB (SEQ ID NO :2) Fos )/ el B4 ] A% 45 1) 4
BRIP4 e 65— S, AR BHERUE T AR TFN- o B EHiiR, i & i
5A(SEQ ID NO :3) Brm I AR AR B RT A2 55 ) el 2 FE 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, BEZAZ IR 7y - FE A B AE 32 40 MR P A BT AR K 77 T VA B AR AR 2L R 7 RIS I
AT B 27 b A 40 i L7 AR e BRI AT e b M A 3= 40 e R sk B AR . SE BT AR RLZ
1gG A A 4N TgGl, 1862, TgG3 B 18G4, A/ B {u [ b A FEHi ik J Bl 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. AKBHFEFEB ARSI IEN- o BRogBEHUARS h B EREn AR S5 k. ARk
BHEE RIS B REDTA IFN- a BgfEHiiARe 2 Ik, 2 IS AR/ Nk G R AR 45
T2 FE IR T ) B A PR BE 2 IR SR P 41), Hop ATCC 2001 4 1 H 9 HARAFI &

8
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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
ZIR R REA DR/ NS HEERE A AR X 2 SRR 7 A1) BB kB PR ERE 2 IR R
F1), Hofg ATCC 2001 4F 1 H 9 HAFRAFIK%8 555 24 NO. PTA-2883 [#] XAIFN-ChHpDR2 #5414 i &
5o ARSI BIEHIN IFN- o B EHAER 2L X2 RS0 N ERE AR X
AL SO N AL ERE 2 Ik R 41, Hol ATCC 2001 4F 1 H 9 HIRFIIE RS
k1 NO. PTA-2881 [ VHV30-1gG2 ZAK T 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
N RE 2 IRz 58T 41), Hol ATCC 2001 4 1 H 9 HAR(E R 3K 5 4 NO. PTA-2882 [
VLV30-1gG 2 AR 4mts s A1 (2) A YAk B E Bt ] A7 X 2L 07 41 B N IR E BE 2 IR
B8, Horft ATCC 2001 4 1 H 9 HARAF IS5 0 NO. PTA-2881 [#) VHV30-1gG2 A4 HT
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,
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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 GG A A AR TFN-a K7,

[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 i EWILIER 7 T, %0 AT 2001 5 1 H 9 HTE ATCC RPN ER T
PTA-2881 FZ 14 9w i 5% £ BRI R P2 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‘2 %5&?1&%%3‘5%
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. —FhMA AW, AWMU G A H L% F a2 MERREG A BER
B IS 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 R R . 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.

13



CN 101857636 A WO P 10/48 T

[o116] 5 T AIFH0E, IFN-a R E 2 RAHERIARTE 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 ] F T3 855 52 1Y) RNA J32 81, H8ASJE PR 4 DNA 1925 %€ DNA 7251, 2411 Jifd RNA
LS cDNA, W B AR TR e 41), 2825, DL Mullis 28 N, 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
SARFIR R (L) B AAHEIME H) 5. B4ARREE— N s — 4 =5 AH
e, 1 BANFE M e 2R A R R R 2 ) A E AR, A ER RS AAR
AR B BN 0ty B EBE—um Al &2 X (VH) , B e 2 2 MEEX . B4R
— i A IR X (VL) , oy A fH 2 X R Rk ) 1E e X 5 S 1 58— FE e X AHXT, B BE
AR X SRR P AR X AHN o AR IR I 2 SR PR VR SR TE B T R 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 AR X NFRIE b oE il (COR) Bim B X 3 MK Ber e 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 Fr8470, i@t 3 4> CDR AHIE 53 4> COR T IRIRER:, 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 AL & X @ RIT A, R E AT 0 AR AR REEREN -
IgA. IgD\ IgE\ G Ig, ixX e rp () JLA n] 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 A oz BE R BT RN R B T vl BE R B AR 7= LR AR D o2 R A A E AR IR, 5
B BU ik B A R e b, AR — AN PURA . AN, SlE R X AR ke % (%
A1) BIASFIBUARE L (2 50k ) Jrakl il &, &R 5o BBt ik SR T PR B —
MNYPE . BT SRR M, B S B B B0 R ] 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
PRHEIRAT IR, T AN L AR A 7 2 08 AR AT R ) 7 VR AR e, W IE I Kohler 55 A,
Nature, 256 :495 (1975) SR (4288 77 170 25 B B4 DNA 773 (L, nse [ &) 5
NO. 4, 816, 567) il & H T Ak B H sg PR, “ B BRI HE S A PR BN 4E &
Br SRR BE i se s (By val ), 46 ns% H Clackson 28 A, Nature, 352 :624-628 (1991)
FiMarks 28 A J. Mol. Biol, 222 :581-597 (1991) F BT iRk 5 A MW B (BT 44 ST JE v 43 B 3545
[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). AEACHLIALEE Primati zed™, 30+ i fh 0 5B 45 4 I 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
PUAERE 5% UL L, RIFAEER 9% LA E, (2) #2402 B3R N- Rinsl P i 2 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

16



CN 101857636 A WO P 13/48 T

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
i SR TR REYR B IR A BN P TFN-a 55 TPNAR2 45 4 s sk 1y, 5 bRk i b A
SRS ) TE X B PR XT TRN- @ 454 TENAR2 IBCRAHEL B . 0k, 5 R B FiiAAH L,
BEISTIEHT TFN- o LIPS TFN- « 55 TFNAR2 (456 22 /04 50% , B /b4 55 %, Bl /b2
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 DR FAEST IPN-a HUOARFIAIETE IPNAR2 2 [ i3 4t Ao I —IRE 72 L N AP IRIEAT
FERE T AR _E AL TRN- Bz R SRE T BTG Z PR 1L TFNAR2 ECD- A 1gG
Fe & 8 E BRI ARPR AP IFN- a LR sARbR id BPUIR R L MR v — 23 E , 1)
&5 B B IR AT ', ARG LU S IR B B I 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 (A 0 B3R A B, B HE o FEDUIR - PURE S 0 AR 25 0, S8 4R
5, BEPR i BER RS, F1G R TR A ZE A RS, 4140, WL Har Low F1 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] itk 2 LA TR A Rl 8 () B S K 3R A, WK R iA 4 & “ kA |
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 A RE, R A S A R A R A8 ARG BUR bR ic PiiA . B, Kt n i E
1E 96 FL A b, FSUR P sl il 2 R Ar il LA BR W AR id A4 455 11 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 AR Z W I 25 B 77 A HE A T B LI 5E 2 26 1R e 41 (5] — 14 1R 4 B, 494, TR
INAR A SRAF I ML i BLAST, BLAST-2, ALIGN, ALIGN-2 5% Megalign (DNASTAR) %ff.
AU e AN 52 R i s TN A1) 6) B I3 24 2, AR TR BRI A L A A K W i
KAFPAT LR S . D 0 B I, 0 SCITR A8 F e 100 e o BEATLRE /7 ALTGN-2, A] 343
AERRIF IR MR E 53 e ALTGN=2 JE 4] L v RALRE 7 i Genentech 242 w) #il4E, H i
A 55 A8 F 2 SO O AR 36 B IO 3 25, S iRy (X, 20559 Bac 45 58, ‘B AR 38 B IORU& il
4b &35 24 NO. TXU510087, ALTGN-2 &5 Al id Genentech 22w (1H < s &6, I 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 [ ) W02000/39297 2 Afi o ALIGN-2 F5 /5 N4 i) 4 £ UNIX $RAE R 48 EAs A, Bt e 4L
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
H % EEFE > NCBI-BLAST2 52 (Altschul 2% 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] R A AUSAL IBTARTR B T 0L R ) v 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
R ERER (/Do 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 . 8i#, "] Epstein—Barr JiE: (EBV) /&%
GAF NPUIA 3 WA 7k A4k o SR, EBV /R 40 i ¥k T 5 o iy FLAE W ™ AR A XA 21
Gk A (James Ml Bell, J. Immunol. Methods 100 :5-40[19871) . #3k, Mid G Nk
R 4E, A e S A B AR A4k o Bl i B siksr BB A0 2 55 SV40 K T 9
WA H-ras B0 S5 JE R — R IE FEOEH N b 52 40 MR Rl 2T 4 40 Mo 1) 38008 1 4 A8 58
H T IXFEBEYE (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 A B (MeCafferty 2% A, Nature 348 :552-553[1990] ; &5k
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 ML3 B £d 1) 32 BBk A 5 2 1 R AT o, A Wk R A SR 3 7 7k D e P A
B TR Ry 2R B0k 25 A Wk B PR DR ZEL ) 585 DNA 45 UL, 55 TPk shRERF PR IR PR th S 3L
T BRI R VE G B G A S DR (e o TR, W B RSN T B N A e .
RRERAT L Z P 384T (458 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 FEE X B i) —Sbfeyin] H THE s A 7R o
Clackson 5 (Nature 352 :624-628,1991) M HE /s EUBRE SRR V IR/ NBATLZH 4 S0
WOy A B PTMEER BT AR ZAEERES . $% B Marks 28N, J. Mol. Biol. 222 :581-597[1991]
B Griffiths 2 A, EMBO J. 12 :725-734 (1993) FTiRH AW Hy % AR 28 iz iy AR v 3
Rl R 7 B AR BA PR (G BB PUR ) MZ MRS RIPiE. fERR B NE T,
PR R R R A (R RAE ) » WIS I 5 58 s (58 F ), 2B 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 56 R A A AT o Wk B A4 Jre s B R SR AT R kA sh b 4R 1K) B B B B v X BE AT, AR T
WA ZhY) — NG 1R Shilait £ 280 515 21 Re Mk B DhRe MR 45 &40 S AP A2 X,
B, Ayl CEpid) fEARERE. BRI — B DR IR MG s vV X, 3R18 T APk
( DL PCT EHIH1iE WO 93/06213, A4+ 19934 4 H 1 H) . Sifik COR BAEEAT KR 45 3))
MBI G NIRRT EE AR HE T 564 N BIPUIR, PR B W U5 3 ) H U5 1 HE
ARy CDR #k2E

[0187]1 (V) XU HEPUAA
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[o188]  XUfs e MEHLAA SR X 22 D M AS R BT B &5 G0 e R i R e B Ak (LI A BR
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 TR AV ERE, 7 — 8 oA E S ER R AR - BB (BRMLSE M a6
k) o ORI, H TRk AR A T2 e o 10— 2, X2 4t T A S 1
OY BTV XA ASKE IR G5 A T AN 75 B S e BR R B BE VRS ) b 7 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 B3 X i i P 48 02 T VR R A
“TNE R HHEFEARYE”, i Cunningham and Wells, Science, 244 :1081-1085 (1989) frik, %
E R IR BRI (anals H A BRI KSR, RA IR, AR, MR, MR 2R ) A
rh e BlCHT O LT I 2 R IR A (R R N 2 BB R N 28 ) LU 2 551 5 PR M AH
VER o SR S5 TR LE X HUA R I HE Th e MU M 1 2 R R A B 8 i AR B sk — 20 S N
FAZ AN o IXFE, BARTUSEHAE T 5 N R IR 51 548 AL i, (BN TR B TS Hff 2 SR AB A
SV B0 R T o BT es se A s R S AR Pk R, AE S A T Bl DX AT T 2 R 1 1 B
MU AR I 97 %6 LA B Fe 08 M R IR 19 HT TPN- o FLfRAE /A,

[0199]  ZEEMRITHIMHFANBFERAEEM / BURERm MG (KEEEMN—MRER A
100 DMECE IR Z K ) LR BA B E NIRRT IR . Rt A 41
AR B N A PR 2 BER L IPT IEN-« FPRIESLIR, s — RO ARG Pk, Bt
IEN=a HUARsr 1) FoAthdi AR PR R FE DR 1) N B C R i A BE RS INPL 44 1) 1375 2 2 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] F—:

[0202]

JRR S RO AR PLIEFTEUAR
NI (A) WAL, BB, Tt m R G R
R R IR, R WL s R AT R
RAWERE (N) BRAWNE s HEIR s RARR AR s F =R B 7 W
RARABE (D) BERIR s RAWHE BRI
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WEFEAEYERF () U 2 BRTRE S5, 10 Fr J2 BUR R Y, (b) #EA7 /i B 7
P FL AT B S B (e AR 189 DN 73 T PR AR Y B S AS (R R ERAS, AT 0 A4 A 0 P 1 5

JRMEAE . AR R I BE PR 5, R R IRAFAE (155 70 LU R LA -

[0203]
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IR, EEIR, NEIR,
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(1) B - 1F

[0205]
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B
[0206]  (2) WPPEBKIY R BERIR, 22 2%, 702K S
[0207]  (3) BRVEIY)  RAZR, BAEIR ;
[0208]  (4) BME) RAWER, 2B, A2, Bz, FF2IR, ;
[0200]  (5) sZMWBEEL ] (IR « H &R, 2R A
[0210]  (6) FHIEN AR, B2, RN
[0211]  HELRSF B T5 B X L 20 2 — g — A Rl o 4 il S — 23] 1 e I
[0212]  AZ54ERFFHFIMDT IFN- o HUAE R FT A 2 P s IR 7RSS T B AR (J|
WHAZEIR ) LAGE X TR e YRR 1 3 AC B . AH R, AT BRI 2 R
H LGRS e M (G AP 2 a0 BV 7 BBk v BU )
[0213]  HEHIARIE BB AR RS R FE AR AR (W NIRHER A BUR) B— A
AR AR . B, AP R R IE R P A R A O AR e R T AR
MTRIPEARTURT S ) o 77 AEXRE R A AR A 0 7 A0 732 2 T8 e Wk B A Ji /s 1R 236 R ) et o
] B 5 PR LA AR DA s (W1 67 47 450) (158748 LAAE &AM = A2 BT ] RER &L
FERRIUAR o a0 I A BB AR AR AR A S 5 A0 SR AR ANk Hh ) ML3 JE B TIT = &4,
LB T 2K 22 PRI B A RORE R 7S o 8K i 0 A Sk s 0 W 7 2 e 7 PR AR AR T A 4 v
Can, FEBORIEE ) o T %2 SEAT A 5 5 5 A8 DAY i, T HEAT TR SR #1548 DL %S o2
XIHUR 558 W B otk R AR K AR 3L . 8, S48, BT PUR — PR S I il Ak 4 44 A
Y PUATE TFN- a2 [A] (A s T BB A R o ARYE A SCHTRHE A, X P ik 25 A AH 418
BRIE B EIE R . — B AR IEFE AR, WA SC TR I 3 78 R T AE — 2 AN AH G
A i BA L RER PR IE— P &
[0214]  (IX) #EFEALARA
[0215]  HUARTLEEAIHE 2 X R AL EHEEEAL (Jefferis Al Lund, Chem. Immunol. 65 :
111-128[1997] ;Wright F1 Morrison, TrendsBiotechnol. 15 :26-32[1997]) . % fEERk R 4
(1) 2 0 0 % 5% ) 9 (R DB (Boyd 28 A, Mol. Immunol. 32 :1311-1318[1996] ;Wittwe
F Howard, Biochem. 29 :4175-4180[19901) , Fl B8 52 Wi 4 &5 171 44 B4 FN BT 22 B0 = 4 SR 11 (1)
FEER A A 2| A A EAER (Jefferis # Lund, [7] I, ;Wyss i Wagner, Current
Opin. Biotech. 7 :409-416[1996]) . ZEH% th B8 IE T4F T 1tk TR 0] &5 140 5 25 7 110 0% £ 1 4 1)
FLE O Fo B, O S UOE R FUBE AL 10 TeG A, L SR 0 2 B L HY CH2 2[R 1]
B, A K o N- LB B GRS 456 H i 456 828 it Malhotra 58 A, Nature Med. 1 :
237-243[1995]) « FH A IR B A A [ 6 RSP S (CHO) 4f i ™= A 1) CAMPATH-1H ( U5 A9k 2
40 M) COwH2 PR H B 20 AN JRAL S e B TGl Pifk ) LR, FEGMAN T 1R
(CMCL) 58 4kAK (Boyd 25 A Mol. Immunol. 32 :1311-1318[1996]) , ifii fi FH #2522 e W 1 4%
PE 22 B v BRI FE A S 51 DMCL 4R 2kt EL R IE PR F B FE A0 25 52w (5 TP 4 s 41
M40 Bk (ADCC) o el th, AR RIS, HAPUM R B (1,4) -N- BRI MR IR
ITI(GnTIIT) ( —F 4SS 5) GLeNAC T R BE L BRI ) A1 CHO 41 e, B AT Stk iy
ADCC 35 (Umana 2 Meture Biotech, 17 :176-180,1999) ,
[0216] B PUARIHERAL S N R 0 &R, N IERSRHE 0 454 T R AT I A )
o KT HIRAWENE X L2 BRAR AT —X- B (Hd X 2RI R ST
FIER ) JEHEH T SR AT B IR &5 & T4 . XK, 52 I AP AE IR 28 =ik
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JPANZ 7 A T ISR IR SEAAL o O ERRHIEAL 2 F0 0 N- S BE FLRE G, 1 FURE, BB
GG TRIEEER, &5 WIS 22 R B AR, BRI 5- FR Il 2 IR Bl 5- iz
78

[0217] BRI IEAL A AR DA RSB R O AR 1 DU B IARE B ki e —
M FG IRESS 7 EPUA T I — DB A 7, SR A s (B )
FIRERALFRRE , 5%,

[0218]  TE i AR Z LR AT AL — ek 2 A B i =R 41 R] 7 A6 b ST ER R
AL EUMABUAH (N IEEREEEAAL ) o WATEERPUA T F) I A SER— k2
A2 R B N R R IR FE AT IX RIS (T O JEREBHIEALAL 550 ) o SR, S5 BRI R AR
B AT AT P 0 2 S IR AR AT SR 2R 3

[0219] I8 i O % IR v A A AT DR S G IR A1 o FH AR AT L N R 2% b 7 s A A
Pt —IFN a HUKIR 2 EEIR P 51 AR R G AL IR 57 1 o XS T VR FEAEAN PR T, AR ARSI 1
38 CRRARAFAE M R AR R 5 ) » BOE T —TEN B e it il & A2 R el dE
AR IR RN T (BUE &) AL PCR AR G Ak i % .

[0220] AR AT AN 2 BE PR 7 41 B T IR e 90 T SO B R FE A (R FERE SRR K )
PEEAL R T TR APV B . BT T RIAE BRI B R A
CUngLiR ) ign B BAR D oA AR 40 i, AT DL AU BT A B AL BT B 248 5 (D Hse 58 A
J Biol. Chem, 272 :9062-9070. 1997) . [ T iE+e05 T 40 fu ok, 7EHUA T AL ™ A B vh 52 i bk
FAAER R Z AR A, B IRnd y, B 2, S A 1E A, pH (E, 4tk &%, ke
PR VETE BT AR SR A A B O s, R S ANBUS RS 5 5
PR LLEE (25 E E ) No. b, 047, 335 35, 510, 261 ;511 5, 278, 229) , HEFEAL, B LKA
[RIRE AL, W B 8 (1 b 20 ik R s A v sk, 491 G A FH P D 7 H (Endol) o 1641, W] LA
SRS B A A A, a0, A R LS A N TR o X2 DL R S AR A R AR A
HI

[0221]  WRAIE IR T EEAR (FEEEER 2T, NMR, Jitil, HPLC, GPC, Sp% 4 734>
AT, WPV AL, LR AT FH 7 pH BH B8 A8 # 2 AT AR FiL A 20 B9 S 8E 119 HPAEC-PAD) AN 43
Wb R BEEEAL G . R 1 40 i B B ORISR () 5 i 2 ), SRR (E AR T B ab 21
(I K -N=-$E 5l £/ N UT - B — FFUME B AT ), FH S BR It A BTV B DL 3 BB 0 3%
FREER, DL TE K IR I N FE AT O FEE S (AL 25 T i

[0222] (X ) PUiAmIH B &M

[0223] AT A FFE P AIEST TEN-a Frak i n fe il e S e i iAo & BLPT i g o 4
AT FH AT O 40 1 77 v 4%, 1 Epstein 28 A ., Proc. Natl. Acad. Sci. USA82 :3688[1985] ;
Hwang %% A, . Proc. Natl. Acad. Sci. USA 77 :4030 (1980) ;LA K 36 [ % 1 No. 4, 485, 045 Fll
4,544, 545. Frik. EAA R AR IR Bk 2 T2 E L H N0 5, 013, 556 H1,
[0224]  FH & A B 16 I AEL Aok, L[] e R T Ik £ T e B & — AT B4 (PEG-PE) 1 T o4
G AT RAHZE R T3] = A A R IR B o 46 IR A 5% He dl i i o FL AR [ okt LA
A H T EEARIIG A, W Martin 28 A ., J. Biol. Chem. 257 :286-288 (1982) ikl it
B Wi S RN, A R BHPUAR I Fab” Jy Br S R U E G . nI AR e & kb &
37 H) (A ). I Gabizon 28 A J. National Cancer Inst.81(19) ;1484(1989).
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[0225] 3@ b Bi Ak 5 — i AT 25 75 40 B A5 36, 06 B Re K AT 25 (o Ik 3 AL T )L A
WO81/01145) 375 p i M 254, AT #E ADEPT A B FAS & BH ik . DL, 21, WO88/07378
FZE ELH NO 4, 975, 278,

[0226] W] FH T ADEPT [ G S By IE A 1 g 20 200 16 REAE FH 100 25 0T 8, LG ReE a2y
B R T T AR AR M I RS BT K

[0227] A B 7 v A A0 IO B A R EAN PR 5 T 5 i IR 3k 1) B 2525 A48 il 5 250 1
TP R s F TR Bt IR SR AT 25 5 8 A i 3 20D ) 5 EEDR IR NG 5 T 0 EE 56— Ui mE g
AR PR 25 (5 FURMERE ) [N Bl 28 s F RS IR IR AT 24 4 A8 i | I
1B, ) a7 G B AR R, e AR TR I, AL AR ARG, RIKRE AN B L (R R
FEEBFIL) s FHAE D-REREMRBUCHT 25 19 D- N R IR IKEE s TR B AL I AT 2 5548
R 25 W B SRZAARE, n B - R FURE R A 2 E R s T AR B - WL AT A 294
BRI B N EELREE ;R R TGRS, W55 5V BHIGEEEE R R G B, B TR
HAE AT M KA OB O S T AR 29 A8 e 29 S b, A S PR
U, PEAS SRR A “PUAARg”, n] T4 A B I RT 255678 T 25 259 ( DL Massey, Nature
328 :457-458 (1987)) o LA — BEARIRYI W] F2 AR SCHTIR J5 12045 » F D AR B 15 25 P 75 1R 40
iiokiEm

[0228] W] F A AT SN I B A i 5 P AT BT TFN- « PURSE 854, wifl Bk =
JFOXTHREATEF o 53 41, A AT 200 1 BE 21 DNA SR W] R it it 4 3R U, iR A i & /b
A5 A BB D RE VS M A A IE A R BRI PR 454 X (WL Neuberger %5 A,
Nature 312 :604-608[1984]) .

[0220]  TEAR & B HE LSt 9 vh, W] B 77 2R Bk v BOm A & Se BBtk . 7RIS
T, IR EAS MR B B LA I A T ik e E s AR B B BN
M2 R aE G 3R AL, IS EPUAR A B A S X IR AR, s bR 25 P8 N iR AL, AR5
Sk A B2 — s R IR g, dn, 3B DNA sk &) misEB. WL 1996 4E 10 H 17 H
AT WO 96/32478,

[0230]  JE K, #MRRIE 52 AR G R AR B — A R 8, Ho Fe K — MBI AN B E—A
R E N IERIEIER R BN PR BRI B . H 2 FARIE Fe KI— ek A L
(1) 3 N EANFRIE RS . AR ILRATEH Fe X (40 1gG) [¥) CH2 S5 Mg It HEL R 31k
PUARI) CHL, CH3 8k VH X8k 1 ANDL IR Ee g, sl IERATHUH Fe X ¥ CH2 &5 f4 3
I BB BNZHUA A B CL X B VL X BEX — AN X,

[0231]  FPAIPEDT IFN-a PUARRILMME Mt RS EAR K HVEFE 2 . R TFHE, nli@d
M2 BT AR R B S Sl A 2 R 4 o FHRE NS 55 Tt OB 81 N B B8R C i 2k I Y.
(R FLAT AR 5 BT I 8 S SR R TR Ik S Y, g e R AR P AR AL B A 5 ) N 53+
i, BB IRIE B IEZE LR 5, 534, 616 T RER, % S0kk . PuAILMEMRT)
e 6 2 0 4 HE L)L 2E [ &) 4, 640, 835 34, 496, 689 34, 301, 144 54, 670, 417 34, 791, 192 5k
4,179, 337 TR T B Pk S S AR AR S — A0, IR O R, RN i, 5
FEMIG -

[0232] 2. ff %6 oA BT 75 Fe M LA

[0233] P AEHUARIEA B CARR . BARTE N Z R R R BT IPN- a Hiikn]
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FHARAIL RN 7 VR €

[0234] (i) &4 AR

[0235] 4, Bk Ptk 5 —Fh e 2 A IEN-a WA, 5% IFEN- a WA RE 5 8RS )
—EETE, JF I EE SR TEN=- « A3 1 5 A, BTAE TRN- a 2553050 b 2858 A W
FIPEHT TPN-a Hifk. RAALT TPN- o 2 BREHT IS AR5 . AE— SR+, %455
RIS R, P PR E IFN-a 455 7 IRiEdifk s — > o andt IFN- o Hifk
SR IIRE S o HERES AT DAASIE] 7 20T, B FE ELTSA B, AE T 4 St 9 b ks o a1 R By
A, AT FH BIAcore™ AW L A IR I IR MM IE BRI TFN-a £54.

[0236] W] SR FH AR VAN R AT AAT-5 0 (1) 58 4 45 G i B0 SRR 2 8 I 1B BT TFN- o B BT
5N EPIAN TEN-a BagFEHUAR OF3 56445 6 3 HAR TRN-a FrSRIRE . W lse 4 ik
ISLF Antibodies :A Laboratory Manual, Cold Spring HarborLaboratory, Ed Harlow flI
David Lane (1988) H-F prithid. 7857 — S, vt an S 2 Pk i) IFN- « 2541
ELTSA 35 AR iR BT R 5 OF3 Pk 2 A TFN-a 254G 5. ZIRE a0~ a3 T -
FERICER G 8 i B AL TAN- o, J 55 BT W FE U FRd 9F3 HTARAHTR & IR AR IC BT IFN-a 41
R BRI BB B R SRR B OB 1R i A, A5 I & OF 3 Hikhr id 15
T, NG LA HUAR AN [FIARORE VRUIT R K15 S 2 45 2R

[0237]  (ii) HURFRE

[0238]  # #1, U0 Kawade, J. Interferon Res. 1 :61-70(1980) % Kawade F/1 Watanabe,
J. Interferon Res. 4 :571-584 (1984) Frik, il id Wl TFN- o BT FRG PR SRR, w0 E
R IEPLAA A IEN- o AEPETERIRE ) . BN & 2, 1 S IEEHUR R A R B R IUCIR S 1
[ 5 W FE 1K) TRN- @ I BINSEREATAE FL 40 f b, A& S im E (ol is i s ) e
EEGUA T IFN- o RIFURERETERIRE ) . JHE B 2% i A IFN-a (NIH Ga23-901-527)
e, CAEFR AL (TU) R E &

[0230] 4 A — R BE oA L A [R] S 9 B 5 HRBUMRAZAE 1 BT I 2 B o #5355 T 0 1) 2
KA T H 2 M BUR RS T, AUz LD TAN- a HURREREHIHI P IE TFN-a
R PUR TR o AFIEHY, 7E D0 R i MR8 T 5 78 [F] S8 B0 FRPT AR A7 T BTl i 25 48
TETEAHEG, B — R AR e BT IFN- o PrAF HIHI BT 6 TEN-a VB[R B 5505 1 1 2 /0 24
60%, B2/ D2 T0% , BAE R /DY 75%, BiEAE 2 /DY) 80 %, B fE 2 /DY) 85%, BILE A+
F2 /02 90% , BULE AL /02 95%, Bl 2 /04 99% o W RRIEHUA AR TR B A B
718 HOAE [R) S50 B0 BRPTARAF AR N BT G0 535 TR P0 I 5E S /K F B2 2 [P0 50 TR I
AN Z AR IE DT TFN- ¢ FUAAREIDHIFTE TFN- « A RIHTmEEa .

[0240]  FE— AL S A o, % 8 A0 R R R I b BT I A TR 2 R i
WEESR ALY TFN= a Frufh bl Pk 5007 20035 3 AR R AP IR 25 AR Al 1208 2 4R H
SRR Z IR T R REBAL . O T VPP TFN- a HLARIPHIAFE IFN- o 2R RS0
BEVE PRI RE T, AR I TFN-a MEZYI 2 T 50 IFN a HTARFNHI R AR TEN- a E Y HTE
BN CTRE 2P AR AT TR BT R BT ) 50 % A 0K BE (EC50) .

(o211 A /NSEHEIAH, 0 F | R UAT SR AR R T 2, €5 96 L3
I E AR BB SE AS49 AN ML A B 5X10° > AS49 AL / fL. fE 37T°CLL 100 1 1 [# 4k
FU% 0.2 BA7 /01 BTIE IFN-a WA (ARvEALR 0.2 FRA7 /01 [ NIH Z% brifEih EALA
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IFN-a 2) 5{§iLHl IFN- o AR RVIFREIEE 1/ RER % 100 & L AR
/ FIEB B IR AW NN BT 2 M 25 LI 5 X 10°A549 4HfAT 100 © 1 (s E &,
BRI AL 100 BAL /ml ) TPN-a K. 3TCEH 24 B THREY 24 /Mt SRJ5
K 2 X 10°pfu IO 48 (BMC) SRFEX I 37c T 24 /b, 355 5, AP Mok
TR USSR G N E 4TS T o RN RRRIN Y TEN- a B E BT IFN-a BT
RAETRES T I AR TRN=- o MEZSHURERG 1 50 % 1A B0 AL (EC50) o

[0242]  FEAREBIEI—ADT7H S, 78 IR A549 4 g EMC i 25 dil iR 50 7, %5 52K IFN-a
P AR DL O B T R AE F I BT TPN=- o Fifk, B SR a5 22 R TFN-a WA [ EC50
R 2 20 :g/ml, BURIA L) 10 sg/ml, BUEA LY 5 ig/ml, BURIA Y 4 :g/ml, Bl 14 3 :g/
ml, BREAZ) 2 cg/ml, BUEIAZ 1 :g/mls

[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
1 EC50 MZ10. 1 :g/ml 4520 :g/ml, N2 0. 1 :g/ml 24510 :g/ml, MZ10. 1 :g/ml 245 ;
g/ml, NZ1 0.1 :g/ml 224y 4 :g/ml, N2 0.1 :g/ml 2453 :g/ml, AZJ 0. 1 :g/ml £ 2 :g/
ml, MZJ 0.1 :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. 2 :g/ml 2227 20 :g/ml, M2 0. 2 :g/ml 22910 :g/ml, M2 0.2 :g/ml L5 :
g/ml, NZJ 0.2 :g/ml 222y 4 :g/ml, N2 0.2 :g/ml B4 3 :g/ml, N2 0.2:g/ml 2L 2:g/
ml, M%) 0.2 :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 M2 0. 3 :g/ml 22y 20 :g/ml, MZ 0. 3 :g/ml 2y 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 B4y 3 :g/ml, N2 0.3 :g/ml 2L 2:g/
ml, MZ1 0.3 :e/ml 4 1 :¢/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 06 P AE A B PT TEN=- o Bk, B oo % 32 K IPN-a SERY
[’ EC50 M2y 0. 4 :g/ml 22520 :g/ml, MY 0.4 :g/ml 22510 :g/ml, N2 0.4 :g/ml 25 .
g/ml, N#J 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, MZ 0.4 :g/ml 2% 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) 0.5 :g/ml 4] 20 :g/ml, MNZ10.5 :g/ml 22710 :g/ml, M2 0.5 :g/ml L5 ;
g/ml, MNZ1 0.5 :g/ml £24) 4 :g/ml, N2 0.5 :g/ml 227 3 :g/ml, N2 0.5 :g/ml 224 2 :g/
ml, N2 0.5 :g/ml &4 1 :g/ml .

[0248]  FEA KBS —A 5, 78 L id A549 41 g EMC %55 55 30 03K 56 P, X 52 903K
IFN-a PRSP0 H HUmERS PE R AE AT TEN=- o BT, B BoR & 32 03K TPN-a JERY
[¥J EC50 M2y 0. 6 :g/ml 22720 :g/ml, M2 0.6 :g/ml 22710 :g/ml, N2 0.6 :g/ml L5 .
g/ml, NZJ 0.6 :g/ml L1 4 :g/ml, N2 0.6 :g/ml 222 3 :g/ml, ML 0.6 :g/ml 24 2 :g/
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ml, M1 0.6 :g/ml £ 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
[’ EC50 &Y 0. 7 :g/ml 225 20 :g/ml, MZ 0.7 :g/ml 22510 :g/ml, N2 0.7 :g/ml L5 .
g/ml, NZJ 0.7 :g/ml 22y 4 :g/ml, N2 0.7 :g/ml B4 3 :g/ml, N2 0.7 :g/ml 2] 2:g/
ml, MZ1 0.7 :g/ml 4 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 M2 0. 8 :g/ml 22 20 :g/ml, M 0. 8 :g/ml 2y 10 :g/ml, NZ 0.8 :g/ml BL5 .
g/ml, NZJ 0.8 :g/ml 222y 4 :g/ml, N2 0.8 :g/ml &4 3 :g/ml, N2 0.8 :g/ml 2] 2:g/
ml, M%) 0.8 :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
[£) EC50 MZ1 0.9 :g/ml £ 20 :g/ml, NZ10.9 :g/ml £45 10 :g/ml, N1 0.9 :g/ml £L5 .
g/ml, M#1 0.9 :g/ml 225 4 :g/ml, N2 0.9 :g/ml 24 3 :g/ml, N2 0.9 :g/ml £4) 2 :g/
ml, MZ) 0.9 :g/ml £4) 1 :g/ml.

[0252]  TEA KRB 55— A T 1 A, 76 IR A549 4i e EMC v 25 P01 46 A, X 52 903K
IFN=a PR R B PO 53 PE A RE T A9 PT TEN=- o HTAK, B BoRxf &% 3208 T°PN-a SERY
[’ EC50 N2 1 :g/ml 224 20 :g/ml, MY 1 :g/ml 22 10 :g/ml, N2 1 :g/ml B4 5 :g/ml,
M1 ig/ml L4 :g/ml, M2 1 :g/ml B4 3 :g/ml, N2 1 :g/ml B4 2 :g/ml.

[0253]  (iii) A2 X PHWHAL

[0254] 24 T U G fe 5 RS BRPLAK T 45 A 1 IFN-a SR AT AH &5 S W P Ak, BT kAT a0
“Antibodies, A Laboratory Manual”, Cold Spring Habor Laboratory, Ed Harlow #H
David Lane, 1988 PTiR [1) FIAS PHIWHA K . 53, BCAN, WA ARSI O A 7 00T R
RiVER . B4, 7] ] Fendly % A ., Cancer Research50 :1550-1558 (1990) ik [¥) 3% 4+ 45
G HFINGE 52 A B BA TE R HIAR G5 5 10 TFN-a K A7 . 285 — M+, e etk _E
BRSO AT A W 5T b7 iEmh A A B 7% (Wofsy %A . Select Methods
in CellularImmunology,287 Wi, Mishel FlI Schiigi %% San Francisco :W. J. Freeman
Co. (1980)) , ¥ B BRIF) B e FEPLIA 5 i s IR 2L ER (FITC) il T & B FLH B
& TFN- o A4, ¥k fL 5 (1) FITC bric B s FEDUAR (2) RARICHI 32 e
PUARNRG Y — T, IF Hog EI5E & FLI 7 O6 LU & Pt 7 Bt 57 (1922 X PH BT 7K o
AR5 TGO B v B DT AN BEURH B 45 B8 se B LA L BRI T 50 %6 8SE 2 (455, B A N A X
48 By P IAR T  — JL[R R A .

[0255] 7040 My ZE ik Xy AR )50 i SR 5 S AR S mT AE S A I, /) BRABE Y, RN
PRECHY o 47 75 52, A L% B I e 1 16 SR v B B AR 3 78 i i & oA, BOR AR s
B N, B 46 “ FERI AR AR ” 7712, ik [ LA NO. 5, 821, 337 IR, A2
5| FZ5e BB R, ASCREEHT TFN- o JUIRR A ALt AE T 21 S ik

[0256]  (iv) WERERREIR T2

[0257]  m]F|FH 2 G SCRE 4w AR BT IFN- a Bk, DA % B B 55 id & e bk
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SufE . BRI b, B S R SRR AR B B RS PR AR X (Fy) &R B (,
Fab, F(ab” ), 5 ) WA (R0 B AR SCE , 16 tH & et PiAR wo b o BT f bt S s A Z AT
Vi B IR R TR A SO . FRIKBE 5 P DR 45 & 10 Py Jr BE) S gl b Js W B R 5 3
e AR S G v A 43 B8 o AR B B BRI 5 A 14 v [, T 5 I LA BT s W b/ e i
AR — 2 E S W BT A IE BT R O 77 25 DL HH BN e PR T 1 e o, R 5 A FH Ut
SO B A S B 1K) Fy R4 ATAN Kabat 58 A (1991) , [\ E TR & fa 2 X (Fe) J71)#
KR IFN- a JriksolE, n 3R A K AR IFN-a Hifk,

[0258] WA F 4 JEE 7 ST PRI ) 1

[0259]  PUiRMIPLIR LA &5 M (VL) BERTEE (VH) BRI S A 4 110 DMRER
[FIRTAR (V) S5 IR AR, —#F #A =AS AR B A E X (CDR) » 4 Winter S5 A ., Ann.
Rev. Tmmunol, 12 :433-455 (1994) Jirik, W] 47 [X 7] 76 W% b 7 b ZhRE M o s BlE 1R 4 5 Bt
Fv (scFv) Jy B, Hordn VH AT VL i — 4% R 2 1 IR LA ARG , sli&1E 0 D (ab” ), Fr B, B
o R B il S E E X RS I BRSSO BAEVE R o WA ST, scPy G hH 0 g 4 e [
Fab B F (ab’ ), JhH Ik B R SO BB AR R “Fv Wt 14 b e~ 8 “Fv FofE”,

[0260]  FHWI RV SCE (PURMCH TR SCE ) $24E T Re 55K BEMT4E A & 40 Lih &%
RS (K A 10°-10'MY) G54 T0HTAR . BUikgs & 00 MK 791 2 RETEAE R 2R A AS L 840
T(E LA 2 vV R R X B %, 78 N B, AASE 50 A VH 55 (R X B b B R A
7R (HL FTH2) , 5 D X BT JH X BBEA 7 A5 = AN s e Bh (H3) o 78 NREEH, AAE
25 30 4~ V8 FIAZEIZ) 30 4> V6 X Be P U AT A s 28 (L1 A L2) RIS =~ (L3) B
Iy LLSE R = AR ER (L3) o

[0261]  F4uffarh Vv EEERI X B R A TR B HE = A2 T RIS B A VH-VL 510 B 41, %
BB Rh S| R T &g & R R 4LA 10 B g udG(E (FoREy 38 ) N Bk, AR5
AR FERE (BRI ) I R B RAR PR A A J SR R ) (K ok 10°-10M ) o
I T8 I A g D) 28 AT 98 I A R N ) R R e B DA

[0262] 41 Winter % A Ann. Rev. Immunol, 12 :433-455 (1994) K, e =45, VH Al
VL K& R ST JE W] T8 ok 3R Bl e N (PCR) 43 i) o I8 JF A0 0 B AR ST E P BE AL A, SR e 44 =
PURE G il SRR PR ST E R A T 0 S0 2 B 1) iR 28 R B AR, AN T A AT
JE . VAN, I Griffiths 8 A EMBOJ. 12 :725-734 (1993) BTk, A% IR ) S0 e va i AR TG
7 e B B AT T R AT Y AR B B B S PUR AU —FioRYE . s,
Hoogenboom F Winter. J. Mol. Biol. , 227 :381-388 (1992) FiiR, it v 3T 40 MoK &
FEHER VBV R X B, 3R S A AL 1 PCR 514 LALEAR SN i CDR3 #5742 X H-56
HEHE, A AR RIS .

[0263]  WRER 1A /s 547 1 B . I8 S R EAUE S A p TR G4 220PR R R 14K JE 7R
HifkH Bo W Marks 28 A J.Mol. Biol. 222 :581-597 (1991) Frik, Bk F BEWT4E b Bk Fy
Jr B R, Hor VH A VL D@ o — 2R MR 1) 2 IR S i B A [7] — 22 ik b, 81 Hoogenboom
2= A, Nucl. AcidsRes. , 19 :4133-4137 (1991) FriR, Yk Fab (4% F(ab’ ),) HEJER, H
Hh— 24 5 P IR 55— 2% 70 Wb N 40 TR Fi =40 i J3 s b, 72908 ) L2 25€ i Fab— 05 88 (A i
G, T U — SR A A A R E 1 AR R A SR T R R o 4P i B p TR N sk &
IR B AR L et SR, ISR DT p IR N R 25 #4505 5 — g5 BOE a4, TR e
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IRTCAE G, TP AE Y p T 200 I8 o 4 B it i A 42 41 .

[0264] WK B AR K p ITTEL-A-4) 03L& 8 1 54 30 4 0 18 (] — W06t B R 52 ol BAS ]
ST b AP HIF I, ERRBERL (3 A R A I A R ) E s p TR
M, W, Vieira fl Messing,Meth. Enzymol, 153 :3-11 (1987) Ak, 4R A W A S A TR
(R4 p 1) AH T = i e S Rk 36 B B M DAl A0 2B Py A Bk 1 4 (i M13KO07)
T R, o R B AR N R B AR ORE . AR — AR T7 VAT, Wl Bass %% A Proteins, 8 :
309-314 (1990) F1W092/09690 (PCT/US91/09133 AAG T-19924F 6 H 11 H ) ik, il W
BN R, 49 B AR i AR W] 78 VAN 2 TPl B 0t R R OB AE R R 1 s — N BA B
5 UL PV — QS A RS I 4 0F s 40 R

[0265]  —fi%, AN A BRSPS e 40 M AT G b B AR TR IR i BRI AR R o 0 SR 75 2w
PEEFEDT IFN- « SeBE S0, 7T IPN- a bz % UL A PR N, FF RIS 4 g
i/ BOEEAYE B 4 B Ak Mk 4 i (PBL) T SCEM A 78— DL s fal 4, /1 A )
REME N Sz sk g R MRS ( HLGRkZ DhBe T ISP IR AR R ) BIRESERLN BRU = AE BT
IFN-a HUARNZ IR BEBIA TAN- a 5ol APTARSER A BCSCHE, [Rlf TPN-a 4
PRI AL B i) A B TEN-a [ AR Biik

[0266]  7E 55— UL, A T =4 (BG4 TRN- a 8 BA T2 O I
PU IFN-a HUARR) B 40 ) HiiRR 2 AR IE A 1 TFN- a MR RVR -G Sz Hefh 5l
Yo 157 —PRIESEHEF h, W H ) 1 Pk, FAEZE T AR R R0 E (Hl & E5
A AR ZE R CR A i (Namalva AR ) 73 ) TP TFN- a @5 AR &) e 8 ph sh i)
I A SIS L B0 T H 3R P00 FH ) AT A Sigma Chemical Compay, St. Louis, MO JE7E .
[0267] B3 2410 0 1% 5 V5 4y B 6048 TEN-a R 5 ME I 45 A iR 1 B 40 e, Wi A TFN-«a
S HHJZ AT 4 0 0 e s AT 4 B I B T2 S (L s AR 12 1) IEN= a, SR J5 FH % D680 40 i 73 ik v4:
(FACS) , W[ 3R15HT IFN-a S Nyg M4l e i it — 0 & 4

[0268]  BYF, A8 FH R S e LA R R 40 fL R0 / B B 40 BB L E PBL, $24IE W] B8 BT AR SR
R R, H H AR DA IEN-a JeHtJa sy (NBEEAN ) MBS SCE. T
A5 NPURES R ) 1R ST WSRAZ AT G 1 T 40 i DA £ 4 5 oK . HEBT AR 25 PR X B %
R o [BOGER IR S 40 M ] MBS siAT, i /DB R BB Tuprine RV EVAF 5
[0260]  R] MBI KT 4 i [R  h5 pi A4 m] AR SRR ER X B (A% VH I VL X B ) LR IF4
M. 40 orlandi 28 A, Proc. Natl. Acad. Sci. (USA),86 :3833-3837 (1989) Al ik, £F = fF VH
VL PR SCEE B G, 3 25 UK E 40 F 2 PR 2 DNA B mRNA 2R i F DS ic s HE VH AT VL
FERI 57 A 37 w5 1 AT B A B ) Y. (PCR) , W 3RAF T 75 1) DNA, 42X 5 i3 F T3R8
(I ZRENE VLRI SCPE . 4 Orlandi 28 A, (1989) Fl Ward 2% A, Nature, 341 :544-546 (1989)
PR, Fl 4mbs s V g5/ A 21 57 o B 514 T T X BEP BIHETS 1420, 7T A cDNA
FOILEEI 4 DNA a3tk v 25K . SRTT0, 40 Jones 25 A, Biotechnol,9 :88-89 (1991) ik, #f
T cDNA Y3, J5 5| ] 3 T AT 4 21, M Sastry 5 A, Proc. Natl. Acad. Sci, (USA),
86 :5728-5732(1989) ATk, Hi5|¥th 2 F1EE X . Wi Orlandi %¢ A, (1989) 83 Sastry
LN (1989) Frik, o4 7% BAME & R AL, WITE S 8 N IR, IRk, W1 Marks 5§
N J.Mol. Biol, 222 :581-597 (1991) " /7 yA TR U1 Orum % A, Nucleic AcidsRes. ,21 :
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4491-4498 (1993) F LTI, KA % VIEF KR K PCR 514 LAY HE47 A6 T 0 1% 41 i 1% 12
FE b BT AT A VE A VL HEA, A0 2 FE e SRk . W1 Orlandi 28 A (1989) fTik,
N T RIS ) DNA v [ NSRRI, PR AR 1 BRI AL 25 | N PCR 51— 3m AR A brid,
B4 Clackson 25 A Nature, 352 :624-628 (1991) Frik, FIFRICHI 5 4 HE4T8E— 25 PCR 4714,
[0270] &R EHER) V IR SCEERT AR AR A VIR X BLRT AL . RER A0 I N VH JE BRI X B
O v 5% (Tomlinson 28 A, J. Mol. , Biol. , 227 :776-798 (1992) Fiik S ), LI &IEK
(Matsuda Z& A\ ,Nature Genet.,3 :88-94(1993) F1#kF ) ;iXEET0 R X B (A5 H1 Fil H2
WA LS ) H4EA [F7 51 RIS 1) H3 BRE PCR 514 0] 7= A2 2 FE 1 VH 28R S
( 4111 Hoogenboom #1 Winter, J. Mol. Biol. , 227 :381-388(1992) Frik ). FAr T K
K H3 [ i a e 4 2 At n] 26 VH SCJE (Barbas 28 A\, Proc. Natl. Acad. Sci. USA,
89 :4457-4461(1992) ik ) . A V6 Fl V8 X Bt L4t se AP (Williams I Winter, Eur.
J. Immunol. , 23 :1456-1461(1993) &7 ) FH 1] H THIH & etk 28 0. Lh—F %)) VH #
VL 781 L3 DL K U3 K A BEaE 0 A it V 38 R ST R, K 4t K & 1 45 M 2 FEE Pk v
FLR 9w fiE DNA 2418 2 )5, fh &V JER X B n] # ] Hoogenboom Fll Winter, J. Mol. Biol227
381-388(1992) Frk JiiE A4S EHE.

[0271]  DLJLAR 54 VH A VL ZE PR SC PRI 78— AL, A A BB i B SO o B —Fh S
JERT R R AE AN R R, 7R RSN IR L4/, U Hogrefe %6 A, Gene, 128 :119-126 (1993)
BT , B P 20 A KL, 164 Waterhouse 25 A, Nucl. Acids Res. ,21 :2265-2266 (1993) Jif
R 1oxP R0, RN ELLIER A Fab B e FOR 70 IO AT B AL RCR BTt R i
SCEER/NFR o 43 7 SO JE ) VH R VL SCPE, — A SR NI R 1T 7 — 4 o e N ik 1 1R
P o BRI PR WS TRT PR B 4% 2 Wk TR (T4 BT 5 4 9 SR TG, A A R N R & AR 45 il
HSCE RN H 32 A7 e 4 s B A BR ) (29 107 55 0% ) « PIEIRE S B RN EARES,
i £3 VH AT VL ZER A AL T ARl iy HE R e A B AR E R o, IR RS R
T KEA RIFEF K, N2 10°0) M2 FEMERLA.

[0272] 53 4b, MR IK 28 S PEAK IR 58 % A2 [R]— &0 fRH, W Barbas %6 A, Proc. Natl. Acad.
Sci. USA, 88 :7978-7982 (1991) T iR, =t H] PCR 4 %5 42 3k, 4R J5 7i %, {1 Clackson 25 A,
Nature 352 :624-628(1991) ik, PCR 1t vl A T4 VH R VL DNA 5 %hd— &MLk A [
Y)Ir) DNA AHIZE R LAY B— AN B8 Fv (scFv) 3CFE. 1B —HAR, “4i g Py PCR 442%7H 78
PR e i PCR 415 VH AT VL DR, AR 5 ve i BT i M 26K S0 (41 Embleton 58N,
Nucl. Acids Res. ,20 :3831-3837(1992) ik ).

[0273]  JRA)SCPE (B3 RAREE G R ) Fr= AR bkl ge R P SRR ) (K oA
29107 ~ 10 M) , H 3 iok 4 7 R B 326 36 R % SC It T B AR SIMSEATT S R g i (A Winter
N (1994) , [\ Pk ) o BlWE H 5 45 28 5 (Leung 58 A, Technique, 1 :11-15(1989)
S ) LA Hawkins 28 A, J.Mol.Biol. ,226 :889-896 (1992) ] /7 £ 84 LA Gram 2% A, Proc.
Natl. Acad, SciUSA. 89 :3576-3580 (1992) [{) /5 V£ W fEAKSNRENL G| N RAZ . A, il £
TN Py 5a [ h BEHL S — AN B AN CDR, 1158 5 AT 195 08 % B CDR ) Bl AL %71
(1151 1E PCR, 97 12 5 =y 22 R0 ) (1) S ml JEAT S8 U G FE . WO 9607754 (A FFF 1996
SE3H 14 H) #RT ESR B S FURRBE I BN B X R 5 R P AR R S R SR
o D1 A BT B A R A SR XA AR R AR AR AE V X AR AR S 1R
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%) VH Bl VL 54688, FEI8 e LA i e 2 0 o8 5 (28 Ay (n Marks 58 A, Biotechnol10 :
779-786(1992) Frik ) o X —HiAR 4T HA 10°M v [BIZEF ) Pt R RBT ik A B o

[0274] IR R AR 7R SCPE BT TEN- o FifE

[0275]  a. IFN-a [4 %

[0276] FI A O A A I T 90 5= 10 & 2 R M % B2 7 41 (Wi WL J. InterferonRes. ;13
443-444(1993) <& A &M T RTFPEFE R ZUR DNA 7 41 1971 4 2 25 SCRR FZ S5
2226 3CHk ) TR AR SO ) TFN-a e R 9 b % R 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 % 8 J¥ %1 3 cDNA &
Hl, W, Goeddel %% A, Nature, 290 :20-26(1981)23-24 Ti ¢ & 3 f1 & 4. X} T %% 4
IFN-a 7(IFN-a J) [ & 3 BE J7 % 1) ¢DNA, W Cohen %2 A, Dev. Biol. Standard, 60 :
111-112(1985) o FH A4 0 0 R 25 A 7 325 1] il 2% G 65 SO R IR - H0 2 1 DNA. 3X 48 77772:
AFEHAFR T Engels 28 A Agnew. Chem. Int. Ed. Eghl. , 28 :716-734 (1989) H Frik fFAa]—Ff
25 A BT 10, =G, U BERR I, W BEIE FN H B RR S 7k . 76— NSl b, 78 T30 55
figh DNA (81 F Hh 2R R 188 E A AL 308 1o a0, gl T4 221 DNA L m] LR 4
Bl cDNA SCIEH 4y 13 2

[0277]  FEE T b B R T-FRER K DNA 73 2 ), #41% DNA 73 T #R VR e TR 1A 8k
WFURL P [ AR 4R 41, A R e A0 R O I A AL IR A R A P O . R, JBORE
B E A AR 5 7 ) X e PR BT AR T S A AR R Rl . el T —
IR S UL K gt B B 5 (RetB R AR A 40 M b R B HE ) 74

[0278]  Xf T Jsii%fa =R, 518 M E A pBR322 (ATCC No. 37017) « phGH107 (ATCC
No. 40011) . PB0475. pS0132. pRIT5. PRIT20 B¢ pRIT30 % %1 1 (I 4F 1 2 & (Nilsson
F Abrahmsen, Meth. Enzymol. , 185 :144-161(1990)) . pRIT2T. pKK233-2. pDR540 F
pPL-lambda. A% IE H (1) A RIB B IR %8 3 40 Mo B0 55 K i w K12 Fk 294 (ATCC
NO. 31446) , K 7 ¥ B £k IM101 (Messing 2% A, Nucl. Acid Res.,9 :309(1981)), K 7 #T
B R B, K AT B FE 111776 (ATCC No. 31537) , K @ #T B #£ ¢600 (Appleyard, Genetics,
39 :440(1954) ), K i #F B FE W3110 (F—. v - J& 5 1, ATCC % 5 27325), K W ¥ B £
27C7 (W3110, tonA, phoA E15, (argF-lac) 169, ptr3, degP41l, ompT, kan") ( 3£ + F
No. 5288931, ATCC No. 55244) , Aifi B ¢ AT 18 R FE VD 1] IR R B b 7 PR T AU 5 B
J& o

[0279]  BRIGAZAED 2 A1, FAZ AW AN e BT, 55020 40 Mo A=A A 16 48 e nT A 32 40 e
XTI R T2 40 B ) 9 02, I8 a0 ) T B T E BSOS I BF, A 38 I AR LR SR T 2 Bk )
JEURL, B BARIRERE N T Y4k (YAC) BRI B2 S et . X T B e g =40 i i
FKIE, W ST A, G0 A AR PR R B R . TR 1E T 40 i R0, e ) AT
MAE )T AN L, 08 I R IR AR B FE AT A2 BRI ARAT I Ti Ok 244

[0280] 4RI, e KVERHES G 4. A T FLah P 1E = 40 Mo Fs 52 SV40 ALz
B CV1 % (COS-7, ATCC CRL 1651) s ANRAGE F (293 BN A K T &iF 8578 thim e 293
Y, Graham Z A\, J. Gen Virol.,36 :59 (1977)) ;404 f 41 (BHK, ATCC CCL 10) ;7 [H
4 FL 5N S 40 i /-DHFR (CHO, Urlaub 1 Chasin, Proc. Natl. Acad. Sci. USA, 77 :4216 (1980)) ;
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NRZEFEHI A M (TM4, Mather, Biol. Reprod. , 23 :243-251(1980)) ;&' 4 e (CV1 ATCC
CCL 70) ;AEMENRS 40 e (VERO-76,ATCC CRL-1587) ; A T SR 4N M (HELA, ATCCCCL2) ;
K 4R A (MDCK, QTCC CCL 34) ;4§ (buffalo rat) fF4HMY (BRL3A,ATCC CRL 1442) ; AJifi
Z0H (W138 ATCC CCL 75) ; AJIF4 M (HepG2, HB 8065) 3/ ELFLIAME (MMT 060562, ATCC
CCL 51) ;TRI 4 (Mather Z& A, Annals N.Y. Acad. Sci. , 383 :44-68(1982)) ;MRC5 ZH ity ;
FS4 40 s LR @Al (Hep G2) o X T FLE1E 40 1L, A FH B HE SV40
FTA AR, B 40 M EE AT AR I 3044 0 pRK 2044, 45 pRKS il pRK7 (Suva % A, Science,
237 :893-896 (1987) , EP 307, 247 (3/15/89), EP 278776 (8/17/88)) , J& i i £ 5 H "B 5
BEATAE HIBUA, LIS SR R B AR i 5275 Je B B L B (MoMLV) T A8 i 38044

[0281] Tk, K5 g B LT 25 10 DNA SRR TR T — WM RT S 74, S 8um &
MO RIS W) W B R gk R o Zp T TP A 4] B 45 stIT, ecotin, lamB, #d#% GD,
Lpp, B PE R, AR, L& o BRlFo RIEH TASCH 2 d B A (1) 36 2 L5 7T F /741
(Abrahmsen % A, EMBOJ. ,4 :3901 (1985))

[0282] & 4yfE 40 MU IF UL A R I FIRRIEB R Bk AL, FFE CdudiE 4 T %
BN, R AR, B G g T T ) R R ) L IR R R AR R .

[0283] L ULFRE A MU N R ILEAR, AR gwbd P51 5L br R B RIE. TE2HL T
AU B AN ST SRR, B W R S U E AL S AL AR BRI O s Al
e R AR, — R A B G Ry

[0284]  #EALFRWE DNA 5| N AW IRAE 1S DNA ] R4 (A R G AR Fh Joft sl ok G @ A3
) o BT I BTE 4000, SR IS A dl R AR HE R T R AL . A AL ES PR S Ak
P (41 Sambrook Z& A, Molecular Cloning( 58 —Jix ), ColdSpring Harbor Laboratory,
NY (1989) 1. 82 5 firik ) T H H T2 A R & 40 Mok be il i Js iz AE A sl oAb 4 . HRJB3 AR AT
PR T R ACRE ) A0 M 1) 55 4L, 40 Shaw %5 N, Gene, 23 :315(1983) 11 1989 47 6 H 29 5
22 IT I W089/05859 JITik . X T+ ¥ A 41 Mo BE il S 40 M, JL ik 40 Sambrook 55 A ( 8] 5%
16. 30-16. 37 7 ) Frik BERRESUTUE 77 i%. FLBN A Hore = R G AL S A7 T W B AE
Axel ff] 1983 4E 8 A 16 H A HISEE L H] 4, 399, 216 F fifiliik . @5 HRHE Van Solingen
ZE N, J. Bact. , 130 :946 (1977) Fl Hsiao %% A\ ,Proc. Natl. Acad. Scia (USA) , 76 :3829 (1979)
W7 AT R B AL o SR, ] R AKE DNA 5N 40 iy Hos 5 v, Wizt i, g L, sUR
RS

[0285]  #i1 Sambrook & A ([F] L) ik, Al RE SR HI T/ A B TP 32 1 Js i -4
[0286] W& FisgR ARG IR T AR B BT IR N L3 1E =40 M. W IEA3 )3 57
LU Ham’s F10(Sigma) ,Minimal EssentialMedium((MEM),Sigma),RPMI-1640 (Sigma) , fll
Dulbecco’s Modified Eagle’sMedium ((DMEM),Sigma) & H T8 & fa F 4. 5545, {1 Ham
Hl Wallace, Meth. Enz. ,58 :44(1979) , Barnes fll Sato, Anal. Biochem. , 102 :255(1980),
U.S. 4,767, 704 ;4, 657, 866 ;4,927,762 ; 8k 4, 560, 655 ;W0 90/03430 ;WO 87/00195 ;
U. S. Pat. Re 30,985 ;8 U. S. 5, 122, 469 Frik MAFATHE 753 (BT XL TF N BAKR LS
ZESCRRT ), T HAETE 4R IR . R, AR RN AN R R/ S AR KA
¥ (Wi ER, B E, R AR T ), #h28 (b sh, 45, 86, DL EL ) , Sl
(W1 HEPES) , #% # (WM EF M ), bR (WRKRERAY)), WEICR (R T% LU
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JEE S0 T 1) e R FEAFAE B AL S 4 ) 5 LA R A 26 B 5% [ 1R BB o ] B 55 A MR AR
N LT RIS 243 B2 ATAT SLA T Fe A e . BEIR 40, AR B2, pH (B 5555, 2 R48SE AT
P12 1878 340 M — A FH 1), 3 B T ARSI @ B AR N A2 iE 2 1 .

[0287]  ASCHTHTiE 40 Mo AR AR AN IR I 40 i LL B i E3h A A Y 4 i

[0288] 7MW FRIA RGBT RIB43wh R G, B AR TE AR/ 4E M RE (anvs
FE T PR AR EAURSE ) AR Rl e A R AR T IR R B . Fidh,
LEMIAN i B Gi D, Al IR R TP RICE A R B . 56—, B0 R 2R s R R LA R 24T
RTRURE MR A o AR5 70 B S RIS It B T A 73 o JEHE PTIS HR2H 20 P AR BT 0 2R
R TFN-a RIKAEL SR, 7] FHBEGFIVE IR MR 73 b e ROl 45 & k. 2R )5 P 63 Y
JiiF (g% e Bk B 7 AC A B 40 s SREVTUE s RAH HPLC A% - BUSH B 7~ A8 # Jii
(41 DEAE) =4 s JEMT SR £5 sSDS-PAGE B R L UTIE + WM FH SephadexG-75 &L L UK B
JK SRR R AE I (8] 52 AR 5L BT 0 38 2 AR B AR SR AN ) 1 — D Al AR IR B
[0280] A< 3T Jit HI B ¥F 2 N TEN—a mJ M\ Mk oK U5 35 43, 40 A\ Sigma (St. Louis, MO),
Calbiochem—Novabiochem Corporation(San Diego, CA) B% ACCURATEChemical &
Scientific Corporation (Westbury, NY) 3K75%.

[0290]  KRUEM) 7a % 77 =0 Maniatis Z& A, Molecular Cloning :A LaboratoryManual,
Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY (1989) BrikH T-#%E
JURL, Z UK REFE T %5 A hIFN- a 3% A7 38 N KA 1 A s B b AU I 205149 1
Nsil AT Styl BRI S7E hIFN-a AN FEEAL ) cDNA 5ef# FiEAT PCR R MY (Goeddel %%,
Nature 290 :20-26 (1981) o SR /5K IXLL PCR P # V. v, I N R B E AR pBO720 HAH R AL i (A
Cunningham % A\, Science243 :1330-1336 (1989) ATk ) o AT{FHITRLEE h—TFN-a FRL 7™
AT KR B phoA JA B IR E R E 115 S AKEIIRE T (40 Chang 55 A, Geneb5 -
189-196 (1987) ik ) o JHS&E A4k 5 I P B & 2. 0 FRASTE SE A A A 1E 1 DNA
FEoo B2 FORLFEAL N K FT B RE 27CT (ATCC # 55244) HIFAE 10 THRBERED R 7R (U
Carter % A ,Bio/Technology 10 :163-167(1992) FTi&) o FHZEFENTVE NS %A IFN- «
(R R AT BRI T 44 A3 BN hIFN, ZAR40TR, I LA 10, 000xg BYL AR R 20 o ¥ |
TEROM RS A NPT hIFN-a B Hifk (L1-1) (41 Staehelin % A, Proc. Natl. Acad. Sci. 78 :
1848-1852 (1981) ATiA3k1E ) Wit yZgfif: . H Roy Z£ N\, Journal ofChromatography,
303 :225-228 (1984) [ 52k L1-1 [ EfEn] {2 fLB3E Eo &% 20% (W/V) Hr i pH
3.0 H 0. IMFTER IR #h MAZAE P &5 5 T 405 . 44k i) TFN A SDS—PAGE A1 4 22 E[1 32892
O3B MURASSCHTIR ) hIEN 55 B0 2 40 Tl A= 007 1

[0291] 4 Rehberg % A, J.Biol. Chem. ,257 :11497-11502(1992) 8% Horisberger
1 Marco, Pharmac. Ther. ,66 :507-534 (1995) Fff iR, K 15 T AN IFN-a 2/1 7% & 4
(TFN-a 21—62/ a 64—166> °

[0292]  b. IFN-a [[d] 2

[0203] A T FH T-W & 1A e s Sl (R S MUZ B 43 85, W] 44k 1Y) TRN= a WS B T4 ) 23
0, W B RAE R, AR BERZ2R, R EK, ST YR, 2 MR IRIL IR W), 32 58 T 5L TA 945 IR 15k gt
J5E, BRI R AN 2R IR N AR IR L 28, Je e, P MRS 1 B Ia 8044, 25856 . AT Methods  in
Enzymology, vol. 44 (1976) FriR J7iEnl Szl IFN-a R SEFIIME . & A ek
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BEAE 2 MR T CUn Bl A SR BT e 32 ) B0 BB EE ) ik s AL 1a 2304 51 bl
S P DR BC AR IR 3= B R i 805 i 5 A S B TG

[0294]  Y34b, TFN-a w] A /B0 W B AR FL 207 il s W BB 197 = 40 e b Bl FH 1 41
Wy 3k, BB B AE D) 25 im0 T B 57 05 6 22 B I B S B R il 3, BlOHH AT oA 40 19
] 1B WA A R R s ST IR 7 v

[0295] .Yk A7k

[0206]  7EI& & T FH WK B SR &5 & 22 2 — 800 40 Wik B 14 J0RE 1) 2% A T A5 W0 T 1k ST P 4 i,
5[ 52 1 TFN-a e 8, 06 F8 0 4% B HE pH {E, B9 7 9R AE, IR SR L A T 4
ftF. YRk g A 1 I AE W B 4 O 8 ( 41 Barbas 2§ A, Proc. Natl. Acad. Sci USA, 88 :
7978-7982(1991) ATk ), B HE (Ui Marks 25 A, J. Mol. Biol. , 222 :581-597 (1991) JiTik),
8O IFN-a Hi5 (Wizk T Clackson 28 A, Nature, 352 :624-628 (1991) (IR 354+ 1= 1)
TVE) Vet . fF 5P, v E MR AR 20-1000 £ 41, W] E AR I I R 1A B AR 4N
BRI AT B 2 .

[0207]  ZE— ARG SEHEF] A, A5 P 19 TEN=a 3P 7R 3% 25 i 6 s v 1k A 2 e ik
— USRI X REB oy (IRIE 4B ) IPN=a VR R B H I S 45 A i s i AR e e o i v,
W B A5G 5 — R TPN-a WA —&IR T« Peligs & T b A i we g 7 35 A 75— TFN-a I
RIEFE. XA IFN-a WRIE S A S 5UElE . &5, %7538 TXrE IFN-«
MBS BTl S N PR R B AR R R LR o B TFN-a AP L RPE TN RS 3K L iRy
P, DL RIS LT AN TEN A B R B B 45 A W ma ke o B, mIRT I T 4k H R Wt 7R 1 w8
HFIAS A TEN- o YRS AETE M (CandomaEas ok ) 1RE ), B m e IR R 2 (i
A30) TEN-a MERUH )32 RIS P B 1) Sl

[0208]  EFEHCRMMT 2 N 2=, BARVEL N BIFE 3 ) 2%, FUEREALER & B & hiik
JBRES AN SR 45 o HA TREAF BB % (554552550177 ) BIBTAART FH A I v,
22 R R A PR s R [ AH rh b IR e A R AR B o e FE I 2 O AH B R AN e AR e Tk
AR, AR T O SR A EL & HARIN TR SRR B IER 7R 7R (41 Bass &N,
Proteins,8 :309-314(1990) FI W092/09690 Tk ), UL A& Hi A S Bk (41 Marks 25\,
Biotechnol., 10 :779-783(1992) ik ) nI{eif HA M & 5h )% (M RIFEE5RMT)) K
PO FE

[0299]  WIAEXS IFN-a HAANFEZEN) (ELRBEZE M 2R T ) W0 A Sk [k
ATIEFRE o SR, BT BRI BEATL AR (i B Ll S R0 07 i il R I S e 5 R BEAT ) WTREF=
HEVE 2 SARE, Ky Be 45 A PR, BB R ). BB PR TEN- a , W] 554 H 2 W
(R R R T AR T A B E e N ) 5, T St B AR IFN-a ((H
KT TFN-a BB IR S A 0 B0 BRI BE I A 224k TRN- o) — &I B W k. Ak
BRI REER v i 3R R e N &5 TR B A . e Rh P AR BT BE e
VIS G2 A0 T A H 5 R ABORE e A IR ORI 8 PRI 556 AR ) Wtk o v 23 B SR g
i 2 A5 RS e b . T ER SV T Uik g & T [ AR B R 1R 1 2% R AR TR A 2 3l 0 220047
X3 o

[0300]  7E— NSt ], W0 B 1R [ e AR A S Cn IR EMTEREWE ) B
ANF] TEN-a R —dd &SRR i . 7y, w5 —Fp e IPN-o W —RIET. HE
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TE PG (T BENs 25 - PRk TR AR TECRI AV P 1) SR BRI G ) AN AH e i 4 &
IR IR R A o SR FF U 0k B A s g FH ) — TFN- o WALk HE . 8 T B4R ST
IFNAR2 SE 4+ 454 TFN- a [R5l R, A—Z 41 IEN- a VB Z 47 75 B4 v [ i v 4 e o, 45
H5 MW T IFN-a [[EE TFNAR2 KR A4 iR G, A5 WL E R NIRS P [k
AR W R P 5 T A B

[0301]  EHE VAR Wit A AT SIS IRLKEFT R . 75— AN S5 v, A8 05 i A4 o
B B LRI A TPN= o 7R SR AL ER o B0 (R B AR 2R, LAA 3 AR R 22 1h i 2
A P BRI B A BB N VR e A2 B A &5 - X R ARSI v (1) SR BRI PR S
s B PEIE IR A, I\ 3 b (RS E T ok B 1R S I S AR 5 0 TR AL e TEN-a Y
HOE UL / PeMiRE . A T E e SR ME TFNAR2 SE MRS TFN-a [ s RE, K
M TEN=a NV 2773 B 1R i Py i g A4S e I b5 T B 22 TEN-a 1) TFNAR2 fiT 4258 542k
U RIF R EIRE , SO B IREY, IR J5 L5 I A [R] AR B PR P e o 44 o o

[0302]  7F 55— SEiifol b, vt e 07 R & SR AR BRI E BT 4> B Be D) IFN-a &5
TFNAR2 &5 [RGB PR o IV, A0k B A 5 25 P ] e E [ RSP b P)Re 2 TEN-«a
WA ESR T, R & A B3 IFNAR2 ( 41 IFNAR2 ECD-1gG Fe) (MR, 7%
Al PE TFNAR2 REfE B #e 55 TFNAR2 584+ 45 5 [ e 4k TFN- o [ B A v e 1R 25 248 T AT AH
FRYEIR . AR E IFN- o TR E S A A S el .

[0303]  7F 55— S Mo v, A5G T 1k o B B T 71 TEN-a fTAE R AGRETRER b, &0
[E SR B PRI, DL A i S TV E TENAR2 (201 TFNAR2  ECD—TgGFc) F)- i )k i 28 o i
A PR BR, E RIS M TFNAR2 Refl Bt 5 TFNAR2 58 9+t 45 & 8 2 AL IFN-a 454 T 35
B, A0 456 W B AR R B Lo DE VR S 4 A3 0 (R Ae o U £ v o A e o
RJEX TR HE IPN- o WARSHESE S W I / Ve FE 5.

[0304]  s¢Ji, BRI AT V2 TFN-a WEAYHA TENAR2 454 30 il i 1t R Wi B 4 JE s B Ak
o ARJERTINRIX eI R AR A 20 TFN Fp28 (B 7 IFN-«a P28 ) 41 IFN-B {EH, Lk
H IR 2 0k S At A28 TPN A s B R 25 G 1 va o S, T IR P 228 Wk 7 7 ot [ o R 25 A
IFN- a P B A0, andoim s ME R RE ), e 24k R R BN R 2400 (JRIEAEE) TFN-a
BA T2 RS TR PUR I e

[0305] T IFN—a 7o B A TE k£

[0306]  7E—ANSZHERF] AR BRI T T IEN- a FiAk, SPiikRe 454 3F b fiok 25 (i
A ) IEN-a 2 s M, (HFE AN B 2 45 & B AL AR RT3 0 ko 6] a0 TR
M FHUARRIEEA EAHE 77325, T IRAS R0 B 1R S A FHAS ] TEN= a7 28 e 5 25 3 2 1)
AR

[0307]  4.W[¥5PE TFNAR2-1gG F 4%

[0308] K H 5 Haak-Frendscho 28 A, Immunology 79 :594-599 (1993) Fri& A T 4% i
TN 52 44 4 55 26 B 22 AR AL 7 5, W] 7= 2B T hIFNAR2 M Ah i A S e Bk R A R4 2R
(4 E B E ) (K905 cDNA (pRKS hIFNAR2-TgG wol ). i1 = 2, 1 W089,/02922 (PCT/
US 88/03414, AAn T 1989 4F 4 H 6 H ) Lt 4 Jir il #4 2 JFURL pRKCD4,F¢ o A FF 1)
7 %) (Novick 28 A, Cell, 77 :391-400[1994]) 3% 15 5% # hIFNAR2 ECD [ /T 216 %
LK cDNA 4 B9 - 41, FH hIFNAR2 ECD 4 5 cDNA 18 % pRKCD4,F,, ) CD4 4 15 ) 1) LA 2
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F pRKSh TFNAR2-1gG b o s FH 1% I 75 U i Al Ik B ) 2 e /2 ARSI 293 4 rp 3%
1% hTFNAR2-1gG. i it 2% 9 )it A—sepharose ¢ A o5 F1EHT ({1 Haak—Frendscho 258 A,
(1993), [A] B Pk ) MTCIiE 4 72 3G wrh — D aifb b e fh M 5= & 20% W/
V) H i, pH A 3.0 9 0. IM Fr A% B8 3k 2% b 5 58 &5 & 19 hIFNAR2-1gG. AR 4 SDS-PAGE,
hTFNAR2-TgG 4ifk 5 95%4fiL) I,

[0309]  5.%( IEN-a HifkHIiSW R

[0310]  AKBHKIPT IFN-a Pk TPN-a FX S Wrilas o f R 5085 20 sl BTk,
FEFELE [ B G 58 P95 W1 TDDM, SLE BA K B B Ho 2 1 AR IR TFN- o SRR 0. 8RR
53 IPN=a SR T2 S B P A A BT TRN= a TR m] R0 I e B0y e ey o 4%
il IFN=a EAY P3G IR IR . BT IFN-a Hrikts T AW E AL 40 Mo 2 sOR SR A rh o g
A& Ff TFN-a TEAY,

[0311]  FEVFZ AT R AN Wil 38 5 vE 2 AF— R Al R 0 IFN- a Hrak LU I TFN-a .
151, AT T SR P SRS RE S, BHZRE R T IFN- a PRI S8R %P SR TR &Y
R ATATT IEN-a RSB REHLIR /IFN-« 459, 3F B INAE7E TR & AT T Hi ik /
IFN-a A4, ol 2 ARER D TAN=a o DLASATER %0 38 4 R 2 FE 10 05 4T i 4%
U AR FRE BT AR 1 R R SR B A S B A 19 7 VR DL A LAk /
IFN-a BTk PRI HE 7 4 MYl i, DL S IHRES . Je RS0y
TER AR 20 88 20 BB AR A2 7 0 1 e R o v 2 [R) P R 36 E A S VR A ) R AT o
[0312]  IFN-a B3 #r 78R A 1 FEk 2 R0 R Z1AF) hrid IFN-a 28404, [ e 1k
IFN=a [, pRic 9T TPN=- « FLik, et Bt IFN- « SURFISARE I o Aric il
FRA “OREEF

[0313] AT HbRIC AT AT IPN-a FIHi IFN- o FifkE S n 8 e e, BT
G BRI 1 2 b id 2 SN, 9 7 ARG IR m] B BAS I 1 4, o et R, b2 R
) FUTBCRE PR AR 32 LA B0 S48 S N AT A5 A R AR TN 21 () 73, Wil X 28 bR id 9]+ &
FE O RIAL 3R 2P HC P H A UL SO P ds B A ek ot 2= R ILATAE, B
J ECAT AR, P, T, 5 G EE, W K dE G SRR A B O 2K (S5 E TR No
4,737, 456) , 8 5%, 2, 3— SN 1, BRI AL (HRP) , Bl e ey, B — LAk
T, 5B B, i BT, B A, TR AL, S FUBE AU, R AT RE —6- BEIR I AL
Bt 5 A TR S T QPR TR TR B W e S AL I, 5 A P I AR A S AR A BB T R IR g 0 HRP, FL i
FALYIBE, SOt EACIBRE TS, AR / RER, B EAs IS, W A bR id, 22 E I A

FL A Al
Ay SF 5T o

[0314] W] F B LT VA X S bRt L0 &5 & T s A Bk 2 ik 9 dan, m A AR BB dn
A W Ji, SR BRI %, XUE 28 BRI , X AR I A i 55 DLk % 't A2 R G R AR
IR HUABEATARIC . 0 WSS B NO. 3, 940, 475 ( e eiilsE ) M 3, 645, 090 () sHunter
& N, Nature, 144 :945(1962) ;David Z¢ A, Biochemistry, 13 :1014-1021(1974) ;Pain %
N, J. Immunol. Methods, 40 :219-230 (1981) ; #1 Nygren, J. Histochem. AndCytochem. , 30 :
407-412(1982) o ASCARHERIFRICAS B, WTBRAR I A0 ) BRI P B R 1

[0315]  iX4EFRic (ELFEBE ) 5 PUR IR I fe 2 il B0 BRIl H R N 53 i Ar e 43 4
T, WZ W 0" Sullivan 28 A, “Methods for the Preparation ofEnzyme—antibody
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Conjugates for Use in Enzyme Immunoassay,” W& %% 7€ Metnods in Enzymology,
J. J. Langone 1 H. Van Vunakis 4, 28 73 % (AcademicPress, New York, New York, 1981),
147-166 11,

[0316] X HAbAE 77 vk /7 B 2 . [ 8 75 E2 KB TFN- o JiAA S W P OR R I 25 1
IFN-a A HHL L, fER I P IR BT AP TPN- @ HiARel TRN- « R SEX
O3 B, WA W BT K AN P B e R T (Bennich 28N, SEH LA 3, 720, 460) , i 3L
YrAmme (i, H S AR ) » B Ja R AN AR ST TFN- « PLiksl TRN- a R4, a0 de it
VEVE

[0317] BRI vk, CAh w4 e e, DBy Jif 2 H TRl st iz W
FeMb

[0318] 3% 4 Pt 1o B8 A A s B 50 TFN=« SR 5 A i TFN-« 354 R AR 19 3T
IFN-a HUARPUR G GAL RRES) o T RS04 AT / 2 Ja AWEEDT TAN- o HUIARR 5k
254G TP IPN-a FURRIZRESFIA IPN- a5 oRE5 G 7R ERFIAN TAN-a AHZ» 8. TRl fiisT
(HA LG RN TR IRE) ) BB L (K &G B TETE G N2 G #UTiE ) AT
. WIS IFN-a ES455 KR ERIRE CGRE AR B ENE ) R .
F CVANECER ) TFN- a5 & B N i 26 0 5 1050 45 AR EL i, DLoE & I e B4 i 1)
IFN-a &, MHBEVEA RIS ICET, X R0 FR A ELTSA R4t

[0319] 5 —Fhsa Gk B FR A “ AH” R0, ATEAH . 7RI, Hil& IR IFN-a 5
RIE YD, IXFE 48T IEN- a HiLiALE 4 T IFN-« I, BT & Hi IEN-a HURi= 7B . i
e, TPN- « sRE ARG M BR LRI Be A ALY Sl (anid Sk e ) (3K, F BT IFN-«
FUAEEEIT F SR, f 43510 TEN- « HURRISEG Ml an g 7 Ao B s . oA
ErLLEMIT dw i) A8 o

[0320]  SEARERECH A T3 AH G () s A2 PR 75 AR FE PR 5/ TFN-a
B RS X AR 1S DO PUR IPUAZEAR EARES BT TFN- a Pk F — Nt (A
S . EIHRE T, AP T & IFN-a 55530 IFN- o Fiik, AL
Pt - FPUR DU S BBV S &, S EUREBY 5T RSO, an, APl 2 2O It
[0321] S RER JCHGE A T IFN- o BT TFN-a HORIIE . RS20 i, 4 ] [
SEMIHT TEN- a TR BI04 S 1 TEN= a , 8t g Br R B0 A i, FH 25410 TEN-a IR B
B AFRICHIPT IFN- a Pk, RIFR R KRB S 85 ST & GiaRRiEREY
RIGFENHE TFN-a sEAUEL . 7E“ R Je i 36 4, W B AE M AFRIE DT TFN-a 2
AiANGT B HI90 IPN- a B SiREHUARAE A —Fibiik, 2 el TFN- o HUAAIER I — Mk
I3 o 56 AT FH IR S 1 TRN- @

[0322]  FySCHAE TFN-a FRyEtkie Wik . IREsk LS R BRI PT TAN- « Skl e
IFN-a [PFJFHAR 525, A RAE AR SCIE 2 Y, B G IR AR Eei2 .

[0323] 6T A EY SHT IFN-a HUikZ 24

[0324] ¥ HA i 7% 26 FE B P Ak 5 4F 12 10 A2 28 B nT 482 52 1 13 0k, TR 7 B3RS 2 )
(Remington :The Science and Practice of Pharmacy, % 19 fit, Alfoson, R. %, Mack
Publishing Co. (Easton, PA :1995)) VR il A & I HIHL TFN- « HUARIGST HI5 LAAT-0F
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BRI BIE AICAE o AT H52 BB 2R, W7 8RR 8 FRI7E P FH R B R B T 4 5238 T stk
HAFEZZ M, kiR h, #r R &, DL E AW sHrsa A B s SR MR (K7 1 &
(DTZ 10 NI ) 2K, B WIEE &, WK, Bk E A oK RGP 5
LIGMEME eI 5 2 IR W H 2R, B R BN, KAWL, M2 IR BB R s FRp, DL
ERESR S A, H R, SO BN EDTA sH I n H BR B el AR b B B
Tansl R/ BAE R RV M) U0 Tween, Pluronics 828 £ ¢ (PEG) »

[0325] A TR Z5HT IFN- « HURUBAURTCR . EG TR Areke o, st G
B R PR AN SE X — K . BT IPN- @ Hik DL T T A 8as e 17 .

[0326]  IEHHIEIT HEPL IFN- a HUIRAGWE T 7 Lw A L A48 o, 49 an iy 4 ] 4 jz
R SR R 2 2 T R A BNV E R

[0327]  HR#E CAN 7 VEEATHL IFN- a FUORIZE 24, Wigi ik vy S IR oy i P9 5 LIRS
HEL P B R P 8 PN B ek N S A B BV, s R TR 2R RS Bk iiE 2 A
452511,

[0328] SR il it 1) 1 9] .46 DA T4 ot T A A e, BlmUIR 3 () 12 0B T B G ) ik
Jio SRR ARG, KBNS, RACHE (LHE LR 3,773,919, EP 58, 481), L- S 2R
L- R v LFEEFLEY) (Sidman 2 A, Biopolymers, 22 :547-556 (1983) , B ( A%
1% 2—- 35 &5 (Langer 22 A, J.Biomed. Mater. Res. , 15 :167-277 (1981) Fl Langer. Chem
Tech. 12 :98-105, 1982) , % — LR 445 (Langer 25 A, [A] ) 805 -D-(-) -3 BT & (EP
133, 988) » ZRHL IFNAR2 HLiR A S 6 IR AR B bk . 2 7% (DE3218121 5
Epstein %8, 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& F B3 83-118008 ;3£ [ 4, 485, 045 1 4, 544, 545, LI K EP102, 324) 4% & HiikHINg
JfR . T AR BT /ME (29 200-800 4% ) HZ AL, Hp e85 8 K T4 30mol % [ IH [l
B, R ARG SR DA 7V R I R LA

[0320] i [FN-a HUARAEE WAL 2. H RGN S s gy (BREmi %
SRS A0S ) FTH T4 2. AT RS, iR TR EEREZ . 7
A8, Pt TEN- a Hrik A g e 77 Fvh S50 N 28 SR A » BRVE R TR B R RN
[0330]  v&yT L ATHIHL IFN- « HUAR“HRE" B T A0E 7 A% 45 2554 it
Pt IFN-a PUIRRISEAL, DR B RO PRI, Y697 22 200 75 1 0 R B O i T B o 4 25145
CIRAF A6 7 AR . 0H, KRB AR 45 T 90 IFN- a PR B BIRAF I f5 O 50 .
IR A IR AT I R

[0331]  FHAS &K BHPL IFN-a Huikia 7 it s i R AT 2 OIS 8 i il RAE e A B IR
Wi, JCH2 B 5 P R I R B RAR WIGIT NS, B RIWA i Be 4 2R 75 22 IR
TWE G G 5 A T RVRREOR o 510 4, RE I 5 22 B PR3 (IDDM) (1) A8 35 W A FH AR & BT TFN-
PURIIG T 15 20, B 2EF IR S A AR T 1ERIEN SR E & e M 1)
RESREF, TERRE R ML TP IPN-a Piik, I HEREE7 LB MR R 412
AN BB RIE RGN . B, V77 1DDM SR B 3R 5 22 W00 B 7 78 20 A i B o 2 A
SR B R TRk D (R B R % (andit — Wi — DU FERRAR ) , 2 5 BB AT B IPN- « Hifk
TRIT — BRI I TR 0 s S ) Py ok i 2% S N R IER B P AR KPR R R
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[0332]  {EAIHL IFN-a HURIGT7 5 TR e SE 8 & et immt, UE SR
YR ) 77 & S PUA A &, f e R E IR 2. bSO B R AR R AT R AR
W~ FEIR T BB AR FL BN A 82 Il ARCIR B0 AR5 J AL e At IR 3R Ak iy HL A
R L 257700 R it a3, LR R AR U R 2. s T ISP “ W A RGE”
PRI L PR 25110 52 , 1) LA PR » SR A sk vf oy s (AR T8 1 B B T 3 T FURS A4
ZH PR RG] BT TN B R B T 3 e e Y 2 S
1)

[0333]  fEN—MEEIN, I B 1 AMA T PUARVE 2522 A B B R B Rm AR BT A
JT29 0. 1-50mg, #1284 ({415 P45 &5 [ 42 0. 3-20mg/kg/ K, A2 0. 3-15mg/kg/ K.
3 3R 2 ] E I A ) IR 45 24, 2 IR 2 20 B SR 25 2k i , Bk T B
A IS BN 255 ) 2 3 e

[0334]  fn LRTHR, IXEEHUAR G A I N 28 it K& 7RI MR . a0 b BTR, EPEE 50 &
I IR) R ) OB R 25 2 T AR 4 2R o

[0335]  JEHLAAATT B, (HAELEHE AT 5 2 /i FH T s 87 s e e - S e B & %%
I )T B 2 i) ) — A L o A5, X T 2SR R T 58, R A T b g B A [ e
BT o IR EC A T A R B T BT TS B IN- a LAk py s, B sy 288, L
K IR H T R 5 o I S50 T8 DUAH [R50 B A AT IR 45 25 2 s LA BT SR 216 1-99 %6
o

[0336] LA SEA) A n] R BRAS A B I BE 22 400, i — 20 BA T AR IS . e B 1 A
S| B ITE 225 S0k R AL BT 5 | 6225 SCIRERAE IX LS8 B8 I ALMES 5

S HE 1l

[0337] &AL LU Seg ke i B iy ANBR il o 2 5 SEA 1) B A2 8 1 1) AR i 5 2 AR
PR AT i) 25 N A B AL S 4, AL64, BT 325, i Je = BR il & B 2 Bl oA R R B
o CEHZ ORI BT IHERR RS Clon, 20, A, 55 ) (HR i it IR — 28 s i
IRZENRZE o B 1A, 2 B E 557, AR 3R, A ) 8 KRR B K k. 18
Ut A 5 H A TF N AN AR SCE A S22 TR T -

[0338]  SLjfsl] 1 )92 JROVE TR/ B BT TEN- o B v BT AR 1) 7= A R 14 %5

[0330] MRLE Tk

[0340]  Xf IFN-a &L AY BA T2 [ A Y BB se P e 14

[0341] A IFN-a i E B fR9 VR & ) TR e % 56 it s B A2 K & % 8 mAbs, 2R
Jo Ui 3k gk A B D FYE MR, AT R T2 —TFN-a oI YE ik, e oL, A B RAE
MPL-TDM (Ribi Immunochemical Research, Inc., Hamilton, MT) H[ 2.5 g ZSUK ELREZN it
hIFN-a (Product No. I-9887 of Sigma,St. Louis,M0) f iRl Balb/c /MR 2% a2 9
WCIIREM ) o B)a— RSy EST 5 58 =K, H 35 % 3 & et I 53 Ik B2 45 4t e 55 Fl 2
B R 40 M P3X63Ag 8. U. 1 (ATCC CRL1597) filify o 7E HAT Br g2k P ik FE v ACi8d . ml & )5 58
K, 78 ELISA Frotiiiik A8 i 78 i S A FMIE hIFN- « 455 mAbs. 41T ik, il
T BT AAT g 3 7 LI WM TEN XA s 40 0 3R A549 40 i (X1 He s 55 480 s 22 280 A 1)
REJTo B 1 PR, A 1794 DElEFL RAF 3 4> mAbs eI —ZH 2 Bl IFN-a WA, F
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S 3 X = mAbs.

[0342] 1 IFN- o« BTG TE

[0343] U1 Yousefi, S., % A, Am. J. Clin. Pathol. , 83 :735-740 (1985) ik ik T it ik
PR R IEN-a [HUmaE s R RE . T8 & 2, 20 L% (BEMC) o 75 By 19 A il
Jei A549 ZHMLEAT TR . DL 100 ¢ 1 BSARERNG mAb RSB S S P AL T 2
FTHEEET 37C 1 /I RIFLL100 ¢ 1 K9 R XRS5 5X10° 4
A549 4L — IR E 24 /M. 2RJGFH 2X 10°pfu [ EMC i SR e 4l i 24 /bt AEIRE IS
FHRT WO B AS A Bl i S G L 40 s 77 ORI BL R 2 2 (ECB0) & MU RE
1100 A7 /ml 1) T 24 TN 50 % FOH006 5540 Mo A2 /E BT ARik fiE . F NTH 2% s 4
N TFN—a 2 b S i 2 A BF 5T B A T 8 TEN B B8RA7 . Bl i 45 T 289 TRN ) b s v
N :IFN-a 2/ a 1 (IFN-a 2 %3 1-62/-a 1 #%HL 64-166 (2X 10"1U/mg) , IFN-a 1 (3 X 10'T1U/
mg), IFN-a 2(2X10"1U/mg), IFN-a 5(8X 1071U/mg), IFN-a 8 (19X 10"1U/mg), LA
S TFN=a 10 (1. 5X 10°TU/mg) »  JF I /4 1 40 M2 IFN /& Sigma 7= & No. 1-2396. Ff Il
() 2 9K B2 BE 40 g IFN 2 NIH 2 2% br fE b Ga23-901-532. 7F H1 i A iE 3K K, 7F Access
Biomedical (SanDiego, CA) HEAT I sde Hhfi A R iREe 7y X345 Bl 3B 2l

[0344]  HIyKIERE AR B SEL

[0345]  TFN [{K 2 B0 RIVE 5 AR MM M5 5 4 SR AL S iles (STAT) &R B 0
IR, 2 EAEA A, TR R B+ 3 (ISGF-3) , Hoak &4 5 3 TP 5
PN ot (ISRE) [#E5%. 1SGF3 AL 3 AN A I EE :STAT1, STAT2 1 p48/1SGF3 ¥ »
p48 T B T &= TR+ (IRF) %, H 2 H¥: 5 TSRE B AHYE A ¥ DNA &5 & 8 A
XA, WSO TEN Y37 S8 HH 1) TSRE i 5 M40 i DNA 4558 A RS0 7 PR TEN X414
FH )] 5, PRAE T 7 AR K 73 o BEAT XA 3 A K 7 (8 T e — 2 By A 22 3 iR % (EMSA) ,
Horp IFN Y897 FTds & 1K) ISRE G563 P, S 30T AHM T TSRE (1)L [F])7 41) B80S A i iR R
HR T RRRE I KT %25

[0346]  JEAK E 11 Kurabayashi 2& A, Mol. Cell Biol., 15 :6386(1995) ATk #EAT T %R
o 11 5 2, dng MUHF & IEN-a AN EASFEMREE (5-100 1 g/ml [¥JFT IFN-a mAb 7E
37°CTE 5X10° 4 Hela 4 fiL7E 200 1 L [¥) DMEM HHy& & 30 2+8h. IO hIEN-« FE 4
PR 4 CTURTE 15 7081 76 PBS bl 4l fu A T 125 w L2 phy A (10mM HEPES PHT. 9,
10mM KC1,0. ImM ETDA, ImMDTT, 1mM 2% FF SRR E 360, 10 1 g/ml S 385 FIEEAK, 10 1 g/ml $PEE
R ) o fEUK EEE 15 2080 E, I 0. 025 % NP40 2440 i . il it B0 SRS REDTIE , B
T 50 P FF2E P B (20mM HEPES, pH7.9,400mM NaCl,0. ImM EDTA, ImM DTT, 1mM 2E FF BL 7
e 10 Sk e / =2 se DR TR IR 10 Sdoe / =AM E Bk ) B, HOREFAEDK E 30 3.
BLVIE AL HHAE T0°C T RAF IS EZ2AEH . FIH DNA ZR485 T Klenow JH 78 W
PP~dATP (3000Ci /mM, Amersham) H FHEFMR R (1SG 15 T :5 ~GATCGGGAAAGGGAAACCG
AAACTGAAGCC-3’ [SEQ ID NO. 137, ISG15 J&E#5,5” ~GATCGGCTTCAGTTTCGGTTTCCCTTTCCC-3 [
SEQ  IDNO. 14]) #il#3 XUk #R%Er. {1 H BI0-Spin 30 #£ (Bio—Rad) MR NJIUN ML TR
PP G E TR, B TR RN (1E 160 L 45580 (10mMTris—HCL,
pH7. 5,50mM NaCl, ImM EDTA, ImM DTT, LmM & FF BERE B R 15% Hif ) & 51 LAZIRE
), 25000cpm FRIcEREN I 2 1 g EFE R TR ER (d1-dC) - 5 (dI-dC)) 30 434 K DNA- &
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H U A RTE 6 % B VRS N A LGt i Ad AT 3 VRIS B B2 B i 7R U N VR
AP 350ng FIARARIC 1SG15 FREF I 2 IS e = . P STATL Hiik LB B 50
HESE ISGF3 ¢ 2 A 1R 1 TE o

[0347]  FERE4RED OF3 Fi IPN-a BATTEHTIRRIFEIA

[0348] A= BURE N EPLA IFN-amAb 9F3. H T KA B F (ab) s RIE5HEL
({1 kL pEMXT 51T O 538 (Werther 25 A, J. Immunol. 157 :4986-4995[1996]1) . fiij #.11) =,
TR S A RS ICAE A K WA 1 35 (VLK1-CL) A3a A4 11T =5 (VHITI-CHL)
(%) DNA v B RHA 1o g BRI i3 31+ SR FH VL I VH I3 R 158 T A R (Carter S8,
Proc. Natl. Acad. Sci. USA 89 :4285-4289[1992])

[0349] 4Z5iHL

[0350]  FAITHT O 4 3K W] IDDM & & 1 e & K ik 7 ) 3% 1) IFN-a W72 (Huang %5 A,
Diabetes 44 :658-664[1995]) . FATIH IR T 7 IDDM AT IFN-B 8 IFN- v A2 0]
HAHEXR (Huang 5N, [1995] [Al b)) BEARFFE [IFN-a WRFRIE/ES SLE fiHE 2= [
— Iy B 2, XF T IDDM, A& 5 TPN=-a AH2C, MAN5 IFN=B 8] IFN- Y #H2% (Hooks,
2 N, Arthritis & Rheumatism 25 :396-400[1982] ;Kim Z& A, Clin. Exp. Immunol. 70 :
562-569[1987] ;Lacki Z&, J. Med. 28 :99-107[1997] ;Robak Z& A, Archivum Immunologiae
et TherapiaeExperimentalis 46 :375-380[1998] ;Shiozawa %, Archritis & Rheumatism
35 :417-422[1992] ;von Wussow 2 A, Rheumatology International 8 :225-230[1988]).
1K B8 A 15 AT HE XS T+ IDDM BY SLE 697 T s E s ik Pk se h FUK 2 20K IFN-a
WAL R AR B TR (B, v F o) FIE 40N F B e 3 e, & ad M2 1 2B
2

[0351] ‘Bl — (9F3) Befofl) i EATIE — o WHRIFHE—DAE TRES 2. Wl
2 7, 9F3 Berh ML 7 B4 T E (IFN-« -2,4,5,8 A1 10 (& 2) FTIFN-a 1 DL K 21 (F
2 FE 6) MPURERIETE. X4 TPAN-a WARIE RGN T BF-H0 8 741 R Gep 1 BH 1 s e
F. TR, BEh AT IFN-a A OF3 mAb AREHAT IFN-B (& 2, % 2) 8 IFN-v .
Wik 2 o TEN= B 35 P I RSB S e AR e A PT H I, B R 2 R = 45 R .
[0352] L& T & 7 H & *F A1 IFN-a [f) 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] ; £ +  H| No.4,902,618; J EP v JF
No. 0, 139, 676B1) » 2RI, iX LeHi & L th A R & H K FE4] IFN-a WAL, A e fl ) i
IFN-a EAY, e s 4k B 4l i P= A= i TRN-« A AH B2, 9F3mAb & AR AI3E 4k 1 40 =
AR TEN @ EBY S S VRS ) 22 95 % B ER s ME (1 3A) o SRALIH, 9F3mAb ) BERH K
Ty FEUN R TEN )5 (NTH S8 4540 ) BT ER0s M, Wide o — 188 b Bl 75 i A0 A
( Kl 3B) .

[0353]  RHI53— P AEM R IV R E 9F3mAb HFl TFN-«a [IfE . 1IREHRHE 75 DNA
AR R IKIE R R AR IEN- a JE(E 50 1 T s L B R 7 3 (ISGF3)
S5 B TR ENV S T (ISRE) HIEETFIRE G Ee )] (Horvath et al., Genes
Dev. 9 :984-994[1995]) . I BFTILEAE T M 4l MUt K1 SAKSE T 1 25 14 TSGF3 [RIH0E , A
FEWRAME 5 5 FY) ) (STAT) 23, STATL Fl STAT2, LUK+ F (IRF)
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tHH,p48/1ISGF3 vy (Wathelet et al.,Mol.Cell 1 :507-518[1998]) . J&#& +& ISGF3 HJ DNA
AR AL H B ISRE AHEAER] (McKendry et al., Proc. Natl. Acad. Sci. USA 88 :
11455-11459[1991] ;John et al., Mol. Cell.Biol. 11 :4189-4195[1991]) . A IFN-a &
IFN-B Ab3E COS 4 fie, FHAHMN T ISGF3 & ISRE AT 255 KB &R EIHIL. 9F3 mAb
PHUT T TFN-« 3 FHMAZ IFN- 8 B SRR S AREKHIL (& 4) . 5355, 9F3mAb Bg Rl
R AT 6 FHEZ TPN-a RIS (£ 2) .

[0354] X2

[0355]  mAb 9F3 X I % IFN &S 1SGF3 2 % 130 4 i

[0356]

mAb TIFN-a2/1 | IFN-al | IFN-a2 | IFN-a5| IFN-a 8 [IFN-a 21 |IFN-B
9F3. 18.5 +++ +++ +++ + 4 4 -

TgG1 - - - - - - -

[0357]  9F3 X IFN 5 S E &AM SIE R R P IR - Rl SN RA R ;
+ KRG F AT TR +++ TR F AW PIGT . P mAb 24 10 1 g/ml, B H
IFN-a & 25ng/ml.
[0358]  CLEESL T OF3 eI i ARG E L] IPN- o A K id Ak (A 4= A TPN=-a 1
RIRIVR I, AT 5010 3500 FE T 4mhd OF3 mAb FEAUARBE ) cDNA. $5all 8 RSB 1T T AT A= 1
N Kb 2 0 T Wb N Ko a7 9F 57 5140, o T/ B K FRE R 1962 SRERY
TE B G5 TT 37 5149 FHH L PCR AR pg X MY, eDNA FFllE iR A Z IR 41 ] 5
BT 2R 9F3 B U VL (BA) A1 VH(BB) , NIFALRRA (V13) DL NEEHE 111 W40
N K B8 T WARSEH FARTF AL o B IR T 5w B cDNA w5 T Bt 9F3 mb 57
R ) IE 58 Mab, 458 FH Qi 5 BT ifi/N B cDNA JRAIRIN CHY S5 Ak A i 7 2 1k & 2R
Fo FHRGIR (CH8-2) RESeahMEZ R EL IPN-a WA ([ 6). SRJ5HERRERENE
SR T A N IR BT
[0359]  SEjifs] 2 9F3 32 —IFN-a rR It B v B i A4 1 A 54k
[0360] MELH VE
[0361] Atk F(ab) s 4%
[0362] 4 TR NUEAL 9F3 55— F (ab) A24A, 75 pEMX1 25 W40 PR B OBEAR b kAT
5E A4S (Kunkel,Proc. Natl. Acad. Sci. USA 82 :488-492[1985]) . #f 6 /™ CDR ¢ A K, 9F3
JE5) (B5) , B~ CDR BT A & (AR BE K B T8 T /7411 CDR & X (Kabat 58 A (1991) W, I
30) o B F-1 fEAT 6 ASSEHE R COR JF A K 5E 3 AKESE (VL YEZH 1 AT VHEZL T11) 2k
M EF=1 TR AR A 32 T Ay Foe F (ab) AR AR JBORL . F 7S AL AT & (Qiagen, Valencia,
CA) ¥ BRI AL N KA BR XL—-1 Blue /7 (Stratagene, San Diego, CA) , H] T+l 4 XUEA
FABE DNA. XU SEZ B IR BE 2 1EVE (Sequenase, U. S. Biochemical Corp. ,Cleveland, OH)
SRR AR ARG M AR BE R BB 1) DNA 5845 o B OB B AL N K AT B RR 16C9 (MM294 11777
) B BEMAESH 501 g/ml RFEEERN Luria WA TR L, JFER B A ER LR E
B 3TCT, & IEAE 5ml Luria A% —100 1 g/ml BN HFHE T 5-8 /P, KX
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sml G FRWINANE] 500ml FA 50 b g/ml R E R RN APS B g dhrh IAE AL At i b
37°CHEFE 20 /NI, APS 3595355 1. be A Z#¥E, 11. 0g Hycase SF,0.6g BERHEEY) (K
SEHI) 0. 19 72 MgS0, ( 27K ) , 1. 07g NH,C1, 3. 73g KC1, 1. 2g NaCl, 120ml 1M = ZE¥f,
pH7. 4 NF] 1L K, 8851 0. 1 u M Sealkeen i yE#s it JEMRTH . 78 1L BOJ LA 3000 X g
SR M IR B R LB G 1NN 2 S DT AT 25ml A 10mM Tris—1mM
EDTA-20 % RERE, pH7. 5 H7, N 250 u L {1 0. IM ZE A% (Sigma, St. Louis, MO) | & A
KA. VK EZABHEFE 3 /IS, L 40000xg BN 16 438 SREH BIEHONE A 10md
Tris—1mM EDTA, pH7. 5 “F4#7 i85 G-Sepharose CL—4B (Pharmacia,Uppsala,Sweden) #EH
(KERAFR 0.5ml) o FH 10ml 10mM Tris—1mM EDTA, pH7. 5 $Egc AL 3ml 0. 3M HE R,
pH3. 0 PEMiE] 1. 25ml IM Tris, pH8. 0 H'. #RJ5H Centricon—-30 (Amicon, Beverly, MA) ¥
F (ab) 2R SE 4 g PBS JFik4AE 0. 5ml (iR ZAAF . BT F(ab) s B SDS-PAGE Hi ¥k ik
DA & 202, 1 A E SO R S0 IR 25 AR A ) 7 - B . HOE B2 SE IR Tl E F (ab) W
[0363]  {ik & MES ANURAL TgG HIMAEE

[0364] 4 T /AR kA AT N YR AL 9F3 1N 162 MRAR, 4 & 3 1 BB Js Ak 1) VL A
VH(F-13, & 3) 580 vl N 73 FF I ATIR pRK 244 (Eaton et al.,Biochemistry 25 :
8343-8347[1986]) , ZEAK A Gbid N 1gG2 CH1-Fe 8¢ A#28E CL S5 FI0K DNA.  FH XU 48
AT BRI 30 E G052 70 PR ) e SRR BE RN SE BE B HE 1) DNA. R 1eG & 5 A CHL &5
PSS LR SerH113 @il & 1 56 B 5 9F3VH S5 838, 5 N CL 45 IIE LR Ly sL107 filA Y
SEHE IR, 9F3VL g3k

[0365] KM E77E (Gorman et al., DNA Prot. Eng. Tech. 2 :3-10[1990]) ¥4 & 4% 1
B TR LB e N IR TR AL AR B 4D 2 293 A (Graham et al., J. Gen. Virol. 36 :
59-T4[1977]) o ¥4 B5 5 W o e I 5 15 75, B H W 3K 2 5 K. A £8 [ A-Sepharose
CL~4B (Pharmacia) & FFH i H$e4aidiik. A Centricon—30 (Amicon) H5¥ERi BT AT
2% PR Sy PBS, 4G4 0. 5ml, I Millex—GV (Millipore, Bedford, MA) [ id € FF7E 4°C
TRAF. HEBEZIER A HTIE 1862 WK

[0366] TFN-a #5415

[0367] 7F ELISA 47, ZE & FL I A 50 L PBS L/ 0. 1w g/ml IFN-a f44% 96 FLIH &
WM (Nunc) 4° CEE TR ARG VRSB P (PBS A1 0. 05% Tween20) ¥EAR =K. H
200 1 1 SuperBlock (Pierce) H PRI EMRIELEHIRE 1 DI HPEERGE MR SR
=R VEEJE, EPTIESLMA 100 0 1 ARG T 10 1 g/ml NP4 mAb I RIIFRE . 7EHR
A IR B W E N 1 /AN, FE SRR G =R 8R4 100 L 5150 Fab
R S EBUAR (Cappel) fRERH BRI AL LU 2l (¥ T PBS 111 0. 5% 2F K
FIEH,0.05% Tween20) 1E 1 & 1000 #ike, AR &AL P RIS LR T EENR A
S5 F BRI M e = ARG RS FL NN 100w 1Y) (TMB, 3,37,5,57 — DU FISEEBE 2R i
Kirkegaard & Perry) ZiRILE 10 7380, #FLPMA 100w L 2113 (W H Kirkegaard &
Perry) #10 N, 75 B 25 i e B 2as 11 s E 450nm AR AR

[0368] BIA core™ A4 fk i ik it

[0369]  FH BIA core™ AEWfLRKEE (Karlsson et al., Methods :A companion toMethods
in Enzymology 6 :97-108[1994]) Jll%E T IFN-a 5 AL F(ab) s, Bk-& A AJ5AL 1862
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PUARIIZ 5 o F IFEN-a Ll pH6. 3, 50mM MES ZZi @B IFN-a 60 1 g/ml [ 52 75 A ot
o AFEPURLLIBERR Eh 220 Eh K /1% Tween—20 BCAYHLAA 75 1 g/ml (500nM) FEfb H . &
PRI 4G % (on-rate) (k) o

[0370] BRI AUEAL F(ab) s M THEHL I g 24

[03711 ] VL R VH £54a3k (161 5A F1 B) JEAUAa%E 1 Fl OF3 VL-VH 25 F 351y v S ML A At
A CE 7)o B i 2 WA HE AR R NAZ B N B R DR T o i3 T N URAL F (ab)
R LIS AR FRHE B R 0 IE AL $E . WIRTHTIR (Carter etal., [1992] M. b 3C ;Werther et
al., [1996] W, 3T ) fag T ik Lepsisid,

[0372] 4EH

[0373] 4 NFEFEWAIAAREE Y [ A P2 HAER 5 Bros i AJEALHESE (Kabat et
al., (1991) W E3C) o HAEZE g Sh T e BBTIA I NJEfL (Carter etal. ,Proc. Natl.
Acad. Sci. USA 89 :4285-4289[1992] ;Presta et al., J. Immunol. 151 :2623-2632[1993] ;
Eigenbrot et al., Proteins 18 :49-62[1994] ;Werther et al., J. Immunol. 157 :
4986-4995[19961) o 5t il & P N ISALAE 78 JF 5 16 A2 KA B 3R IK 1) F (ab) s 145 &
500m1 FEHH I FEAFHN 0. 1-0. 4mg F (ab)

[0374] U PAIEAEYE (Kabat et al., (1991) W E3C) 5 F (ab) - JUIRE SR dh K
ZER) (Chothia et al.,Nature 342 :877-883[1989]) BH#f T H ANk E X (CDR) W&k, HIR
DL 21 R 56 1) CDR KT RAgh A4 i ZEAil ¥ CDR, IX P FRFR 2 (JE[Fl ) BT CDR-H1 #MEH &2&
— B WRYE LU Sk FEA R B 5 V5 R, CDR-HI AL 45 4% FE H31-H35, 1My LA & 4k FE Al ) B 52
o A2 CDR-H1 [5k It f H26-H32 (RRBERR AL LL L N AT, BRI H N ATE) o X T AHt
5T, CDR-H1 PR & 8 2 e = 455, BT, S FE5R S H26-H35., I LLJP 41 A ZE A ) PR e v
kA 2 3L CDR (Kabat et al., (1991) W E30).

[0375]  TESAIIAZAR F-1 Hh, /N ERBTIRRYT CDOR ZRIEHRE 2 AHELL . S48, AR & A
F-1 385 (Ch—1) HIik4& BRI B G885 (Ch—2) 1) F-1 EAEZH A F (ab) s FHIRE 45 4 RE
J1o F-1 5 IFN-a gi &2 (% 3) . X Ch—1 Fl Ch-2 Z5 A5/ s (% 3) R FHE
U F-1 VH g5 e s b A SRR S LIS s 455

[0376] &3

[0377]

ABAEG I IEN — oA

[0378]
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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

[0370]  ° GlARIE N AHAR T FRFESw ‘5 77 MR Kabat 58 A (1991) o FréEFAPRI] T HA
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.

[0380] ZCETHI AIEALEFE (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

[0381]  {EZ W AVRALIE AR, Tef 1O R L4 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

[0382] A4 BRI A EAL F (ab) s FUREARY, SR B T H#EAk/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

[0383]  4ATAET F-13 (1) VH A VL 54838073 il 5 N 1gG2 CHI-Fe FIA CL &ifikft &, ™
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

[0384] K4
[0385]
# 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 ™
[0386]
AR Kp(pM)
A, 9F3 1.5 Kinexa ™
V13Fab 3.4 Kinexa ™

[0387]  a.V131gG2 &5 A 1gG2 CH1-Fc AHIER) F-13 VH g5 A5 N CL 4544 AHIE
F-13 VL g5#3 ;Ch1gG2 /&5 N 1gG2 CH1-Fc AHIEMI R 9F3 VH &5 38 A 5 A CL 25 #4340
YEM R 9F3 VL &5#58, "Koff/Kon,
[0388]  #4 KK LR
[0389] DL A E} A7 36 [ A B2 7255 r (10801 University Blvd. ,Manassas,
VA 20110-2209, USA (ATCC)) -
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[0390] A4kl ATCC {5 2 LriEk H HH
[0391] 1.3 9F3 ¥t —IFN-a PTA-2917 2001 4 1 H 18 [

[0392]  Hf wo LRI 24 AT I8 41 i &

[0393]  (Id.Ref. :9F3.18.5)

[0394] 2. FRikExA P CHS-2 2K PTA-2883 2001 4F 1 H9 H

[0395]  1gG MIEEHEM pRK ZEAihEk 4

[0396]  (Id.Ref. :XAIFN-ChHpDR2)

[0397] 3. FRikEx AP CHS-2 2K PTA-2880 20014 1 H9H

[0398]  IgG [MHEBENT pRK ZEAlE A

[0399]  (Id.Ref. :XAIFN-ChLpDR1)

[0400]  4.FRIX AJEAL VI3 2K PTA-2881 2001 4£ 1 H9H

[0401]  TgG, TEHEM pRK ZEAAR 1A

[0402]  (Id.Ref. :VHV30-1gG2)

[0403] 5. KL AL VI3 &K PTA-2882 2001 4F 1 H 9 H

[0404]  1gG, FEHENY pRK FEARZ (A

[0405]  (Id.Ref. :VLV30-1gG)

[0406]  HR4f ¢ T [l Fos 2K DA T % TR RS P 0 ol A 40 % i ) AT 22 i S8 4% 240 % G I 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

[0407] A HIIE SZHE A A& W R ARG KA B FR )70 G0 (R 45 A 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]

[0408]  TAA S HT TS () BH 45 A2 DASEAC IR RN 53 SE AR R BH o ERL 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 )
FEIR AN & IS A BHATART 75 T 45 LA S it » 0 456 L e A T8 2, A AN g SR 2 K 1y e T PR
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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Fr5

&

<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

53

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



CN 101857636 A F 3l % 2/6 T
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

54

45
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¢l

R

3/6 ;L

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

55

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

56

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

57
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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
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FAFIFN o £ 5 EFR
Y

1 MPL/TMD 4£3] ¥ &5 & @ /ie. INF «
(2.5ng/ 2 ) Sk

Y

&A1 1794 A
Y

IFN o 2 #4 (ELISA)-79 A~faid

Y

IFN a.21 #+4- (ELISA)-43 4~fatd
. Y

7 A549 fmfeA EMC #4769 A k- 3 A ik

Y
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