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1. L-LT-B-R RAEAEHNERATETRRBBYANLRE, &
TREIYAGHAASHTHORA, MABAASHEAR-LT-B
“RAKF—FHTAGEAGEK L FHEAS WL —FRME LT -
B-RBEMGALTHEAH.

2. REBMERLIGER, X¥, HER-LT-B-RHAKRLAS
—#Waie £ CB.EI1.1 (ATCC A& 5 No.HB11793) = £ &5 /K48F
6 R ALH M.

3. REBHZERI1HER, £, HERR-LT-B-RAKELASL
—fwamlie 2 BHAL0 (ATCC A& 5 No.HB11795) 4 k48 R
69 R AL A F L.

4. REBANEZRK1IGER, k¥, HER-LT-B-REKSAR
B W% X% CBEIL.1(ATCC A& % No.HB11793) = 42 4544k CBE11
#] CDRs.

5 HERAMZRIGER, EF, HER-LT-B-RRAZKAT
4: WX CB.E11.1 (ATCC A# % No.HB11793) /4 & CBEI11.
W % X7 BK.A11.AC10 ( ATCC A& % No.HB11799) /= 4 45 BKAL11l.
W % X7 CD.H10.1 (ATCC A# 5 No.HB11797) &% # CDH10. W
e X # BC.G6.AF5 (ATCC A#& % No.HB11794) =4 5 BCG6. W
7 X% BH.A10 (ATCC A#&5 No.HB11795) /=% & BHA10 A & W3 %
X% AG.H1.5.1 (ATCC A#& % No.HB11796) ;* 4 # AGHL.

6CARERAEK 1-5FE—RGEA, EF, ER-LT-B-R KK
& F(ab),.
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THERMEX 1SHE—RGEA, L, MER-LT-B-R&AEK
AR,

8. WMERALK 15 E—RGEM, A, HEH-LT-P-R &
KEARATAK,

9. RERARKISHE—RGEMR, E¥, ELT-B-REF
Mk B IFN- a. TNF #3-LT - B - R 44k,

10. RFERF)ZR 15—, F—F ate—HRI BT .

11. RERAZRXI108GERA, LI, HMERNBS EZEHIL
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F-LT-B-RAAENEZNBEHTHAER

AWE 2 wERA 1996518268, wiF5H4 96192271.0. X9
B LA BN ORECFEE - W/l bhPrHKC HEFL -
BZARFAK” B9 P4 R P .

AR AR B

AXRFERTHERCHEE PRI T DS DFa ik, BE
MBEG ST AN B mALGRIEHEAER. £ RKMGE, K
EPHAAKCHEE - hCFE -PHSAREAZINAHBARGH|E
FELRREANKR, EARCHEE -PTABRENGFM4T, ALK
FEANBmEAEREREER. AXVNZRFRRAKRCEFE - BTHKY
Rk, GhAEEIAEEECHEFT -PXARBENALGEX, £
HREARCEE - /LSRG EHTRIANRCHEF - BT ARBEM
BER. RETATRBIAARAGFRT R, AXWUIFREALE
HOFEL-PLARBENGEFATRAIESRKCHT - BLKRHKMm
7% B 75 4a 0, bn e, AR 69 L AW Ao r ik

MEREBT (TNF) ZRERFIUARR, FA4E58REFIHBE @
B RARXBEFATHAET (HEESEET) . BIK TNF #HE
HF-a(LT- o RE#AMAA TNF-B) 85 TNF %4 (p60 F= p80;
A #HMHE “TNF-R” ) &4 48 EiE S, TNF-R 582 EF
ML A R E RS —REERR, RE ARG IR G mIE
XM EaA M AR, INF-RAEZSRAEFRNLANE @R TR
AR Lwmme., TR FHE - y(IFEN - y) Fo &FF AL ST H 52 TNF
- RAZ 5 2+ B 7 fm JoL o A PEAE A

THE TNF-R E5LAMNBEETHFAARBEAERI BICFR
ERATFRAFAEY. A, TNF-REAT T EHLERATRE, 0¥
EHREBBEZGHE S RMAR. A, —AREKEAKL INF-RETH
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M ERERELE TFTHBEE, MXFRSCRANHAEXERE, BRAE—
BoBEARAFEFHE.

£, AR Fas TR (FasR)8 5 —FF TNF - 48 X K6 %) ¥,
TR Kme s, $HEANBERENZLEBROBFLT. R,
EiE % FasR 9 & ARS8 REN KL, ARERTEEAKR LS
%97 Mg,

R, 52T TNF £#&6 % —F <Ak, L#&AKH LT- %4k (LT
- B-R) (Crowe %, Science,264,PP.707-10(1994)). LT-pB-R b 5 %
EHREOELTEZASK (LT-o/p) &4, ZEAKORE 5 — AR A#Hk
CHF-B(LT-B) & TNF-MXZHKLESH LT-als. X LT
- a/BEAKRRBLELSRY, WA, XHFLH5AH LT- al/p2 L Fit =
(Browning % ,Cell,72,PP.847-56(1993);Browning ¥, J.Immunol.,154,
PP.33-46(1995)).

B TNF-RAELECE TNF X HRFTERTALA, LT-B-
REFTHERAENZAET S MO AT AR ELHELH(Crowe
% ,Science,264,PP.707-10(1994)). X —id BHHRA KB E. TNF #
LT BAZSHEEK, A TARANLES AU LS hiERABEKE
£, ATERLCREPHAZHRERLS —FHBIXGTEABECLRET K
ERH, HHRXT TR KB B (Ullrich # Schlessinger,Cell,61,
PP.203-212(1990);Kolanus %,Cell,74,PP.171-83(1993)). Et, JRMA 4
FRENEAARGLT-B-RETHHEFTHEZTHLT - ol/p2
RAAF/R LT -B-REFERN, TAABHN B A E@E LN LT-B-R
®E.

LT-B-R 4554 TNF- R 63 7E M7 0 j6 ¥ tm e A0 Fo 29 I 5T
THER, FX0, LT- al/B2 BRAREAETHAEG EFHm AL TNF
~R&4. BHib, ANBERAGEZE LT-B- REEFAFILZ
M A Mt MAARESE TNF-R EHABX X E%%2. B,
ALT-al/pl #/ZAEEC LT-P-REEMNEETH TR ABRBEE
mie (BHR) #HE. FEEEAYH, FAHAMRT H2&% INF-R
A FasR B EHE R A TR 8% 57 6 AT& 2] 69 8 K 69 3145 A 9] 4

APAE
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AKX P AT RBLEENNE LT-P-R 5 mALF MM TNF-R
MEGREXERBGRTAANBAROERABE DT ERET LR
M., A EEFEY, BHTHLT-ab LT - B¥ $ A EMH R
HREFEZZEHK (LT- /BRREEK), EALT-B-REEMNH
54T, ZESKRGEFANFTALT-P-RG@EGMIEFHER.
BZEBRSTENRLBED AT ROEER LT-B-R HEMNEHTH
LT-al/B2 £44K. EHBER, LT-ol/P2AESKRATEHRX, m LR
ABEELSHX, M LT-B- REZEHMH IFN —y.

BERAEZRH S —#FEaFEP, BEV—FRLT-P-RHEA(HK
~LT-B-RAb) A5 LT- 0/ RAASKRLESHE_LT-P-R&
ERAREETENREBE M P T EOREZL LT - ol/p2 LAHKEAF
—BEMNG IFN-yFFAF  LT-B-RBEMNHES —FH LT- B
~RAb. ZERMZ, LT-al/f2 LE4HKRTHEMRY, RMERKGE
%BHAK (£ -LT-B-RmAb) .

BEAEPGH —HEATEY, EAXRBRAF= LT-B-R ##&
MEGFEHT, EEASRLT - a/pRRESHAHERAES —FHHK LT- B
~RAb. ZEXF KRR LEAS DI P T X OEEVHHHELLT-B-R £
SLHEFA (R -LT-B-RmAbs) , CHRMNE5 IFN-yHEH LT - B
-R&GFEERE LA,

EH—FERFTET, RAVRBETA T BN BEHEG @05
MEMAS Ak, RHEETER LT -B-REEHNLLHRHKE
B -LT-B-R Abs., E—HHEkT_FEYF, BLRBHFEANK -
LT-B-RAbs B E—ANEEL, EF—HEALEZHEFTEY, EER
P -LT-B-R Abs /7RI, FH#EHRZ, 3 -LT-P- R Abs
REFLERK, MFELT-P-REENZ IFN -v.

AXRERBET —HA THBEE PR -LT-B-R Abs & LT- B
~REGEMNGFHOFEFTE, BRENE LT - o/BLRREESKRAAGHER,
G Bt ARBARATAMRERXBRTEAALT-B-RE
ERGFHTALERESIES LT- o/ R RESAGRGKEME. A
TFTRBHRLGLT-B-REFMNGFEAR -LT-B- REA YB3t 4T
THM, ZrEaiEdT ¥ %k
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DA REFHEXBGHZHR -LT-B-R Ab B9 54TF, £L4H
IFN - yA= 564089 LT - al/B2 843 X P ¥ M B e (4= HT29 A LMK
FEme) ¥EHRILK;

DR —HEREF@EEEEGEREEMAE MK,

N EE ST EE, ARELEA LT - «l/p2. IFN - yH X
BHR-LT-B-R Ab 5&H T, EGHH & THAIRGMEmIE L
Bl XF, AL EFeLhMEBARENOREFTEFTHE—FACHE
ML, Hi@d@BA DNA F8H- MES.

REZRABTEERGHBARGFIXG5ILEGHR -LT-B-R
Ab (R Ab AEHK) RAXAREAG LT -B- REFEMN. #E MK
BTRTELHGRE LT- /pERLISGKASAREMGYLT-B-R
BE .

GRERER

B 1A.#8id TNF-RALT-B-RELEEFEMN S B 5L LT -
/R RIS X K44, £ —# TSK 3000HPLC # g k2t 2k4t
Fadfrod, SMREBBREFTHEBZRPHT, BPFETEHX
NRILE AL E .

B 1B.#£ — % BioCad L% (Perceptive Biosystems)_L i — A Poros
AW RAEM.6mm x100mm) 3 464065 LT B X478 T %94, B4 #
Hom&g 27ug mEBAEL, A 0- IMNaCl # E vk Sml/5 69 F,
A 20 R AEKRETRK, HRERIA—HErREN AR, ZEF
#42H 16.66uM Hepes,16.66uM Z 845, # 16.66uM Mes £ 4 &
(pH6.5).

B 2A, WEEHREA 80U/ml IFN - y#) 54 T 4 Fas 24k mAb
CH-11(-® - ) TNF(-0 -).LT-a(-0 -),LT-al/p2
(-®W-) ., #LT-02/pl1 ( - & - ) FAEXMEE HT29 w86 i3
P,

B 2B, }bi £ A 80U/ml IFN - y# 54 T, Sug/ml 69 A IgG( - o
=) . THEMKPOTNF-R-Fc( -0 -) #aTHEMLT-p-R-Fc %
K- BREGHRESEK (-O0-) HEAFHMPHRGES.

B 3.3 - LT- o~ RmAbs M3 LT - al/B2 *r A& HT29 % M. &5
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mpeFHAEM. (A) #-LT-B-R mAb CDHI10 95 m%E LT-
al/P2 xF HT29 ety x mie kM. AX A mAb ( - @ - ) Foff 0.5
ug/ml 2 ¥ IgG1( - ® - )| 0.05u g/ml CDH10( - O - ) # 0.5 g/ml
(-O0-)CDHI0 ®&#4 TREZLT-ol/B2894M. (B)#®R-LT-B
- RmAb BDAS 8 A £ #H 7 LT - al/B2 5 HT29 % .64 7 40 I AF ) .
REAEK 20 g/ml 5 IgG1( - B - )& 4 - LT~ B- R mAb BDAS( -
O-)#&4TFLT-al/p2 4R, £i%K2 F CDH10 7= BDAS # -
LT-B-R mAbs 8 £F 2 M4 REN LT-B- RRERKR A48 —#
8.
H4.B) 2653 - LT- B~ R mAbs sF AR HT29 &6 LA aje 5
M. (A) K -LT-B-RmAbs B2 E—A k@ L, s HT29
MK ABEA@MFREAER. A IgGl (-0 -)  Z—FALEHKT
tm 8 & @ 4% B HT29/26 4 mAb( - W - ) . BDAS( - O - ) # CDHI10
(-0-)%#HK. (B) THMRK -LT-B- R mAbs £33 HT29 %8
RAEKHHER., 555 (A) PR, SEBRBRATEHXGHR - LT-
B-RmAbs , A HT29 @A 2 E@mieFHEM.
BSARMNGTHERR -LT-P-RmAbs REZ G, sTHEMmK
e EkmBaR L2 E. (A) 8 IgGl (100ng/ml) . #
- LT-B- R mAb BHA10 (100ng/ml) . # - LT - B- R mAb CBE11
( 50ng/ml). BHA1(( 100ng/ml) + IgG(100ng/ml). 7= BHA10( 100ng/ml)
+ CBE11( 50ng/ml) 2 HT29 48 8064 28 o, & P45 A . 44 80U/ml 45 IFN
~y. (B) *® IgG1(100ng/ml). 3 - LT - B - R mAb CDHI0
(100ng/ml). %% LT - - R mAb CBE11(50ng/ml). CDH10(100ng/ml)
+ 1gG1(100ng/ml)F» CDH10 ( 100ng/ml) + CBE11 ( 50ng/ml) % HT29
mpewyme FHHER. &4 80Um # IFN-y. (C) & ®
IgG1(100ng/ml), #i - LT-B- R mAb CDH10(33ng/ml). # - LT - P
~ R mAb AGH1(50ng/ml)#» CDH10(33ng/ml) + AGH1 ( 50ng/ml) # 4
A 80U/ml IFN - y# &4 T2 HT29 tm ety e A4 M. (D)5 (C)
AR, HARWHZAEEMEEXET KA WiDr AMRE % K (Raitano #»
Kore, J.Biol,Chem.,265,PP.10466-472(1990)).
H6.M#K-LT-B-RmAb & ®id# SCID A &M X . (A)
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FEHEAF 30 XJEAMAE WiDr M7 & SCID S AR X0, A —# ik
HATERE, EE1AF2RAEK. £AIFN-y. AXREA IFN-v
#4 - LT-B- R mAb (CBE11) ##4 IFN - y# 5 ®B i - A LFA -
3mAb(1IEO)AE A, HAGFHMAABEET. S AY-FHE. K E
. HBHE (BREFFH) (RKREEL) H: 0.88+/-0.59(14).
1.214/-0.7(21). 0.041+/-0.052(16). 0.11+/-0.1(12)#= 0.98+/-1.16(12). (B)
BAEHIATAB IS RGEALE, 85 14- 49 K ARE WiDr i
BAESCID PEAFHRD., ERAEMABGESTIENBELEKELY
A% 0.53cm(0.076¢cc), £ 5 15 K% ip idst, FETEMFHEE
H#. *HORFEMIFN-y (10°U/EH) (-0O-) ., A 50ng 1E6
#-LFA-3mAb & IFN-y( -0 - ), A 50ngCBE11 3 -LT- B~
RmAb & IFN-y( - A - ) &% A 50u gCBE11 4 - LT - - R mAb
(RTH) RFE—4 12 B -F Y ok AE.
AR T X

ATRETEEBRALNA, HHRATH@B00.

“RBBER I —RERB BRSPS AT 4R
M BmEE TR TR,

“GREFRAT R FrREgmen T,

“mi sl ERE RO RAAEGYDEFEELRIERGER
LT WL,

“RBA” (ARBRERXZTFIRBE A EASTFTLO—ARBRLES
LEEELHHRLS. —AERETH—AMELERAmMAb)RAN. $AR4E
i e W % L EHAR(Ab)IR A,

PRty “Fe £HBR” R{BARAKS T —3%S, @3 CH2. CH3
frik X, 128y RRLESILE.

“FHREFFHN IREG AL MEMNHE 1 # (IFN- o, IFN
-B) AIMA (IFN-y) FRFARERGEMAMN. FREFFH
Bl F CLIEREE RNA 5 F, PRHEFHEBRGEBITLEALEY.

“LT-aXE%EG” # ‘LT-BREEZEG” RHREEXASKH R
ABpFIA, BA—ARIUARARENSG LT - ok LT - B2 k.

“LT-B-R #EH” Rk miahks LT-B-R E45. @
BA®RLT-B-REBEXLT-B-REFAYHLT-B-REFEA
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WML EFNEMTEN. LT -B - REEHNGH T 0% IFN - a .
IFN -y. TNF. F®HEHFHN. THEBER- LT -p - R Abs. XE
M- LT -B - RAbs# %43 - LT - B - R Abs.

“LT -B-REF ZRHE—WME LT - - REBBENY TR
B, AERMENHERESENLTRAE.

“f- LT -B - 2HhRHEAK ( “®R-LT-B-R-Ab” ) 23
BRRANHFLES LT - 2HRYE S ARG,

“}o- LT -pRARELERKL” ( “L-LT-B- RmAb” )
RWMBIRAFLEESLT - B - RO MR E L ESK.

“REHHFR- LT -B - Rm)Abs” ZIEHR LT - B - R &34k,
GHRAREERFTAR - LT - B - REAAD)X(mAb) X BEA 48 2 LB
HBRAEHEY, XFABAB LB LA - ANEBILRKL.

“¥- LT -B - RAb (H mAb ) XEH” ZHREEERTEMN
WHIFEXMIEER - LT - B - RAbs AETEHN, BEEAFATI
goitmBemiei® LT - B SABHE. AR OELIR T
FRPEM. 53 - LT - B - RAbs 3 mAbs 90K B & &k, X
53 - LT -B - RAbsZ4 WA RIS BAG THERR A THLELH
Fc & 4.

“LT ~a AHFEMN" . “LT -pABHFER" o “LT - o/p
ARFER HEAPT: DE—HAMENXREEAIEETAHKE
YA RAEAG LRI IR M, R 2)LT AR EXE KT S
TNF - RZXLT -B - RH LT 3 —B KBk s6th;
HINAAMBREFAEXR LT AR S HARAGHBLRATRAL
R EMGES.

“LT -o/p ZEZAKR RPEV—ALT —~a BEE5—-AHRL
LT - BREAZRMBEZHLEAK, HEERZHTUB SIS, Skt
AXERMENRLELSE—R, BRANE, LT -o/p 2FE4KAAE
F2AMMEGLT -B A, RREZAEYLT -a R, BHIHLS
AR ZEHEFLT - al/B2.

“SHEAK RB—FHFTRIAK, CEA-AIMRLEARLSH

10
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&S, FRANLESFRREEFBALEKST.

“TRHFF7” IB-—HABEOHRELRTFS, cHAT 3
ZEGEARM ( ER ) BHES, mBEBEEGRAFTEAIEAN S B%E
B, Wy FIAFAEEREFH—FE5RELRT .

“BEHHN” RREBBETHAESE 1 B AN HEFR
#, CRIFEOHRARBL WA G ERRER.

“TTHRELT -a/f BRESGK R—HESATHEBRELT -p R
LT o/ #RIZE4HK, £, B ZRIZETHEAB LG REARAF
BEAXEFE NAELT -BERAEHFTE. ARFIRFTEHNEHR
AEABARBREGEER I MRS 2L TERELT - o/f 2R I44.

“A@ LT -o/p L4644 RELALEBEEAGH LA LT - o i
%4 LT - BEME 4.

BEALT -a/f AA8KGLE®

YEARAZTARLTHOCDY " THRERAESE (11 - 23.D7)
PR EH me Ak @HEFFE RS KBrowning ¥, J.Immunol,147,
PP.1230-37(1991); Androlewicz % ,J.Biol.Chem.,267,PP.2542-47(1992)).
BRAGLT oI EBEHRIFAREEF—-MELESLT - BEH
MAKRARZETERAR. BL24 (£28) LT -o/p 2EIL40KAAE
B LT - al/p2 L FiHE.

BAARY, LT -pHA—#@BBEEal LT -o 24, ha¥
LT ~a “$3]” @M. AZALT -BHHEAT, LT -o#s 3
RIFAFE. LT BABFAZOANBRBEZNABRELALBREL
R, —E LT -BREFBABEE, CHARALES LY LT -~ o BAREBZ
BEAKRT. BAit, mREEZRESHXY LT - of/p ZREESKRMIE,
RIFER— @R PEREZXNESLT ~af LT -p BA,

BREALT —af LT -BRAEEHEBIBETAEEZAH LT -
f/f REIAKR. EFEBEAEHF—HLTRAEANBZMREATERI AT
LTAEAAR. R, wRBITMBKEEFFEXZFLT - a #4 RPMI1788
wf, FRLTX), WAKBKELT -p $KG LT -p AH#HT4HE
BERAFELSAALKLT - o BEH LT - o/p £41k.

11
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LT ~af LT -B3MREZTFTABARRA T ARL SR A
LA EFREAKRE K (Crowe ¥, J.Immunal.Methods,168,79-
89(1994)). TARAN B L LA L&A T CHO @/, COS @i,
B, OLETHE HEARERENI MO EEE,

AZXBH LT -o/p ZELASKRAG LT ~a BEATHRAHRCHE -
a. REARDBHCEEF-o. EAKEEEF -0, TERKECHEE -
a. REREFEF-o. BALT — a2 FEREHKRECEFF -0 %
8. REALT ~a 2P FERG LR EARCFT - a9 H A,

LT - a 3R TRAROERLEFRABROBLS THEMTEBX, &3
KTAEABALEZRET AL, B, RALT -oa §$54AK#ER.
A, THRRLT ~ o FASAEETHFINGREBXATHEMLT -
R CRERATHSR. E5OABATIHARANSE Lm0, 5FT
AeEmE., BE. MY RERT. RRAESIhTRRLES
F-1(VCAM - 1) E5AALATHAFII AL LA,

LT -0 $KRERPELLEAREGEAIA B AR KGR
FEBUOERELS. TATRALRFZHNAREGOHELFTE X
a. LEREG, EREORELEG. RL-_8 ( PEG) &4 TR
RiZSKABRALERYE. BRGE, LT - aBEEGEZTEAEHA
NARPBHELER, OBMERFGEBENZHRAR2BALESF
BAEWFERG FERREZRYGGHEAM.

ALT ~a ENFORE BRI, X2RETHEARR, XHE
EUEARENBEARAY M. RAFATHEALT L44K&HEZLT
- a F B ALY AR A F KB R E (Fukushima % ,
Arch.Biochem.Biophys.,304,PP.144-53(1993)). & T3 4t % & 4k 7T ¥
BALERRHBI AR REAR L, BIARBLT -o £ ENHEE
Reg—ABE.

T B #EFamME 2 RPMI1788 ¥ 44L LT - o, &40 %561
BERBOAHXSELT o, mABESAEEEPMA LR, TUHFHL
X &4 #k(Aggarwal % ,J.Biol.chem.,259,PP.686-91(1984)). % 5}, T ¥
BAXLT ~a REATERRRBIRATEAZAEZLT -a 3K, #f

12
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i#* % % 6.3 % # (Schoenfeld % ,J.Biol.Chem.266,PP.3863-69(1991)); #F
KmFREHG R L 88 (Crowe ¥ ,J.Immunol.Methods, 168, PP.70-
89(1994)); Aol $L35 % M 8. (Browning # Ribolini, J.Immunol.143,
PP.1859-67(1989); Fukushima % ,Arch.Biochem.Biophys.,304,PP.144-
53(1993)).

TARFRABEFT ERERAELA LT - o £ FEEG SR B
LT ~aXBHS. TATHALT ~a 2P FERGT RO RES
FTINF - REGXZKLT - o TG ZFHHIH XA Com k7B H
HLT ~aAFHESEGEEFEGE I AERMERTTAZ. 2R
B, ¥LT ~a FBES LT -pARERISK, RBIHELSTLT
~B - ROLT ~a/pAEFHAMNZLT -/ SEHFEE, AKX
AT E R F P R 2 H AT M8 an B 0d fm e A b 649 4B ) sF B AR S AT
2.

HEFER, RMAA p33 LEETHESE. THKEZ. B
AHCOATFREAFT @RS ADFIAER. LT -BEARKPHAMHI
6 B R W% PCT/US91/04588 W 4, # v T 199251 A 9 A A,
A FF5 4 W092/00329 ; F» PCT/US93/11669 , A9 B 4 1994 %6 A 23
B, AF55 W094/13808, X+ flalk AL H FTHAK.

LT -p 2EBS—# 240 - 244 AR A B $ Kk (Browning
%.,Cell,72,PP.847-56(1993)). LT -p R II B KXY, AHA—AHEHN
KRR EMR, EEA A 30 MRAKRARE RGBS LN IR,
CREA—AE—0 N#HBEAAESFBE M FRABREL, Z&
EMFEREE BN —BREEGH R.

MBRAEPGLT -a/f RRIAKRALT -pRATHRARCHEF
-B. RRAKGWHECHFE-p. TaAKCEFE-p. THEEMKEFF
-B. AEHEEE-B. BALT -pAYFEROKECHEE-B X
FZAORXRBEALT -pAYFERG LELETHRAGKCTEEP - H K.

HEXAA LT ~a $RMAAESHS, LTS LT - B % RatF7H5
M, MEBEMAFERGATERI R FRN. AH, 4t LT -
o TR AREE, LTRRFRARET ERRSEALT -pLAYFERY

13
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EMRAKHLT -p XAHHKS.

THRMWESKE LT

THEM (ERES) LT -o/f 2RIGHAAELHRELSHBXE
BTHEWRBIAGLT -p ZA. AHLCHRFBEETATRANFIE
iz ¥ ( PCT/US93/11669 , A8 1992 1 A 9 A, AF %
WO094/13808 ) ¥. THEMRLT -pRAUHKHECHFE -pHALRFFIR
&, ¥, F&FF 8 E Browning F(Cell,72,PP847-56(1993))% % 5
AABTEBHERLR (B 48 EAREL) PE— INF AEREK
(PP 88 REABAL) I MAHELE L.

TRBERELT - BN - Kt IARAEERFZRE &£ &
T LT - B % B&(Crowe ¥,Science,264,PP.707-710(1994)). % %F, T
B IAEARRLAREBREFHRKRKERARL (BB LH
B) RS EEMEREE. EEMFATHLSEN RS EFAME, dib
Bk kRt R ELA RSN, BREABGHBXETAFTARERLRA
ARATHER, BACTARLFAT L ER KA,

BRENREENZBEHRTUAR I EZHT 55 (0 VCAM - 1
WEAER) HRARIEEAFILES, 2MEiE%K G W Val 40-Pro88 X i) i)
Fal g4 — s i nb, THEMLT - B SARTRAGREAET N - K% 694E
MHRABNHFFH. BHFHRFAHAEREREBEFRIONABERRY
A 3&RE. #de, £ Ernst¥F, %8 ¥%4H US5,082,783(1992).

TABEAEBLT - o TERELT - 4 DNA A HE5E68E
E B kR A2 FTHEMR LT - of % % A 4 4K (Crowe
% J.Immungl.Methods, 168,PP.79-89(1994)). ## 2% LT ~a 854 T
SRHBTERLT -PAZEEERG. R, B5LT -o XE&W,
i —# 70kDa AR HHEOHEZAREH. ETRELA KA
THELT - 3AGARAHEMBEEFALILT ~ ozt (kb
Pk & 69 RPMI1788 40 ) k£ FTHEMBE LT - al/p2 2R A4,

LT -~a# LT - B $KTUS NG, RERPGRENTHE, BRE
f—R, FAIRELHEEMNIH, ABAERIENRES LT 2RALSK
(RLFX).

14
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LT - al/p2 446 54t

AITNF# LT - B 2hA4AERSANBLEMEN NS A RAE
AUFHEORERTAARTSBTER LT - al/f2 2REESK.

" INF £hRRE4FLT L4408 w/a LA, LT -BXHRRARGHFH
HERP EWMELS, REMKNESHIELELT -o/p L4Ka/p £HE
4. A, LT ~a3#LT -02/p1 % TNF - R44. LT-8 - R
LA LT - o2/l 24k (fo/p £HA) &4, PFRRLELT -o3.
%, LT -B-R (@MARTINF - R) #%44 LT -al/p2# LT -
Bn (EXHAHMNHAMARSREFR, REXRGREK) .

FARFE ST AT EMK I 2 H R X H 4 (#d, £ Loetscher
% J.Biol.Chem.,266,PP.18324-29(1991)), X A M shMeiksk b &9k
8 Fc 2 AR EFRLG%A4%E8H X H & (Loetscher
% J.Biol.Chem.,266,PP.18324-29(1991);Crowe % ,Science,264,PP.707-
710(1994)). A ERF AT FIBE T RAESLAREL.

AL A f R EREN G LT - al/p2 BASF k. ER
—FrFkd, iERAREERALT - o PARENLT -pHBANESELARX
%69 Lik%k#it TNF - RE. TNF - R#E44 LT ~ a3 # LT -
a2/pl =4k. #id TNF - REMRERSA LT - B(m)d LT - al/p2.

AR —#F&Y, HMALLT -p#HX (LT -Bm). LT - al/B2
LT ~a2/p1) 5LT -B - RELEFAFHRMNK pH THHE
BFEMLT -p - RELZK. (LT —a3RZHEFTAL) . P
haABEERN, ARGtk rELT—A TNF - R E, XRELST
LT - a2/pl =4k, BEGABRS¥ESA LT - B(n ) LT -al/p2 =
k.

EBEFHEAT, SLMENAHAR LN RIRSEA/RETIHRE
WA EFHENG LT -al/B2 ZHKRRLT -2 5.

B, TRBIEFHFREN G 4 BHFEUFTRABASG LT - o/
2REASK. AHERNE, TAR A7 FALLTELE LXK F
Fo bbb F BRZ —H TS,

#- LT -B - REAG KR

15
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AFERABRAFERALT -p $HhG S A8 AaE, Hxh: A
ETHhREZEEMNTHALT -p £ - Fee®a (H2) st ¥,
ZRXDBOABHTRATESHR, REAIHBARELTERPRE L4
Pk k. RERFERESAR LT - p ARG ERRAKN $ LER
ot i,

HALT - B R4 - Fe @bk G 6L £ L EHRAR(mADs)2 X 44
&0 EEAEMG LT A5 %G A Sepharose %444 CHO % o7
EWMEBLT -B2HK- Fc@éd%éa (LT -p - R - Fc )R &5 RBF
PERAFTERALE. RERATERLT -B - R - Fe#tfrmik ( ip.
Foiv), AFERFEBEMEMK, @i ELISA # i % X % (Ling
4 ,J.Interferon and Cytokine Res.,15,PP.53-59(1995)). 7 &0 lit, ) i X%
PR HERIBRERBEGRALEATLT -al/P2H 11 - 23 2
XL LT -B - R - Fe hfWimd o6k, @il IgG %4
ASepharose 2E4LA 22 78 33 5% L& 4 & 4649 mAbs .

ATARERAELDNABRHELSHBXNHK - LT - p - R&dk
(Winter #» Milstein,Nature,349,PP.293-99(1991)). #l4e, TiAHsE “#
A7 R, AP, RAFPIRAGRRESREANRELEHREE (4
Jo, Cabilly %,US4, 816, 567; Morrison %, Proc. Natl. Acad. Sci.
U.S.A.,81, PP.6851-55(1984)). %Lje# 43 hM T ALK I7 0T LA
EI I REAFIRGLEARBERBERYT.

B, TRAARBRANLT - - RHEA “ARLKRKLK” . AR
WHAERERAKBTAR IgG FRGHEGK, 2ZFRRAERLESGNEK
LHEAZHESET (Hde, WO094/04679 ) . REZHRELE I,
FEMENTK, FBRERARZHRFRRESGTERAARSY. KE¥K
HHFENRRESCBARINALRARANSELE, HEEABFHRAE
oLk, ARMRAKRE Y 4 (#HR) FHAGER, mARX
TREZENEFRANKXLERE.

AREVFAR- LT -B - RAAGHZLTAIHIA: 4%
EARARLT -B-RITZLHBEFORAELDEAREG TS EHALRE
® (CH1. CH2. CH3) ®#A4NIARLIAE. B, TREWT

16
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FEHNEBEARGREL S L LS MAHGHR - LT - B - R IgM Hik:
BABRRLESLELEARIATAAL BRAZBROBEATHTEALF
(Arulanandam %, J.Exp.Med., 177, PP.1439-50(1993); Lane %,
EurJ.Immunol.22,PP.2573-78(1993); Traunecker %, Nature, 339, PP.
68-70(1989)).

A%k, TRAAKAEYN DNA B R, AR ERAESE LML
RABRBREA MK ETURALARROLESERS. TRAR X THF
B FTRHFABRLRKG IR L S %4 51 (Queen ¥, Proc. Natl.
Acad. Sci.U.S.A,86,PP,10029-33(1989); W094/04679).

THAZREEARMKE T AR LD R EAHGEAE A FEOR
~LT-B - RAbs* LT - - Rt§EFH. i, AREAKFGR -
LT -B - RAbsAAEEZTHREAAAY, ZRALFRB THEL LT
-BRBEAETHRD, BTERGER. £k, BELARSWHLT
-B-REGEAIHH -LT -B- RAbs A TEBOMBIALTAAR
F)45.

BHAELT -p - REEMN®HR - LT -p - REKAL

BAAEWIFN vy ZEG LT - - REENGEHT, XLWH
Z-LT-B- RAKSBRBLT -o/p XRLSH(HKZALT - al/B2)
BB BAEL., EAXE, - LT - - REALEAKELT - - R
BEN. HAELT -p - REFNOGRAGAERT:

DEAREAESEK - LT -B - RADHEZINABRGEH4T, £
SAHEWIFN ~y ¥ LT - - REEMNP%AH LT -o/fp 2B H14K
- 4RiEAH LT - al/B2 - 69325 E T, ¥— 2712 A4 HT29 @I 09 5
BB ALERPIIERI - 4K,

DR ZEBRDERAGE MIT SEEREH A @I RES Y
¥, R EILIE;

3)# 550nm X KGAXRTHELTREVGAFZEERLFTEZE
( OD550 ) . OD550 58 F#AA LT -o/p #RESH%K. LT -B -
REEMFRBH - LT - B - RAb 654 T H 3 5009 M 75 20 16 3O K
.

17
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EALT -ol/B2AIFN ~yHAFHTTAERMEALT -B - R#
EMNG AL R ERKEIE: BKAIL. CDHI0. BHA10# BCG6
- LT-f-RmAbs (£2, LTX),.

XHPH- LT -B - R&k

EAHEWRIFN —~ vy E A LT -p - REEMNHEHT, £ES
BRLT -~o/p 2R E464K, AXPHXHER - LT - B - RHEKFTER
HALT -f - REBERMN. XKL - LT - - REAKARARES T
Mk E LT - B2k, FFEFEHE KABELT -p A4 Foi¥H
M.

A—#E#k EY, AEPAZTARERERAR AT LA —F XL
HEVGRLT - - REARITIK. 5—FHERMNGHTEAERT
ATFHARFAERREREIFERARABIK. FHA T LEREKE
AFRZEEIBEARAA TN IBRYENEGIE 1, 1 X (- FHLTBkE)
-2-FLR®. RE. N-EZEABRER, 054 - TRADRG S,
FANERERRE, CE_BABRERE, DR LRERK, P
M- N-LkEHR-1, 8- FR. #wFA-3-0(P-F&HFHE)
—BL) ARAKERYGARLAEA T RA, BAAKMEN, XEfREK
T ERREA IR, ETHRALABEGEAPBEETATLER Y
APy RBAAEEOGRZ LIPS ERKRERER:  US3,959,080;
3,969,287; 3,691,016; 4,195,128; 4, 247, 642; 4,229,537;4,055,635; #
4,330,440 .

RSN EBTAREEORRSY, BFAXRRGXEANF
KEESY., TAXRAEPRELESE ( PVA ) R LHERERE
(PVP )W ERBELHELSY. ETURAERRAR, R L,
BR_E, REMLHBITREARL B, RAMLE, WRAKTH
FREATE, ok A TH PR AN FE G R E LR D (Plurenics); K
FTHRE; BRLEHMN 2INIXFRLINEE, LaEBEEk D
-HEHE. D-FL-FLBE 2EHE RE D-AE. L-HEH
. D-HEBERs. %K. D- FABRR. D-HEHERR (4
o, BUHEBERRER). D-#H#HEK. D-F4HK D-H5#

18
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Forb 22K, OQHERASHERLEE il X42H. 2H. 2TE
. ABRE. ARBARE. ARE. A8 BR. ARBEELHE
MERER, ERRR BERSY, LRLABHRERAER, fiT
AREFE.

REZHGREPEEAKRERGFERFRANESHA —AF—F
HAAFER, ABLEERAGSAIKEALE., EHETFEATH ALK
BN, ABERIXBEIABRIEI AN EEGRKTEREN TR
HRAEAREHYNGSTELRG Y. BXFREBEALIFERA
ARORELTE, RALXIAAEAEGBE TR 2 hE4XE,

RPEHREGEDRETE T h RO EHRK REHBAN
ROV ERRBERELERE, RERSAAETHRARRREHY
Fe B, dedr F oA By Xk A &,

BREVETARKRERY. TARRAGHRAEFARK, &K
EARATHARECLOHAGOREAH S, wbAEE. HEF. R3]
e, RERABEIFHH, aHALLEDFREY, mHLELER
REERLZREN. R —HHABRBANLENZERRNEEELAERS
FBEBEAE (LEXR) KB ETHEE, WEXARAEDHFL
B,

$#- LT - B - R Abs £ TR B ZE# AR KRR ER KL
A ERLE, REREBLELS—ZHRE (Hld, FRIA IgG HK;
BB T). RBRBEHF—FK-LT-B- RmAb, SHAREEAK
BHRAGEmEN, £HIFN -y 54 TRELT -p - REEMNeGHK
R (B47).

EA—#HERFTEY, BRPHIHESNHK - LT -p - R Abs R H
LT -p - REFEMNGHER. TRAAR- LT -p - RAb (X mAb) ¥
BEAd - LT - B - R Abs #/7XH. AKX W84 - LT -B - R Ab
(X mAb ) REANZHEMEBEZRT AN IKIFARMREERK -
LT - - RAbs (& mAbs ) #&X#, XHFHH LT -p - RAbs ( X
mAbs ) #E&4 TH mBlemB A& LT -p - RFHFE. k& - LT -
B~ RAb (H mAb ) XEMNEHE, AR THREALESEZHNGTXS
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HERBEHILZXIHEEN. B9, kHEItk. Sepharose A. Fc KK
CHRESHFRESAWLER - LT - B - RAbsE X R2 b J &4 653,
MNTRATFEERPHARK - LT -p - RAbs BHEAK.

$3- LT -B - RAbs BER TR LT -3 - REENGHER

AXPRB|TAERTPAARLI - - REENEAG SR - LT
-B - R Abs 541484, P& Abs @i mBELRE LT -p - REFFEMR
BAEMER. TALRR4HLT -p - ROEXRFAAEN S LBHR - LT -
B - RAbs.

BREAGE, #H-LT-P-RAbsZH4H LT -p - RARRA &
FERGRALGESLE Abs.

[BTLT -p - XABEHERAHELEE- LT -p - RmAb 3§
oA FEERRE. RE, RAXLERGERTEIARE. AN
EETAHFRLT -B - REEFRAGHAELE TRARRTHFEER
Rkl (edhHt) mAbs FiBR) : RSB S E T AMmie.
BREEBEARARAFELEGSHH. ARXRRARENHLES .

ZT A A BlAcore EM B KRB R ZARF mAbs HEFE F446 LT
- B - R #5# A 2 & 4£ % A7 A B 4 B (Pharmacia BlAtechnology
Handbook, “ Epitope Mapping”,Section 6.3.2,(May1994); Fl # & 1
Johne ¥,J.Immunel.Methods,160,PP,191-8(1993)).

RELEMBERZIEF (#8; £1) 51€ LT -8 - RmAbs
RAFRRNBREGES, THEALT -B- RmAs T REY 47 %
B, #lde, 124 BDAS mAb F#t5 I8 AGH1I mAb A& A, ¥
1L 78 fm e Ak, Rk, EMESRSFEREY, 1T E4 BKALI
#» CDH10 mAbs &L R e B 51E .

B SA - CATAMBHFBRAEY, EAIFN -y HAHLT -B - R
BAENGEHT, £BRARSHASBXRARELERL - LT -B - R
mAbs M EaEGER. EBERY IV 2K - LT -B - R mAb
CBE11 A A sH#4m, @id5 IIA mAb BHA10 44T 2l jm
RixAFHAER (B5A) . CBE11#& 245 IIIE mAb CDH10 £/
#HEMR (BSB) .
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BAMABETERFPHABLESHEXMGI - LT - B - R mAbs A j*
A al, FRZFN4SHT2 B Ee. BSCAW, 1IH
AGHI1 mAb = 111 4. CDH10 mAb £ & X & T AR M 78 o % 4 R F M
Bk % ( HT29 @A WiDr @) s e dF4EA.

3 - LT - B - RmAbs H4E6) & 4

EAZF LT -p - REEN, IFN -y HEHT, ALNAH
FiR# - LT -B - RmAbs £@d B R XBEMALE LT - B-REEMN
HA., EERFAREALT -al/p2 54T, - LT - B - RmAbs
HALT - - REFHNGRABFEMNKN @G RERF. TEHGE
QRETAXAMEZNSK - LT - B - RmAbs 8545,

EA4ALT -al/p2 8% % ¥, 1% mAbs BDAS #» AGH1 X #t4
ALT -B - R#EHN. BDAS mAb A LML LT - al/p2 693 M8
R (B3BHAER2). BA, E5LT -al/p2 —RERAH, HEHK-
LT - B - R mAbs BCG6 # BHA10 A A RA W E AR RAER. 1
BAH - LT - - RmAbs BKA11 #» CDHI104%A LT - - REEFHNA
ARHaks, EALT -aUp2 A IFN -~y ¥ME-FH LT -p - R
BMEMNGESGTRRBLNB/ER, AX2EA I % mAbs BCG6 F»
BHA10 T LM B RAEA.

EE P E SN E 2SN L ) RE ) R AR R
~ LT -B - RmAbs #7899 2Kk B M5 LT -p - RERFA £
MEAER. R, BRF—EE8% mAbs AR BEER —ZHHEH
SoFkMy. A, BKETHARKRE LAY mAbs ¢4 A K AT
B TELERTRAEAALTLES TG ER. B, TRASBALAX
LT - B - REAZLLSEFIGIARIVE mAb, XFRAKEH LT -
al/P2 H&HATHBL I A mAbs —HRE LT - - REFEMNHGHEM.

CEBEBARBMFELHME, T1995F1 8 12 8a >4 bk -
LT -8 - RmAbs ¥ EXBAREZX A E AR LBEXREIDRA
B ( ATCC ) (Rockville, MDY % &, Ff#i 265 ATCC A5 4 TF:

e # mAb ATCC
& AR N5
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a) AG.H1.5.1 AGH1 HB11796
b) BD.A8.AB9 BDAS HB11798
¢) BC.G6.AF5 BCG6 HB11794
d) BH.A10 BHA10 HB11795
e) BK.A11.AC10 BKA1l HB11799
f) CB.E11.1 CBE11 HB11793
g) CD.H10.1 CDH10 HB11797

AFEPHERAATHNG, SSAAKF LR ATCC BRB AR
K 6 FHBUK.

#- LT -B - RIgM ¥ 5 BHAEAEH LT - - REFEH

LAESTFRLARA IgC RRLE S EMNI - LT -p - R mAbs
AXERVTLEAEAMBEATGLT -p - RIEHN, Bit, LEALLAH
LT - - REFEMNGEZLA. TUAEAEEL DNA FLEIBHARR
- LT -B - RmAb R RESLEEMBERSA 10 M RESLLEHN
IsM 4-F (#12) .

B, ERARBRAF—KRLBZETRABELIABEEAKEN
BEMBENHLEIR (XEEHIP) IgMAYTF. SEIgMHFHF %X
—R& 2 CD40 42 % %8 I A 47 £ & (Kawabe ¥ ,Immunity,1,PP.167-
78(1994);Xu ¥F,Immunity,1,PP.423-31(1994)). X £ A RGEAK T4
IgGS, B, AARBHBMGEERLE E IgM & FHE,

- LT -B- RIgMAEKH TAEHHLESM AR @ AAF XK
RELT -B-R&5T, ANaamBERAAF 2ARRESE LM IgG *
BYAALG LT -B - REF.EXABEF S HRANKGHEG—A
BRHF, RAT Fas hGRAEK, AP IgMBEXL+5ARKY, of
Bt —H IgGs £E & ¥ X+ 2% & (Yonihara # Yonihara, J.Exp.Med.,
169,PP.1747-56(1989);Alderson % ., Int.Immunol, 6, PP.1799-
1806(1994)).

£4065, 3% Fas 46 apo-1mAb £ —# IgG3 mAb . X# mAb
ARG AR FHHN, THFHERET IgG3 ERBEA W Fc AMEHK
R, XAMEIERERERSHBX. Bd Fc AR &= £ —# F(ab),
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B, AHBARELELOARBEXRYE LK, @B KA & HDhein
% J.Immunol.,149,PP.3166-73(1992)). B, @it R TR, -
LT - B - RmAbs # IgM % X3 24 2 69 3o bt 78 A

% - LT - B - RmAbs #H A AGHELEK

#4edi- LT - B - RmAb # LT - B - RBEMN KRS HAR
et Leieh (6 - 8#13) THEFAGCARKESFE. AL
EHH ( SCID ) PRIITHEBEAYW, - LT - B - RmAb(CBE1D)
g A MMIEAREE WIiDr n BB AR (4] 14; B 6) . 7 WiDr &
BAETFTFX ( S.C) BHGPRERAN AT HGME. 4 S.C
B4 WiDr 6 B " A CBE11 mAb i.p. &2 A K, 490 294 M
Begd oAk (H6A ). MAIFN -y f&MmiE CBE11 % - LT - B
- R mAb ®iKMBEAHM; RIBEAEIFN -y, CBE11 &LZA
#&#5. /£ CBE11 + IFN -y @, 16 RhW by 7 R2LEXAMNAE,
A ehBAIE, E2ARNIHIBEEALL. $8A CBE11 &
e A 30 XM EMT CBE11 + IFN -y 4. R¥, #i%A8 CBEll
RGP ABRLERHERENAE. KA FES, A& CBE11 (+/-
IFN -y ) @5 st®@a (3K, A IFN -y P BR - A LFA - 3
mAb(1E6)+IFN-y ) XA A LR E £}, X BAZALEEX £, 1E6
#» CBE11 mAbs 33 4 IgG1 #i4k. 1E6 mAb e A A B ME @M, 2R
Bepa kK. E b, WMAMER X K& e F494E M R A CBELl
¥ LT - B - RmAb §94u M7 & h ey — A2,

BAEAS# IFN -y 0944 F CBEL1 mAb 4k A 4] b 75 £ K &5
AR BLERSG, BAEKSTANEGETLT - - Re9@EFHHA
Mk T IFN -y. £4KRN, AEXEPIL IFN -y 2 XH3 A IFN v
ZARL, XFRIAIG.

CBE11 4 - LT - B - R mAb #4514k 137 5] &7 B 64 Bt 78
BA¥ (B6B). AF—XL R s.c.iaf WiDr AMgZane, iLhp
BEKISE(H14). AR TAGERY, £AIFN -y, AR
% - A LFA - 3mAb(1E6) + IFN -y i.p. 232 6530 B4k R 69 Bk 5 69 K s
wu:¥em. MK, A CBE11# - LT - B - R mAb(+IFN-y X 3 3k)4t 2
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MMEFILER, RE, EAM3AMERA 3 KiEH CBELL &k, &
BB OX, SEBRLERTESIMNELL (B6B) .

ERZERN, ARARBOMRGE, RBELT - - REF
835 - LT - B -~ R mAb T A R IPHI I 78 £ A%, I 6878 W2 Lk i 7% 2w
OFEER. BEBLAN, MAL—ELT -p - REFEANTAARK
BHABBREIVGBHAGEIE. PERERYA.

Bl 14 FHBEEOFTETRATEZRALBYLT -p - REFEMN, &
BENEARALBIABESHApHMAmEEK. Wi, LESLT -
- REFEN (QHEEFRTAEINBARSESNEAZGHREN)
RBRABET XL P RAMRA B AR AT LR RGRIE .

IFN -y R A ECLT -8 - REEANNBEA

LT -B - REEN, #HHNAIFN -y AL, TARSLT - o/
RRISKBERIFENR S - LT - B - R Abs xH M 5% 406,09 4 i, 5P 4F
B, AL ETHENARSESE ( HT29 24908) 3+ FasR 12 % 2
# B ¥ (Yonehara # Yonehara,J.Exp.Med.,169,PP.1747-56(1989)); 7 H.
# A IFN -y §§ &4 T INF # LT - a # & (Browning
% ,J.Immunol.,143,PP.1859-67(1989)).

HHEAKXALT o/ 2RIAH%K. - LT -B - R Abs AK€
LT - B - REEMNGRHBERNEGLT -p - REFMNERETH
RBGmPEABGER, AALEFX, FTARAERF EELBH
RHERE RA—ZRERBELT - - REFNXA— 2 B# a8
H, BREBEERBAHAEECLT - - REFEHN—REUEA, AHR
EmREW, REAREFLRAA.

Ao, TRAEBERIFN -y FHREH AR LT - p - REEN,
ZRENTHRN BB AEI AR 4. AR IFN -y BF2
AR BEREN L, M ARHE A ENBE R L Dinge
¥ ,Immunity,1.PP.447-56(1994)).

B EFTHE, HALIFN -y G4ETHH, AREMEB LT -
o/f FRIASAKFK - LT - - R mAb B @R aeER4ERG
HHETAZRY LT - - REEMNEY, RERFALABFT LA S
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IFN -y 4, ARACHMANETRSZNRIFN -y 54 % (4 10) . 4
o, BREROIELN4E RNAMSRNA R EEF L TFHREF4E. A’
REELEBR/BEBIREB(Poly-rG/rC)& dsRNA ¥ k€ B X se A R4
A F #® £ # ¥ % (Juraskova F ,Eur.J.Pharmacol.,221,PP.107-
11(1992)). |

T ¥ R T A R W ¥ (Glycyrrhiza glabra) 5 -F 3£ & &) 3 #
(Acharya % ,Indian J.Med.Res.,98,PP.69-74(1993)),A % 25 M4 # ( &
‘ETRAOR) ATRIARFRAGKF. I TFREFTH HE:
imiquimod(Bernstein ¥ ,Antiviral Res.,20, PP.45-55(1994));
saparal(Paramenova ¥, Vopr.Virusol., 39, PP.131-34(1994)); ¥ 3 &%
B, 4¢3 IE 5 9% (Onishi # Mnchida, Hinyokika Kiyo, 40, PP.195-
200(1994)); Ridostin(Cheknev %, Vopr.Viursol.,39,PP.125-28(1994)).

ERTFREFFANPONHCHEAERATRFRE, IFN -a
FEHN., IRFREFELETAHKALT -p - REEHN, 2R IFN -y A&
.

ALT -o/p A4 LT -p - REEMNEH

AERFNETRALALBEGALY, REFH46EkeglsRE
K, HTEARBER.RH, RABZAASYEARAREFTARMNEFE
GRS TAERG A EAK, #e, ELEOEIAESORERKL
T, BRNEABEREEETGARCR.

—f%, EARABRPEGHFRZE, AL EHE 100 - 200 p g/m’
# TNF(Schiller %,Cancer Res.,51,PP.1651-58(1991)). £ & ¥, 2. 5
x 10° £{E EFMAIFN -~y L8651 - 5 p g/ R/ KON EELBHFR
A B M B 4 W 4 (Balkwill ¥ ,CIBA Foundation Symposium
(1987);Havell ¥,J.Exp.Med.,167,PP.1067-85(1988)). # 3% & HT29 % %
JeiX% P TNF #2 LT - al/B2 AR, KH5- 25 g/ RA/XH
LT -al/B2 e E&EFTMELE. S EEA, H5LT -p - REFEAN,
42 IFN ~y A4 EN LT - ol/p2 MEE Y A 1mg/m®.

MHk A, IFN - y&HF—AZL 100 - 250 p gm’> EBH A
EAASHERLL10 - 25 p gm’EBAMY “LRAH” K F34 (#
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4=, % 1 Kopp %,J.Immunother.,13,PP.181-90(1993)). A & # T & i
THAETT o, R 4 % 10°£45/m* % IFN - o #2% 250 p g/m* & IFN
- v (Niederle ¥,Leuk.Lymphoma,9,PP.111-19(1993)). % 25 - 100
g/’ PEFHEWIFN - v BALHEES LT - o/B 28 T AR 44k
#- LT -B - R- Abs @S REALETHNENESERE,

TR SBAEATF B T A2 69 A B A S 78 B e H Mo 5 kR
AAZRGLT -a/p RIS hPIBENEKE - LT -p - RAbs, &
B REXIEGRG T BHBUBR. REXAGRETUESHITA
.

ATHRELFGERABEPHETRAAZHHBX. i, LTair
B, FEARPRANE, A M., LN, BH. RAZEAXE SR £
M, FoTEHGFTERGER., ARABIARETHRHGRAF X
HIME. BRAFATROQE R, BES. KT, #KA. Hi4AFH
RELBA.

Blde, THLT - o/p 2R ISK,. IFN- vy#4 - LT - B - R Abs
BARARBARREBKIBALEGHDBETHLE. F5uadd
T RS HERA R, RAKETRODED. Hlie, TAH—
HASME T ARHR LT LEWF/RHK - LT -B - RAbs#IFN - v,
BHEFERLSA S.0mg/ml WER—KESW. 2.7mg/ml HEK =M.
41mg/ml H#F 8. 1mg/ml #R/KF Ilmg/ml LA &E 20. THEE
®ET. AERAE, FERAZHALE Water-For-Injection(USP)3 47
s 3-3

A AEHETRAEAAZRC G ERLYG. TAHAGEK (4
4, % X Remington's Pharmaceutical Sciences, 16th &, 1980,
MacPublishing Company). X #TUEAGEATUAOIELCEAH
F. Bk, BEEAK EN. BEBHNF, pARFOEORLEHA.
HRBSWHEHEENE, RE, —BFXRA-KRIILK.

AXRGHAASHELTABEE, BAK. LERBEREZEZEA
REBRACWHXMRA, EARABEREGAZR K LR, XALTH
AEMXARIhRAKE. EHEEAGLENTORARARHXY
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FLERRGPER, pEMNIBEE. THAGXRBKELESLE
L& K X B(US3,773,319;EP58,481), L - B/ BAy Lik- L -84
AR 85 3k R W (Sidman ¥ ,Bibpolymers,22,PP.547-56(1985)); % (& - BT
A - THRE )R LH L8 L% B (Langer ¥, J.Biomed.Mater.Res., 15,
PP.167-277(1981); Langer, Chem.Tech., 12, PP.98-105(1982)).

TAR GG ik WESA LT - a/p 2ELAS4P/RHE- LT -B
-~ R Abs # IFN - v 9§ A4k (#ld=, £ DE3,218,121;Epstein ¥,
Proc.Natl.Acad.Sci,U.S.A.,82,PP,3688-92(1985); Hwang 3, Proc. Natl
Acad. Sci.U.S.A.,77,PP.4030-34(1980);U.S4,485,045 = 4,544,545). i
¥, BRKA DS (22000 £EBX, £¥, £KSEHT 30mol
% Mo E] By, xR B BR e bl sh TR, AEH LT L64H/RK LT -8
- RAbs # IFN - v 6983 & K.

AEXPYLT -op FEZSAEPRLT - - RAbs ET UL L ISR
s, BAKRTSAAELT -B - REEM. LITHAXIFN - v,
AN B EHFETRAFEGIFN - v. LT E44%kfdi- LT -B - R
Abs 5 REGLEETUARET LG XEN LA, ek, 2R TH
FEIRFTANEREAEBEA TROMEGF AT RIEAMN. LTAA
BEOHIBENS - (4-LExBEBRFERX) THRESEN ( MPBH ) 3
5 B 4k 6 4 4 (Duzgunes ¥, J. Cell. Biochem. Abst. Suppl.
16E77(1992)).

ETFHR-LT - - REEHANEFALSHGIES

ALT -B - REFEARBMGIMBATAILAKE. 5 LT - o/f
ERIGHRESHLT -B - REPPABTEAKGNES ), M
AALT a5 LT - REZ A @AY RGa/p 2L T BA BN E
&5, MR, TNF fAhRLa/a RETAHEFES AL LT - o/ %
RAASKRES. B, 44beh LT - al/p2 LKA FHH EA 5 AA4R
LT -BREZEG LT -p - RES, 2&2a/a 2%, Bk, Rid
i TNF KEXXBERS. B, KXW LT -o/p ZFRALS4ERS
F#E TNF - AXORER K.

LT - al/B2894ER, PR AB XS ARELREREL X RR
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BAAXGAR M T, i, ARELT - - RO AHLHH
ERFTEREERALER TNFEEXMARKR LK X LA E4ER A,

LT -al/B2 5P LT -B - RGESKAKESERALT -B - R
L —HIF. B RDLESH 100 - pg ALT - al/B2 R854 11 ),
ZERLT -B - RAERFHHGHBARL2BALM FasR X p60 TNF
- RBFEFRAEFTEMG KRBT LRGP B A5,

ERLT -o/f ZRAAASEAB AL, A% RFR- LT -B - R
FAEREIABBEEARNABEAIHRREAE L THE, ARSHK
WHRBATE T EARRATEF R ARERE, MA, - LT -p - R
mAbs M FAHB X TERLT -o/p 2 EZSHKED THE, FHEE
KMAEE &,

fiit, AL FREMBET & (FEAPALT) £6685 X278
EZMA mAbs X LT - /B #BEHAK. LT - - REEHALSFR
NEGBGAETTRAFEBRNSG I OGN BOEE, XHFEELERE
REMETXERAARTRESRAGRZE ML,

Bobh, BAEERARYGAER, BTG QR R T
RRXAHBEE, IATEFAAREALRENREMOGEARN E
.

TaHERFEPBTEAZAGLT -/ 2R ES%KMH - LT - B
- R mAbs AR SRk, ZETHEPRE SHAHLRTHEE: FF7
EOLAEMZATHYUBE, AAWHERRORANERL SRR,

#1

FELLT -o/p BAKHEARFE LR KM LR

BHEFTENEHBLEKLT - a RS AHBXYLT - ELAHK
# #(Crowe ¥ ,Science,264,PP707-710(1994)). X 2 x 10° 42 jo/ml &9 %
J ¥ High five 5% %k %1 }.(Invitrogen,San Diego,CA)¥:#+ %] 7.2 F+ £ Az 7%
SF900 - II(Gibco)3E i . 48 I MG ML 1.8 x 10° 40 jf/ml,
JA150ml ( 3 x 10°PFU/m1 ) LT - B # 300ml LT - o /% % &5 & &
. 2 RABKERRY, FEZBFohE@BAER. mA EDTA #
PMSF(1ImM EDTA # 150 1 M PMSF #5&3% &), A—A SIYM10
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(Amicon)3 7 H B BEFBH G EARKSE 10 152, FEBERIR 6
W, 5 120ml, FEBRIHRFIHEKE - 10 CTRELA.

% 2

WETHERELT - B XAEALAREY Fe bk

i PCR W cDNA A BF ¥ LT - - REKEILZHBRETS R
B, RRAFEXS K#f3’ K44 T Notl # Sall ME4) HE{x 5
# 31 % (Browning ¥ ,J.Immunel.,154,PP.33-46(1995)). /A NotI #= Sall
Ry 5=, b, 5 H%MA IgGl & Fe ¥ &8 Sall-Notl # & —#&
A3 Notl XML K pMDI01 L. S RANEAL AW RALD
TEHG —ATRERELRAMPLT - - R - Fe 4%k, @it e
g HARBN CHO dhfr e, FAArA% k5 BHRAFELSLE. LT
"B - R - Fe#yaaBREY, i ELISA RBaBH L LS
REZOHMBE. iLH MR A LR ERRMT, HARELBELAR.
i# 3§ Protein A Sepharose XA EF EM 5 B HEG.

# 3

MTNF - RA&LT -8 - R#EALT - al/B2 i % o B

ATHERT LT BANG LR EPe Sk, AAEEL7H0
WA Smg/ml WEEHIMAME LT - - R - Fe (dokh 4] 2 Frik) fo
TNF - R p60 - Fe(Crowe ¥ ,Science,264,pp.707-10(1994))#5 £i4t.4) )
¥ £ £ CNBr - Sepharose(Pharmacia) t. £ B 2%, stE#igsts
—# M. E—HFH5A20mDSIYI0 RBERMABHA LGS LT -a
LT - a2/B1 43 p60 TNF - R - Fe B Pidd. it4H LT - al/B2 # LT
B RBMAAL—A LT -B - R - Fe H. 258 5 2E4kRG
PBS . 27 0.5SM NaCl &5 PBS # PBS %k, K5 M 25mM #&HM.
100mM NaClLpH3.5 2B LT - o # LT - a2/p1 44k, #4455k
A 1720 AR 65 0.5M M4, pHS.6 b, FH# A £k L. @it A 280nm
EKTRARKERLSAEONEY, SH%EEH AT L yER
R &4 SDS - PAGE 94k B e K k. LR ABLE = 4 65
£ 95 %A L& LT - al/p2.

#l 4
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X 2 sty LT - ol/p Btk

BAREHREN A IHEATHFTRITE, AAXRXEFBRT
ZHRRBAEHAARELR. A TSK G3000 swx2 A ¥& 0.5ml/%-4F 69 ik i&
*f BioRad # kit & akA, #3H R LT =4 LT -a3. LT -
a2/B1 # LTal/p2 A K2 %, B 1A AW, RY (RRXAH#E) LT
~al/B2 EARABH L T ERRABXAL. 5EXIMFARITRELR, =
HHBXIY A=K, Y450 - 60kDa. BEAZK, TUARARTFHERZ
4685 LT - al/p2 A LT - a2/l B5 PHES® LT -a £ LT - H4k
Fit$: XBEAF LR EARKEAAEEMNZRE C4 LA HPLC
IS BZEMNBEASEIEZ M. BN ERIEEL T LAk e
KEFok LB B L.

BAEFIRENHAE—TRAZZPNGLEE, EIUFRRANEAF Z
%4, A BioCAD M EBMAE T L HkMBEFLT - al/B2H LT -
a2/l ¥ pHB. EFXEANARKZEGH S & 3 L5 POROSCM (&
wi) B4R XS, A 16.66mM MES . 16.66mM
HEPES . 16.66mM Z& 4%, pH6.5 & kvl sml/4 o9k Ez4, A
1M NaCl % B & 20 B4R %EM. LT - al/p2# LT - a2/pl 464
# BioCAD EAf B4 B 1B /7. $#H =P LT -a3. LT -a2/Bl%
LT —al/B2 AR ERETHER, ABAZHMNTESZT1-2%
HRXTEES.

# 5

ATERLT - al/p2 44 %5 HT29 AR S E

E & £ T HT29 % @ & X ¥ (Browning #
Ribolini,J.Immunol.,143,PP.1859-67(1989)). E—ARE K XBE T, £
96 LI L4 & 4KARA 0.05ml 49 LT - al/B2( A FEETRAKBIEET)
8 % P 2R, 4 5000 AR G 8K LA HT29 - 14 AL A 0
X 80U/ml (A &HE#£4E) A IFN - v 45 0.05ml 325X . HT29 -
14 e A & TR ATCCHTA M HT29 2 R 5[, Aikmie & £H4H
4. AEAB LA HT29 - 14 808; AR ATCC - #1746 HT29 %
LRAEAMALELR. 3 - 4XG, BATHEMNZ MTT £HH A
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BAZER: mA 107 MTT, #FF 3 I 6/EM4AH 10mM HCI 45 0.09ml
FABEMERGEHA, /£ 550nm TR O.DMA. Al Z ik
X ENF ERNENTERSZHRBXRMALYA IgG , ERL&ERE
A5 ug/ml.

B 2A &7 M3 - Fas £ mAbCH-11 (Efe#¥ FasRE %) &
2, ABMEIFN - vy 448 INF. LT ~a3. LT - al/f2f LT -
a2/pl B HT29 M R4 0. st A LT - al/p2 L Eéhmhe
HATARNRELA, ZEMNEERBH, R LIHHLME. AL IFN
- YHEHT, AREEAMER, XABE IFN - v ¥aalestk g g4k
8 TNF RN ETHRENFFTFORD. RELRSERLHEGT
EOMAR, FHEofp HEEW IFN - v 1% 100 4.

B 2BA&AFLT - - R- Fc#idp#l LT -al/p2 5 5464H, =
p60 - TNF - R - Fe R #, AWM F M LT-a1/p2 4 H. p6o
=~ TNF - R - Fe %2 HHMERRX—FLAW, BRENLT -a (S
AT 1 %) REFALT - al/p2 G @ e F L& M.

# 6

W3- LT -B - R mAb #EMmi& LT - al/B2 £ 44 HT29 40 /e
GEHGAER

B S MR F kTR MR RE, IRRGRE, & 2x LR ERA
IFN - v #4i - LT - p - RmAbs(0.01-1000ng/ml % 7), KE¥% 50 u
1 A RMASARHBEN LT - ol/p2 b, BHSHEFERAZ M
RrK, B3ATHMHRAERK- LT - B - R mAbs £mB LT - al/pB2
MIEER TG RRER. B3A %54 - LT - - RmAb CDHI10 &
ARk THEGHBME LT - ol/p2 e EE. B3BEATFH—#
#- LT -B - RmAb, BDA8 £AAF &A% Fej4EMA. BDAS mAb stdy
F LT - al/B2 e F &M, &R mBMrEmRe it .

# 7

B Z4 - LT - p - RmAbs #54 HT29 M 40 je

ATHHA-LT-B - RmAbs AR EBH A&, 50 1 110 p g/ml
F# - & Fe % L BEH K (Jackson ImmunoResearch) $ 96 3L 41 47 3%
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A5, M PBSEF 5% FCS %k HA, REBZMFHRELT -
B - R mAb, J#fTh —K&k&k. ¥ HT29 &l AFE mAb B
ALY, W S Has kst irEmie B, B 4A 2T E 24 BDAS
## CDH10 % - LT - B - R mAbs 5t HT29 @letg o p4ER. L B
EF—Ak@mEr, & mAb 2R FFHBmEGARSFHER. B
4B % ~ARFl 45 BDA8 # CDH10 3% - LT - B - R mAbs S E&E & T
REW L mEAE, HhEHAEKIIENMC- LT - - R mAb#jE M
fe & a o T A B AL,

%] 8

RAR K485 - LT - - RmAbs £E R P eHaA45 14 HT29
& g,

B SR FERZ HT29 mietg A ¥k, FMIRRMRZ, Lk3akh
PEA—FXAMAHL- LT -B - RmAbs. £ 1A 7L 5% T (AR
RABHLE)SAE#K LT - B - RmAbs B AT RS t93F HT29 MK,
4R, TR - LT - B - RmAbs £ HT29 X B P L HS
KRGS IFRELI R - IVRE, A% RXBTHERGHR- LT
-B - RmAbs £REM T2 HLE4HE, AVEFFEE6 mAbs $Ei8
MAFMGLT -p - RAA.

A LTHMBEHR- LT - B - R mAbs 455 AR HT29 oA
mppatk, ¥R - LT -p - RmAbs £ HT29 e Eme X B FiRL
WEWNHER, THASARIL. II. MAIVE, “+” 545744 80U/ml
IFN - v 844 T mAb 443t HT29 46655 & o4k A 694 2 K F.
nr=RAR%¥; nd=RR%E.

% — mAb
B o5 - % 1§ 191§ v #
mAb BDA8 AGH1 BCG6 BHA10 BKA1ll1l CDH10 CBEIll
I BDAS nr - + ++ + nd nd
AGH1 - nr ++ +++ ++ nd nd
II BCG6 ++ ++ nr - +++ nd nd

BHA10 ++ +++ - nr + +++ ++++
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III BKAI1l1l + ++ +++ nd nr - nd
CDH10 ++ ++ ++ +++ - nr +++
IV CBE1l nd + + ++++ nd +++ nr

B SA - DAFSEHT E@REZBTRAFRLT - - RE4E
ME4A% - LT -B - R mAbs HRARBHNAESGEELHER. B
SA % % BHA10 #= CBE11 #j % fo. & P-4 A1, A 5B % & CDH10 # CBE11
a5 EM, B 5C &7 CDHI0 #» AGHL a0 F WM, kA%
BHRAHA4HE. B SD £F CDHI0 5 AGH1 mAb A4 s AR A
WiDr %5 % —#¢ 78 20 06 % 09 sa oAb AE .

A2 A KMAR AR - LT - B - RmAbs #954E65 B 2,

%2
PEHR-ALT - B - RmAbs HT29 fafie 5 Mo & 2
mADb mAb e Mk BT 8 4 A
(% & # & 24 £ Plastic T & HLTalpl &
%4 Ly mAdb mAb R S 4
mAb
I BDA8  +++ +++ + +/-4 4]
I AGH1  +++  +++ +/- 4
II BCG6  +++  ++ + +/- BA
II BHAI0 +++ +++ + +/- Ra
111 BKA1l +++  +/- + - Fa 5%
I CDH10 +++  +/- + +/- Fm 5%
1\Y CBE11 +++ +++ + +/- XA
s R
MOPC21 - - - - PR
HT29/26 - nd - - XA R
TS2/9° nd nd - AR

"HLT -B - R#%4 CHO #l% FACS £ &
PRRRARERALETERSARERBEGT - W0 X8 I -
23 £4-KB. nd=k#&
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CAEAIFN - vy EHT, EAXAFT R FHBRENZ - LT - -
R&HMMmEAKHT - 29 @M.

TEXERXBFATEGHSWH, ALEXBRFAAA.

‘% - ALFA - 3, —# & IgGl1.

%9

BB P K IFN - v %57 M8 e

AZPEHELT -p - REFENIFN - v, R—F@mBETF, €
BEARMBER, mBAKRESRE. AETHERBRE PG AR IFN
- VHRETRRS S, RERMIEIFN - v §FHTRELAXYW LT
-B - REFEMNGEM. TRARAEALRCFREANMNE KLY IFN -
Yy RERFTHN, SHAGAZHELRRAMNERE, R IFN - v 8 A
BEREZHBNEALEAKXNAE LT -o/p 2FZS4kAK- LT -p - R
mAbs —RREI R BERE (REALHEESGEMEAERNZ), WLE
¥ IFN -~y A XL ABLH AR T ETFTHE-FF LT -p - RBEMNE
A.

#] 10

FHFARARIFN - vy A —HLT -p - REENA TEHFIEZIE

RAFHERIFN - v ZEGTREGARTEGUESDIE TEAEYN
BLT -B - REFMNER, Hlde, AdAFREBLER/EEER
H# B (Poly-G/C)Hg R4 RNA 5 T &2, TAFFTHE.

A 18mg(600mg/kg)D - F 5Lk 4 ¥MH C57/b16 ( 6 - 8 A
), BhE INF L CRNBHGERER. KETPREEER Y
89— % 7%k B8 poly-G/C(Juraskova % ,Eur.J.Pharmacol.,221,PP.107-
1)MA S LT -al/B2 (10 - 100 p g ) ¥, HHHERFEAHABRA
(i.p.) A& L NEEMR. poly-rG/rC R4 RNA 9 EAETARE LT -
al/B2 6 FAr 8 & M.

s, BTHBAREFGTIKFH N (Acharya ¥ ,Indian
J.Med.Res.,98,PP.69-74(1993)) T A 40 - 100ml/ X & # &@ T Bk A F
XKEABER. TAEZBRHBRZEALT —o/f ZEIZSAKRK- LT - p
- RAbs 954 TFTHATFLT - - REEAREMNZ, BMHERET#
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el F X flgE FEOHEE.

2,77 % Imiquimod R - 837(Bernstein ¥ ,Antiviral Res.,20,PP.45-
55(1994));Saparal(Paramonova 3 ,Vopr.Virusol.,39,PP.131-34(1994));
i IC 5 88 (Onishi # Machida,Hinyokika Kiyo,40,PP.195-200(1994));,
Ridostin(Cheknev % ,Vopr.Virusol.,39,PP.125-28(1994)# 4 LT - B -
REEMNELT ~o/p 2EEA44K. - LT -B - RAbs. A ML —
WA, EHEMFAT, HTEL2EH AR EFTXPRENT, A
AT AR L, EdFRE AT ER TR

#l 11

PR ZEHALT - al/p2

23X BALGHEHE CS7b16 ( 6 - 8 AFR) ip.ER
18mg(600mg/kg)D - 35L& Mk, vA4EF 0 55 TNF & 3 € 3o bk 78 H 69 45
AR, REipEHATINF. LT -a X LT - al/p2.

AJLETEEH U INEZRENZANHFESE,

%3
XA RE(ug/5 M) HiEx
3K - 4/4
A-TNF 0.2 0/6
A - TNF 1.0 0/2
A - TNF 10 0/4
A-LT ~a 0.2 2/2
A-LT -« 1.0 2/2
A - LT - al/B2 10 2/2
A - LT - al/p2 100 2/2

#] 12

MEEMAR- LT -p - RIgM £ 5L BHR4A

AR LEZRM BB EERE, S40E8LREE AT O AMNBE
AREX, TUARAAALSEREGHR - LT -p - RIgG. THiBH
PridEegd- LT - - RIgGH IgG - MREANE TELRBLX
B AR THRETELMERDNA, #4462 KB AHHZS/PCR
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Fik, RBLSMERBAE TS E 6 RNA 34765, X bk b e
% (Arulangndam ¥, J.Exp.Med., 177, PP.1439-50(1993); Lane %,
Eur.J.Immunol,22,PP.2573-78(1993); Traunecker % , Nature, 339,
PP.68-70(1989)).

RERTFH Y AERSHACHL. CH2H CH3 p £ 4 H B0 #K
K, AAEEE - BITHEEARERTEAPRBUERLE IgM &
T. BEFR-ADEABZRE#HEG DA TER AR HAK.

%ok, TRARA—Fi#lid PCR ¥ HARBTERHLRELSRH
DNA #5k. RERP Y DNA HBALALHA IgG FHGEK, &
BARFSEERRLEGNEHFEAR. IALERBEKA “ARL” Fk,
f Jo i gm L kR Rt (H4 W094/04679 ) .

# 13

#-LT -B- RIgMELBHAEALT -p - REBERHN

TAH 12 HRGEAHBINER - LT - B - RIgM k. 359,
TAEAI L X BREGBRAAMALENGEFT PARXREALKYN CD40
55K A5 %34 R IgMs(Kawabe ¥ ,Immunity,1,PP.167-
78(1994); Xu ¥ ,Immunity,1,PP.423-31(1994)) 344 - LT - p - RIgM
mAbs &.

A HT2Y AmEEAB Ty, EHIFN - vy 54 TARAIHN SR H K
R, AHALT -B - REFEH, - LT - - RIgM mAbs ¢ KR W
BHTHEF —H IgG A4k, - LT - B - R IgM mAbs /£ B 24t
IRAFETERTEHBARANYHERLI LT -p - REEMNHHER. 3
I, BAMBLPECREMBLT - o/p 2EELSKGIMBIEME.

#l 14

#- LT - - REALERKIWFHANRBE @A SCID AR
RS

A E T (s.c.)% X34 T 0.2ml PBS F485 1 x 10° % & 8554 4L 5 %
A ARE WIDr 486245 Balb/c SCID & (Jackson Labs,Bar
Harbor,ME)# H¥. #EHR WiDr @ EPAKAHRNE, KAk
=~ LT -B - RmAb##MBLERGk). £—A%B T, £ s.ciEMf
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WiDr @5 F i, EAKEHAIFN - v ( 10° i A EE00R) 6
4T, ARXARACBEI1%- LT -p - R mAb&AE N K (B 6A) .
A ipES 0.2ml AR, EREARAEFIFN - v REHEA . 2
BN REREHEK, EBEH IFN - v. XNBH - A LFA -
3mAb(1E6)5 IFN - v . EBFE 30 X BT 5] 69 & M 78 65 K b3 474
%, B _RABEAMNFHFRTFMBER (X cc ) . A CBE1
# 1E6 mAbs &2 8zhHHEL 10 n g/ AKX 50 p g/ Ee5&K (F
6A; SR AMEGEBFTORE) .

AA—H%ERT, #ids.cd b AEH WiDr &0, £A CBE11 %
- LT -B - RmAb&AZZH, itifELEKI1SX (B6B). A% 15
XK (ARFKAELRZH), HEBEHOEHEMA 0.076cc , FHAERH
0.53cm . REEAXREZAAIFN - v ( 1085 RmF 24200 RGO E4T,
AiLpEHRA XS —4 12 X&HHKMA 0.2ml CBE11 & - LT -p - R
mAb(S0 1 g). EAMIANNRAERERL AR I K. £3B4A (12 R
PR/ RPERIFN - v (108 RmFELLE/ P R) RESH 50 n g3t
B3 - A LFA - 3mAb(1E6)+IFN - v ( 10° R B H 4/ 1K) . £
HMBEAREN 1S - 49K, AR IS KEANENSEL KSR, B 6B
SR RALETRF TR/, A2 3 A4 IFN - v 45 CBE11 &2
A LA K. AAMIANNME 3 k34 CBE1Il mAb X &, £
EEHETAWNRAEL (7TABLIBER) AL KREE,
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Applicant s or agents file | internavional appiication No.

reterence number B185 CIP PCT !

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13b15)

A. The 1naications mauc octow reiate 10 the MIcToorganism reterred 10 10 the descrniption

on page 28 .hne S 18"26

B. IDENTIFICATION OF DEPOSIT Funher deposits are idenufied on an additions) sheet E

Name ot dﬂw‘lllf\( msuatulion

American Type Culture Collection

Address Ol UCPOSIHATY INNIIULION (IACINUIAR POSIAl COdE ARG COURLY)

1230L Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, CB.EF1l.1l
Date ot ycposu Accession Number
12 January 1995 (12.01.95) HB 11793

C. ADDITIONAL INDICATIONS flcave niank if aot appiscable  This information is continved on an sdditional sbeet  []

In respect of the designation of the EPO,_ samples of the de-
posited microorganisms will be made available until the pub-
lication of the mention of the grant of the European patent or
until the date on which the application is refused or wvithdrawun
or is deemed to be wvithdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC only by the issue of a
sample to an expert nominated by reguester (Rule 20(4) FpC)

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE /if the indicanons sre not for all deignasad States)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (lvave blank if not applicable)

The mnaications histed betow wiil be d to the Inter | Bureau later (specify the genersi naiure of the ind ag, ‘A
Nember of Deponi®)

For recerving OfTice use only For Intemational Bureau use only

G This sbeet was received with the internauonai application} D This sbeet was received by the internauoaal Bureau on:

Autbonzed officer Authonzed officer
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200410007058. 5 o P ZE36/556M

Applcants or agents tile - Iniernationai appiication No.

relerence numoer Bl 8 S CI P PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13i1s5)

A. Iheinaications mauc beiow reiate 1o the microorgamsm reterred (0 10 the description

on page 28 hneS 18-26

B. IDENTIFICATION OF DEPOSIT Further depasits are sdenufied on an additional sheet

Name ot deposutarv institunon

American Type Culture Collection

Address 0l UCPOSIATY INLIULION (1IACIULIAE POSIBL COdE BRA COUNIIY)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BC.G6.AFS
Date ot ucposst Accession Number

12 January 1995 (12.01.95)/| HB 11794

C. ADDITIONAL INDICATIONS (icave nlank of nox sppircable) This information 1s continued on an sdditional sheet E

In respect of the designation of the EPO, samples of the de-
posited microorganisms will be made available until the pub-
lication of the mention of the grant of the European patent or

until the date on which the application is refused or vithdrawun
or is deemed to be wvithdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC only bv the issue of a
sample to an expert nominated bv reduester (Rule 2i(d4) Epc)

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicanons are not for all dani gnased States)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (lcave blank if nos appliceble)

Tbe indications listed below wiil be submitied to the intemational B lates (specify the g natureof th
Number of Deposi*)

T

;
eg, ‘A

For recesving OfTice use only For inter IB use only  eeemmm———

D This sheet was received with the internauonal apphication D This sbees was recerved by the Internastonsl Bureau on:

Authonzed officer Autbonzed officer
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200410007058. 5 o P E37/5656m

Appiscant s or agents tilc Inlernatonai apptication No.

relerence numoer B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 131s)

A. Theinaications magc below reiate 1o the MICTOOranism reterved 10 in the description

on page 28 lhine S 18-26

B. IDENTIFICATION OF DEPOSIT Further deposits are wenuiied on an additionai sheet

Name o1 deposiary insutution

American Type Culture Collection

Address 0l GCPOSHATY INTHILLION (1ACILEIAE POSISI COAE BRD COURLTY)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BH.Al0
Date ot depost Accession Number

12 January 1995 (12.01.95) HB 11795

C. ADDITIONAL INDICATIONS ilcuve nisak f nox sppucable)  This iniormation 1s conunued on an sdditional sheet [X]

In respect of the designation of the EPO, samples of the de-
posited microorganisms will be made available until the pub-
lication of the mention of +he grant of the European patent or
until the date on which the application is refused or wvithdraun
or is deemed to be vithdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC only bv the issue of a
sample to an expert nominated by reguester (Rule 2-(4) Epc)

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicenons sre not for el designatad Statcs)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (lcave bienk if not eppiicable)

Thbe indications hisied below will be sub d 10 the inter | Bureau jates (spearfy the gencras naure of the ind eg, ‘A
Number of Depont*)

[———em———— For recetving O(Tice use only For international Bureau use Only ey
D This sheet was received with the inter i appi D This sbeet was received by the internauonsl Bureau on:
Autbonzed officer Autbonzed officer
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200410007058. 5 o 45 ZE38/556M

Apphicant s or agent s lile |niernauonai appiication No.

relerence numoer B l 8 5 C IP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13bis)

A. The inaications madc beiow reiate 1o the microorganism reterred 10 10 the descriprion

on page 28 lne S 18-26

8. IDENTIFICATION OF DEPOSIT Furnher deposits are sdenufied on an additional sheet E

Name ot depositary institunion

American Type Culture Collection

Address Ot UCPOSHATY 1NSIIULION (IACIMKINE POSIAI COGE AnA COUALTY)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, AG.H1.5.1
Date ot ueposn Accession Number

12 January 1995 (12.01.95) HB 11796

C. ADDITIONAL INDICATIONS (lcave nionk of not appircable) This information 13 continued on an sdditional sbeet [m

In respect of the designation of the EPO, samples of the de-
posited microorganisms will be made available until the pub-
lication of the mention of the grant of the European patent or
until the date on which the application is refused or vithdraun
or is deemed to be withdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC only bv the issue of a
sample to an expert nominated bv reguester (Rule 2{(4) EPC)

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indications are ot for ell designased Stases)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (lceve blank if not applicable)

The indications listed below whii be sub d 1o the inter 1B later (specrfy the genera: nsture of the 1nds eg, ‘A
Nomber of Depons*)
=== for recetving OfTice use oniy For Internanional Bureau use only  eemwvemcucy

D This sheet was received with the wternauonal applicanon D This sbeet was recesved by the Internatons) Bureau on:

Authonzed officer Autbonzed officer
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200410007058. 5 oM P ZE39/556m

Apphicani s or agentss lilc Internationai apphication No.

reterence number B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13015)

A. Theindications mauc beiow reiate (0 the micToorganism refesred 10 1n the description

un page 28 .hine S 18-26

B. IDENTIFICATION OF DEPOSIT Further deposits are wentfied on an sdditions| sheet

Name ot depositary insitution

American Type Culture Collection

Address 01 UCPOSNATY INSLIULION [IACILUIAL POSIAI COGE QRS COURLY]

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America
Identification Reference by Depositor: Hybridoma, CD.H10.1

Daie vt ucposn Accession Number

12 January 1995 (12.01.95) HB 11797

C. ADDITIONAL INDICATIONS (lvowe nlank of nos eppiscable)  This information is continued on an sdditional sheet [X]

In respect of the designation of the EPO, samples of the de-
posited microorganisms will be made available until the pub-
lication of the mention of the grant of the European patent or
until the date on which the application is refused or withdrawn
or is deemed to be withdrawn, as provided in Rule 28(3) of the
Implementing Regqulations under the EPC only bv the issue of a
sample to an expert nominated by reguester (Rule 2¢(4) FpC)

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the ndicanoas are not for sll dempnosad Stases)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (lcave blank if not applicabici

The indications histeli below wi il be sub dothel | Burea u later (speafy the pencrat nature of the inds g, ‘A
Number of Deponi®)

For recesving Office use only For In ions) Bureau usa only  =eemm————

D This sbeet was received with the internavonal application D This sheet was received by the (nternatonal Bureau on:

Aulbonzed officer Authonzed officer

42



200410007058. 5 o ZE40/55T0

| International appication No.
|

Apphicant s or agents lile B185 CIP PCT

reference number

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 1305}
g
A. | :Indications mauc betow rerale 1o e MICTOOrganism reterred 10 1a Lhe descrplion
on page 28 e S 18-26
B. IDENTIFICATION OF DEPOSIT Furiher depasits are sdenufied on an additionsl sheet [ X]

Name ot deposnary insutution

American Type Culture Collection

AdJress 01 UCPOsIary INSIIULION (INCINGIRE PO3IaE COAE @RD COUALIV)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America
Identification Reference by Depositor: Hybridoma, BD.A8.AB9

Date ot ucposit Accession Number

January 1995 (12.01.95) HB 11798

C. ADDITIONAL INDICATIONS ficave nlank if not appiscable)  This informauon 13 continued on an sdditionsi sbeet m

In respect of the designation of the EPO, samples of the de-~
posited microorganisms will be made available until the pub-
lication of the mention of the grant of the European patent or
until the date on which the application is refused or wvithdrawn
or is deemed to be wvithdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC only bv the issue of a
sample to an expert nominated bv reguester (Rule 2¢(4) FEpc)

D. DESIGNATED STATES FOR WHICR INDICATIONS ARE MADE (if the wdicasons are nox for il designated Stases)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (icave blank if not epplicable)

The indications hsied below wiil be submuited (0 the international Bureau later (speafy she genarst aature of the uad &g, ‘A
Number of Deposi )
== For receiving Office use only For inter | Bureau use only  mmme———

D This sbees was received witb the internauonal application D This sheet was received by the internstional Buresy on:

Authonzed officer Autborized officer
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200410007058. 5 oM P ZE41/55m

Applicants or agenis tilc Internauonat application No.

reterence number B l 8 S CI 4 PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 130b1s)

A. Theinaications mauc deiow reiate 10 the microorganism reterved 10 10 the description

hneS 18-26

0 page

B. IDENTIFICATION OF DEPOSIT Further deposits are sdenufied on an additionai sheet [:]

Name ot depositary nsutution

Amer:ican Type Culture Collection

Address 01 ACPOSHAIY INSLIIULION 11ACIIAR POSIAI COGE 3N8 COURIIY)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BK.All.ACl0

Daté ot deposit Accession Number
12 January 1995 (12.01.95) HB 11799
C. ADDITIONAL INDICATIONS (lcove niank if not appiscable)  This il on 1 ot d on an additionsi sbeet E

In respect of the designation of the EPO, samples of the de-
posited microorganisms will be made available until the pub-
lication of the mention of the grant of the European patent or
until the date on which the application is refused or withdraun
or is deemed to be wvithdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC only bv the issue of a
sample to an expert nominated bv reguester (Rule 2{{4) Fpc)

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicauons are nct for all designasad States)

EPO

E. SEPARATE FURNISHING OF INDICATIONS (lcave blank if not applicable)

The indications lisied below will be submitied to the international Bureau tater (spearfy the genered aature of the inds g, ‘A
Number of Depan*)
———— Fot receiving Office use only For internanonal Bureau uss only

D This sheet was received with the internauonai apphication D This sheet was received by the internatona) Bureau on:

Authonzed officer Autbonzed officer
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200410007058. 5 o P ZE42/550

Apphicant s or agents lile

reference numoer B185 CIP PCT

' {niermational appication No.
|

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule |3bts)

A. Pheingicanons made ociow reiate to the microorganism relerred 10 /0 tbe descnipuion

on page 28 4|.n¢S 18-26

B. IDENTIFICATION OF DEPOSIT Funther deposits are identified on an additionsl sheet

Name ot deposttary insutution

American Type Culture Collection

Address ot ucpostary insitulion 1INCIUAiNnG POSIAL COGL GNE COUMIV)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, CB.Ell.1l
Date ot deposit Accession Number

12 January 1995 (12.01.95) HB 11793

C. ADDITIONAL INDICATIONS (lcuve nlank of not appiicabc This informanan 1s continued on an additionai sheet E

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
will be made available only to an expert in the art.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE /if the indicauons are ot for el devipnased Siates)

Finland

E. SEPARATE FURNISHING OF INDICATIONS (icave blank if nos applicable)

The mdications listed beiow wiii be d to the Inter | Bureau later (specify the generai naiture of the indi g, ‘A
Number of Depont *}

For receiving OfTice use only For International Bureau use only ey

D This sbeet was recesved with the internauonal application D This sbeet was received by the International Buresu on:

Authonzed officer Autbonized officer
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200410007058. 5 o 45 ZE43/55m

Apphicant s or agents hilc ' Internattonai appiicauon No.

reterence numoer B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13015)

A. Theingications maue deiow reiale (0 e MICrOOrganIsm reterred 1o 1n (0e description

on page 28 e S 18-26

B. IDENTIFICATION OF DEPOSIT Further deposits are idenufied on an additionai sheet

Name o1 depositary insutution
American Type Culture Collection

Address o1 UCDOSHAIY 1INSILIVHON |iACiudiIAR pO31ai COdx @nd Counwrv!

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BC.G6.AFS
Date ot deposu Accession Number
12 January 1995 (12.01.95) HB 11794

C. ADDITIONAL INDICATIONS ticave nlank if nox appiicabic) This snformation 1s continued on an additionsl sheet m

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
will be made available only to an expert in the art.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicsons are not for oll dew pnesad Siates)

Finland

E. SEPARATE FURNISHING OF INDICATIONS (icave blank if nct epplicabie)

Theindications hisied beiow wiil be submitied to the Internationa} Bureau later (speajy the generar nature of the ind eg, ‘A
Nember of Deposit™)
[ For receiving Office use only For | 10nal Bureau use only  e—eemmcem—

D This sheet was received with the internauonal apphication D This sheet was received by the internations] Bureau on:

Authonzed officer Authonzed officer
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200410007058. 5 oM ZE44/55T7

Applicant s or agents lile ‘ Iniernatiunal appncation No.

reference number B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Ruie 13bs)

A. The indicauons maae nczméu £C13LC 10 e MICTOOLZANISM relerTed 10 1N L descnption

on page . hne

B. IDENTIFICATION OF DEPOSIT Further deposits are sdenufied on an additional sheet E

Name ol deposnary instiunon
American Type Culture Collection

Address 01 4epOSHATY INSLIILLION (1ACINUIAL posial code ang countrv)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BH.Al0

Date ot deposat Accession Number
12 January 1995 (12.01.95) HB 11795
C. ADDITIONAL INDICATIONS (lcave nlank if not eppicably  This information is d on 3n sdditional sheet E

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
will be made available only to an expert in the art.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicatons are act for all devignatad Stases)

Finland -

E. SEPARATE FURNISHING OF INDICATIONS (icave blonk if nos eppiicable)

The indications listed below wili be sub d 1o the inter IB later (specify the generai nature of the indi 8 A
Nomber of Dwa ‘)
e For receiving OfTice use only For Intemational Bureau use only  =esmsmw——

D This sheet was received with the internauonal apphication D This sbeet was received by the International Bureau on:

Authonzed officer Authonzed officer
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200410007058. 5 P B 45 ZE45/55T

Applicant s or agents lilc 1 Inlernzuonai appncation No.
reference numoer B185 CIP PCT !

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 15b15)

A. [he inaicanons mauc boow reizte 10 Ne MICTOOTZanism reterrey Lo 1n the uescription

on page 28 .imnes _18-26

B. IDENTIFICATION OF DEPOSIT Further depasuts are identsfied on an additional sheet

Name 01 deposuary insiiution
American Type Culture Collection

AdGress 01 JepOSHAEY INSHIULION (1ACIMUINE POSIGL (OAE AN COWMIY)

1230) Parklawn Drive
Rockville, Maryland 20852
Uniced States of America
Identification Reference by Depositor: Hybridoma, AG.H1.5.1

Date o1 depost Accession Number

12 January 1995 (12.01.95) HB 11796

C. ADDITIONAL INDICATIONS (lcave niank if not epphcabley  This information 1s continued on an additional sheet E

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
wvill be made available only to an expert in the art.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicanons sre aot for ell desi pracad States)

Finland

E. SEPARATE FURNISHING OF INDICATIONS (lcave blank if not spplicable)

The indications fisied below will be d 1o the inter 1 Bureau latet (specify the generas aasure of the indi ag, A
Nomber of Deposu”)
=== For receiving OfTice use only For | | Buresu use only  =~e——e——

D This sbeet was received with the internauonal application D This sheet was received by the internatonst Bureaw on: -

Autbonzea officer Authonzed officer
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200410007058. 5 P o 45 ZE46/55T

Apphicant s or agent s tile i Internatiunal appiication No.

reference numoer B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 153b1s)

A. Thendicanons maue nuiow reiate 1o e MICTOOIEanIsm felerred L0 IR Lhe descripuon

on page 28 e 5_18-26

B. {IDENTIFICATION OF DEPOSIT Furiher deposits are wdentified on an additionsi sheet

Name o1 depositary msiitunion
American Type Culture Collection

AJdress O UCPOSHATY INSLHULION (LACIUUIAL POSIAl COAC 8AL COURLIY)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, CD.H1l0.1l

Date o1 deposnt Accession Number
12 January 1995 (12.01.95) HB 11797
C. ADDITIONAL INDICATIONS (icave niank if ot appircablcs  This wfor 18 cb d on an additionsl sbeet

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
will be made available only to an expert in the arc.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicauons are not for eil desiprosad Siates)

Finland

E. SEPARATE FURNISHING OF INDICATIONS (icave dlenk if nat epplicabic)

The mdicanions iusted below wilibe dtothe In | Bureau later (spacrfy the generat natwre of the indi &g, ‘A
Number of Deposat*)
[————ewesm=e For receiving Office use only Forl tional Bureau uss only

D This sheet was recesved with the internauonal application D i‘his sbeet was received by the international Bureau on:

Avuthonzed officer Autborized officer
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200410007058. 5 oM FE47/55

reference number 8185 CIP PCT

Appuicant s or agents lilc i Internationas appitcation No. J

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13015)

AL [he 1InGIcations Mauc telow (C1ale 10 the MICICOrgamsm relerred 10 1 Lbe descripnon

vn page 28 .hine S 18-26

B. IDENTIFICATION OF DEPOSIT Further deposits are 1denufied on an additionsi sbeet E

Name of deposnary institution
American Type Culture Collecrtion

Address (M UcposHary iNSIIULION 1IACIuIAL PO3Ial COAC ARG COUIY}

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America
Identification Reference by Depositor: Hybridoma, BD.A8.AB9

Date ot deposit ‘Acwunon Number
12 January 1995 (12.01.95 HB 11798
!

C. ADDITIONAL INDICATIONS flcave nlank if nox sppircables  This information is continyed on sn sdditionsl sheet

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
wvill be made available only to an expert in the art.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE /i the indicauons are act for all dexignaad Siases)

Finland

E. SEPARATE FURNISHING OF INDICATIONS (lcave olenk if act applicable)

)

Theina histed below will be diothel iB iates (speafy the g Aature of th eg. ‘A
Nomber of Depost )
e For receiving Office use oniy For Intemational Bureau usa only  =ewem—

D This sheet was received with the internauonal apphcanon D This sheet was recesved by the international Bureau on:

Authonzed officer Autbonzed offices

50



200410007058. 5 P B 45 ZE48/551

Appiicant s or ageats Gle nternauonatappticationNo.

reference number B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13013)

A, The indcations maue Duiow reIate 1o NE IMCTVOTEaMSM TE1ETTey 10 )N iDE descnplon

on page 28 e s _18-26

B. IDENTIFICATION OF DEPOSIT Funher depasits are 1dentiflied on an additions) sbeet D

Name ot depositarv institunion
American Type Culture Collection

ADdress 0f UCPOSIIATY INSLILULLION {1ACIuMAE POSIGE COBE SRS COURLIVS

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hvbridoma., BK.All.AClO0

Date o1 deposut Accession Number
12 January 1995 (12.01.95 HB 11799
C. ADDITIONAL INDICATIONS (lvove niank if ncx appiscable)  This nformation 1s ox d on an sdditional sheet [X]

In respect of the designation of Finland, until the
application has been laid open to public inspection by the
Finnish Patent Office, or has been finally decided upon by
the Finnish Patent Office without having been laid open to
public inspection, samples of the deposited microorganisms
will be made available only to an expert in the art.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicanons sre ax for all designated States)

Finland

E. SEPARATE FURNISHING OF INDICATIONS (lcave blenk if not applicable)

The indications histed below wiill be submitted to the | iB later (speaify the gonerai nature of theind g A
Number of Deposit*)
e For recesving OlTice use only For International Buresu use only  eweemmemm——

D This sheet was received with the internauonal application D This sheet was received by the international Bureau on:

Authonzed officer Auibonzed officer
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200410007058. 5 oM 4 2E49/551

Apphicant s or agents tile ] Internanionai apphcanion No.

relerence number Bl 8 5 CI P PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 130t5)

A. he Inaicalions Mase Doow reiate 1o the MICTOOTZaNISM relerred 10 10 tbe descripuion

on page 28 lne S_18-26

B. IDENTIFICATION OF DEPOSIT Further deposits are 1denuified on an additional sheet

Name o1 deposiary insutution

American Type Culture Collection

AJdress 01 UCpoSHATY INSLIULION (1ACIMMINE POSIaL COGE ARG COURLIY)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositaor: Hybridoma, CB.E1l1.1
Daie of deposit ')Acmslon Number

12 January 1995 (12.01.95 HB 11793

C. ADDITIONAL INDICATIONS (lcave nlank if nox appiscablcy  This wnfor . d on an additional sheer [X]

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicauons are ncs for el designased Stases)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (/ceve dlenk if act applicable)

Tbe indications iisted below wiil be d to the inter i Bureau later (specify the g nature of the ind ag, ‘A
Number of Deposst ')
e For receiving Office use only For International Bureau use only  —esessemmum—

D This sheet was received with the internauonai apphcauon D This sheet was received by the Internstional Bureau on:

Authonzed officer Autbonzed officer
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Applicant s or agents lilc

reference number B185 CIP PCT

I Inlernanionai appiicauon No.

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13b1s)

A. hensicatons mage dbeiow reiaie 1o e MICTOOTZANISM Telerrey Lo IN Lae description

©on page 28 . hine S 18—26

B. IDENTIFICATION OF DEPOSIT Funher depasits are identified on an additions) sbeet
¥

Name ot depositary insutution

American Type Culture Collection

Address 01 acoositary insttution HIACINGIAG POSIQI COBC BB COUMLIV)

12301 pParklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BC.G6.AFS

Date o1 ucposu Accession Number
12 January 1995 (12.01.95) HB 11794
C. ADDITIONAL INDICATIONS (lcove nlank if not sppircable)  This anfor n s co d on sn sdditional sbeet m

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the mdicauons are not for all desipnased Siates)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (lcave olank if not epplicabic)

Theindications histed below wiil be dtothe { | Bureau later (specify the penerai naiure of the inds eg, ‘A
Number of Depons )
=== For receiving OfTice use only Forl | Bureau use only e

D This sheet was received with the 1nternauonal spphication D This sheet was received by the internatsonal Bureau on:

Authonzed officer Avtbonzed officer
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{atemauonal appiication No.

Applicants or agents file B185 CIP PCT

reference numoer

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Ruie 153b1s)

A. The inuicatiors mauce nLinw reiate to e MiCrOOrgamsm reterred 10 10 the descnplion

on page 28  hine g 18-26

B. IDENTIFICATION OF DEPOSIT Funher deposns are wennfied on an additions) sbeet E

Name o1 deposnarv insutuiion

American Type Culture Collection

Address 0l acDOSHITY NSHIULION 11ACIMLIAE POSISI COGE #AD COURLTY)

12301 pParklawn Drive
Rockville, Maryland 20852
United States of America
Identification Reference by Depositor: Hybridoma, BH.AlO0

Date ot ucposnt Accession Number
12 January 1995 (12.01.95) HB 11795

C. ADDITIONAL INDICATIONS (icave niank if not eppiscable) This information 13 conuinued on an additional sheet @

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the tndiconons ere st for all desi prated Siases)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (icave blank if not applicable)

Thbe indications histed below wiil be submutted 10 the Intemational Bureau later (speafy the goreres nasure of the indicanens e.5., ‘Accaanon
Number of Depont*)

For recesving Office use only For intemational Bureau use only  =ewemmma——y

D This sbeet was received with the internauonal application D This sheet was received by the international Bureau oa:

Authorizea officer Autbhonzed officer
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Applicant s or agents tile \ Internaiionai apprication No.

reterence numoer B185 CIP PCT !

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13bis)

A. 1he indianons made buow reiale 10 e MICTOOTZANIS TEIErTey 1O in IDE descnpuon

N page 28 line S 18-26

B. IDENTIFICATION OF DEPOSIT Furnther deposits are wdenufied on an additions) sheet E

Name ot deposstarv institution

American Type Culture Collection

Address ol ucpostary 10SHIULION HACINGINE POSIAL COdE ANA COURITY)

12301 parklawn Drive
Rockville, Maryland 20852
United States of America
Identification Reference by Depositor: Hybridoma, AG.H1.5.1

Date ot deposit Accession Number
12 January 1995 (12.01.95) HB 11796

C. ADDITIONAL INDICATIONS ilcove niank if act eppiicables  This information 15 continued on an additicnal sbeet [ ]

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indicauons sre act for el dexi gresed Sistes)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (lcave diank if nos epplicable)

The indications iisied beiow will be d to the inter B iater (specify the gonerai nature of the indicanens .3, ‘Accesmon
Number of Deponi )
e For recesving Oflice use only For internanional Bureas use only  eewmmmmonam—y

D This sheet was recesved with the internauonal application D This sbeet was recesved by the intemauonal Buresu on:

Autbonzed officer Autbhonzed officer
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|aternationai appiication No.
relerence numoer

LAppllcan(soragenlslilc B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13b13)

A. heindianons maue nuow reiate 1o the micraorgansim reierred (0 10 tpe descripuon

on page 28  ines 18-26

B. IDENTIFICATION OF DEPOSIT fFurther deposits are wdentified on an additional sheet

Name ot depasuary inshitunon

American Type Culture Collection

Address o JUDOSIATY INSTIHULION i iubing postai €0a¢ aNa COuRIrv)

12301 Parklawn Drive
Rockville, Maryland 20652
United States of America

Identification Reference by Depositor: Hybridoma, CD.H10.1
Date ot ucposn Accession Number

12 January 1995 (12.01.95) HB 11797

C. ADDITIONAL INDICATIONS ifcave nlank if not apphcabic This information s continued on an sdditional sheet B

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indications are nct for ell designated Stascs)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (icave blent if nos applicable)

Theindications isted below whii be submitted o the iniernational Bureau lales (specify ire gencrar aaiure of vt iadications ¢ g., ‘Accexmion
Number of Deponi®)

= For receiving Office use only For Inter | Bureay use Only ey

D This sbeet was received with the internaional apphication D This sheet was received by the Internastional Bureau on:

Authonzed oificer Autbonzed oificer
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Applicant s or agents file

reterence numoer B185 CIP PCT

Internauional appication No.
|

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13b15)

A. The ingicanons maue dciow reiate o e MICrLOrgausm reterred 10 10 10g Uescnpuon

on page 28 . lhine S 18‘26

B. IDENTIFICATION OF DEPOSIT Further depoais are denufied on an additional sbeet

Name ot deposstary insutunion

American Type Culture Collection

Address 0f UCooSHArY INSUIULION {IACIudING posiai coac ana Coumiry)

12301 pParklawn Drive
Rockville, Maryland 20852
United States of America
Identification Reference by Depositor: Hybridoma, BD.A8.AB9

Date ot yeposu Accession Number

12 January 1995 (12.01.95) HB 11798

C. ADDITIONAL INDICATIONS (cave nlank of not apphcable)  This informanion is coninued on an additionsl sheet [ ]

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995.

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE {if the ndicanons sre not for ali desi puasad Siates)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (icave blank if not appiicable)

The naications hisied below will be dtothe imer ) Bureau later (specajy the penerei nasure of the ind e, ‘A
Nember of Deponi*)
=== For recesving OfTice use only For Internauonal Bureau use only

D This sheet was received with the internauonai application D This sheet was received by the International Bureau on:

Authonzed officer Authonzed oilicer
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Appiicant s O agents tile | internavonas appucation No.

reterence numoer B185 CIP PCT

INDICATIONS RELATING TO A DEPOSITED MICROORGANISM

(PCT Rule 13015)

A. The naications mauc ouow reiate to the microorgamsm reierred Lo Ibe descripuon
on page 28 hne S 18-26

B. IDENTIFICATION OF DEPOSIT fFunher deposns are 1dentified on an additiona) sheet D

Name ot depositary institulion

American Type Culture Collection

Address 0t GCPOSHIATY 1N LITULION (1ACIuGINg POstai O IN COUnIrv)

12301 Parklawn Drive
Rockville, Maryland 20852
United States of America

Identification Reference by Depositor: Hybridoma, BK.A11l.ACl0

Date ot yeposnt Accession Number
12 January 1995 (12.01.95) HB 11799
C. ADDITIONAL INDICATIONS (lcave niank of aoi spplicable) This infor 1s cont d on an additionai sbeet D

Applicant(s) hereby give notice of my/our intention that
samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the
Fourth Schedule to the Patents Rules 1995,

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the wndicasions are ace for all desipraced Siates)

Singapore

E. SEPARATE FURNISHING OF INDICATIONS (icave olank if noc spplicable)

The indications listed below wiii be submitted 10 the international Bureau later (speafy theg neture of the ind eg, ‘A
Nember of Depons )
[ For receiving OfTice use only For l ional Bureau use Only  eee———

D This sbeet was received with the internauonal apphcation D This sbeet was received by the internationa) Buresu on:

Authonzea officer Authorized officer
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