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SNWTHELK. Fhoboyo LTEERET 5L, BESIUEAELLHYIZE
WT, aAEFF - FoF7/— L&kdHidownregulation x5 Z E%& 7R L7c. Crew
(Yale Univ.) 3, KRICEETSHBR 707 7/ — L HEH EpoximicinZFEL, £
OREHRFN, HEYOMEERS L. AREREZ 75 VAT 0 (BIEAHIZ, RR
F—RETHNOTI—TIG, S7VARFrE 7077 — LR TR
EVIRENH - chY) LD bHE AEMICHKERTHEND. TaTTV—LD
CLE, TLE, PGPH ® 3 2O¥ 7 2=y PO I LT HIEFHES BT 5 DY,
CLEFEHEIC X9 B #hEL. 77 & FHIHER, E= 2k JiEEk, FU
MRENA SR D, BRAENIERICE N & . invitto TEINF-«xBO4 24 I # 3
%L, invivoTIZHAIER & UTORERR AT, dilE 5 &R AL L
%% T&%. Groettrup (Cantonal Hospital) |¥, AIDSBHIZIL{#ELHINTWD
HIV-17" 07 7 — B ##IRitonavirdSLLaL & 2 F 077V — LDFE Y T
SEWARES S - EA%E LTz, Rionavirk SHBEC BT, HIV-IY A LZO
HEPETLTWBICHMb ST, REdihdeEannI EEHRSNT
Wi, A4E, FOBHAO—ELT, FoFTY —LAilHT 5HEFE A LIcMHC
Class-1#] R PE IR R BEE QK T % oh 5 2 & 2#E L7, Margottin (Inst.

Cochin){, Hiv-1 " A JLZ O Vpu & [1HE D3RG K S O 7 A L ZRLT- DM &
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CD4 DS RIEED 2 DOBEREA DT DS, 04 AT, Vpu &H A
M4 5E8HE A8 2-hybridik T2~ ) —=> % L, Xenopus B-TrCP(F-box protein) |
5k MREnZEHELL. O&EEEDOVPu &L OHEIZIE VpudSerS2 L Sers6
D) ¥ E{LDWAET 5. Schmid (Univ. Blaize Pascal) v 5 i3, 7o 77 Y — AiZ%
& LTI ARNALRNase DREFEIZ DUNVT FHEADSH » 72, Groll (Max-Planck Inst.){320S
Tor7) —LOECEMLEERE - DUVT, Rivett (Bristol Univ.){2208 a7 7/ —
LEHIEY T 1=y MESGKROMBEANTORIES, UV VBEINLT Ty bZ
B LTI L L7z DeMartino (Univ. Texas)iZHH.0KICT 077V —LP2a LTS
& IRTZA—IFKUICFTRDS 7 5 RF & MA D EPOENRKE (ST
&, S RFR—IVF UICFTREFH T 5 &, 2EFF LTI, 77T/ — Lk,
Hsp703d(MAic £ F 57 AR L 7. Gordon (MRO)Z4ZRERHIZH 1152657 O
77— L(CFPRESEME & UTHRE) OREME: RO THIT L.
2HAHOTHOEY v a 2D A E, FFEUAHOCongress DinnerTdH 5. /¥4
DT, MHCHEEW (PFEVRA T VICHELTHS) ITENTITHINS.
AL SNy MO E 20N 6 R TRD 2D 8 K, L) O OHE7Z
A, 3oy TR ETHEN. FHRINED oBLUAICHHEIE SN, FHEN
BHBZ0DIE] 2R EXTHS. NATEHSYE (B ISRTHHOTEPTHRS
CELIHELL. BEBETEIANLY Y af TEXTAETESLILVEETSH 5.
RTIUIH L E1RPRETH -7 BT 9D Sy v a VDMRE B L) DIT. .
3 0 H. Braun (Humbolt Univ.) {37 = VB v ¥ —EE2ETFNREET &L, 2687
Q7T Y=Ly + R g d B 2 &A% L7z, Cicchanover (Technion Israel
[nst. Technol.) {ENF-« BHiEE{ApLOSOPESMF IZ & D 4 U ApS0H 7T 1=y bD CH
WHBCYICHEUHEBS oy v 7Y 7 ERS D EAR LI, HEicLys4dl &
Lysd442i2 3 EFF AT, 446-454132 EFF ) A —F ORI & UTEZE
Picchaczyk (Inst. Genet. Mol.- CNRS) {3 2F il fa 4 F U v Te-Fos & c-Tund 73 IS
T, Z7-Figieoredp-Pereira (Hunter Col. Cuny) [Z883, /7 F 3 74, ME{bkE
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LD FBEINZMIER PLRABIEFF Y - TuTrTY—LEROEIICHEES
Z BT OUT 43 L7z, Hershko (Technion Israel Inst. Technol.) (%, KFEE7— 7Tl
g, Aoy —LADcd2il &k BiEHALAESuclNMEMET B T LA AT,
Tanaka (Tokyo Metropol. Inst. Med. Sci.)|Z PA28-20S-PAT00 &~ 725 71 w KEID
FuFT ) — LA ROEMEE, & DODC-AZD /#2351 5 B AR LI,
Wolf (Univ. Stuttgart) {$ER/L £ > WD nf7EPE & FECPY & & HEPAS% & O &I,
Z DT IRBE D R[F 12> T~z CPYDH 4, PAS H3RED, LAY
KN OHSP70 Kar2Vi B O 12 P53 54% 103 d Ubeo, Ubc7iz & b L EFF
Arxhafgansg. CPYDHE, WA VI oOERICEIEFF Al LS
LS. fTPEERE I, STHERISE (/8Derl, Der3/Mrdl, Hrd323bh 5 Z E b LT
Enenkel (Humbolt Univ.) {3208 @ %7 2= y h ®OPre6 & ATPaset 7 1. = v k @
CimS(Rptl){ZGFPD ¥ 7' %1} T RN T X, #laN OB A#IT. 2687 O
TT =L MR D R v b7 — ZICRET AT L&KL, Sawada
(Hokkaido Univ.) (3l EFF v -« T 7TV — LENTRY OER (BRI
DIP A [THEORE A R I AR U, REBIZ, Mykles (Colorado State
Univ.)pt, o7 254 —=7Fn77Y —LOHE-EEHBEIC LT L, g damn
TOEFE (Z EC5) ZFIF LICImic > THd L.

Eio &) M NEREROMIch, £ {OBRENRI T —FRENRHS1H,
CTHERZETIEL.

6AERT, ZDT— 2 g v 7T, Baumeister Hi HIE D208 Y a7 7V — LDX
BHEEMITOMRE ENVWERZ A FTHRL, B LZRIIATHHHICE ST
W3, £UT, 2RIHO7 =7 ¥ 3 v 7 Tid, Huberd)'@ERFO208T 077/ — LD
X s mTss R m L, 2{OWRERT L, LMHTW5S. £LTAEIOH
£ELT, EHF26ST 077 — LORERITNRERI NSO T Wb & iFF
LTRAD D, HNEMEI M HTIEAZ S LU, Baumeister |75 158 81 8152
OFERD S FH XN B ST FIVERLUICH, EOREARYOERBL TN
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ZOH, ESHHDIZ . XTSRRI OR RSN ER LT ERLLO IFEEL
JEEABID. BEZABITHEMEPRELDIEAI N ? TDO BN EEZLTHDIT,
b7 6 HIEENEE G —EY 7 a2y MERRAEL TWELD S TRIEULD,
BT 5. A ThHEIHUCHEREIN T Lo b LEL. X=X & v
R T SN n] fEtE b & X Sh 5. SO IFHDOFRITKUITH
L7z

(eHgERFERFREEFHER RE )

2 FHS A 7ML R+ — [MBAHYZFIVOHE—
AEFFETuTFTV—L] OHE

Fik 1 14581 7HIR. TR 742 R 7—IlC TEZA4 7Y
{1y REIF—WEROYA FATIOENS 1 THETHMEIN, I—7T 41
F— & OEPE S EEEDD Mo IR Thilxohiick s, BE,
B RO - L TFo74 ) YROEEENEHE I L, £OPFTH, 2L
FF o ETuTTY—L05N MRAY Z7FLOKIEOF—7 - FELT, S
FEHA DTS, At I+—I3. HEORMFRELKNES ED, ZD0F—
7— FIZ 2O T ORI OMREEZW ED 2R - TET 5 L 5 ICAE I TU,
FDIHh, HESE SN T iZb b 6 7. EEHHRL LB NENS
TERILEM - SEaidh 0., . I F—HOT U MERTBHFTH-c L
1< o aMEMERTAEL UL LA R SRS LFE D 2D ) S &N LIELEH S0 &
£IF—TIHU-> VETTLChho o &) RO -7,

BAD450FEE. 2EFF UHED LT HRICONT TH- 7o, 1R
(E BN B, 2EFF v 27 L08ERDH & MlaAMRECE 52 E
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¥F VAT LT AMERE (SHHRROEEH TH S UbcPal | (1 FRERIOD
E386 TH 2SCREAER) 10Tz, oI, REDAEFF L I7— IV FD
MBI b, BRbWw- DML &k DEMAEE D LHRELIC, FT,
UOBIWT by 2 LAV L TU 5 HH2FREREC G2MII TREBE 3~ 5 M HE2BE 3278
RO SOOI ABETH 5, Pt —iE (FEUF) &, Wl oM TR EES 5
E3pHETHBAPCEL, R EY FIVBEF = v 7484 » MEHEIC DWW T, BIREECRE
st FIHIC, M ZUCEE HREERL T EEL oh TH S PLHEPEEIE
12, APCIOSTEET B 2 & &SN VER T A F TR LA, polo-kinaseh & ZIZ/FAET &
LD, FrFT Y — L b RIS A & O P R Bk R ISR ES 5 & o,
1 EFF ARGFNE A0 2T LBEOT N TOR THE ZICRELTNADT
HBEIM (£ LT, TOEWHRIZ?) o 5IEHEE, APCIIHTBIEEADY) YBRLIC
ST, . APCITHEA LTHREEAE AR 9 5 Cde20 L Cdhl D5 YY) R
k- B vEbAN LTS, TOHIEsMH»Y (HiF i) Y BETHELS
. B EBAETEREEINS) THE I LOERIFIIOWTIHENI, &
512, Cde20 EMad2 2D FIEAFM 20T 5 R E Y FIVEBIRF = » 781 > PEEH§IC
DNT iRtz FINNT EidE S APCES§ 2 MEIET ORI EHESIE £A
EHHXhRL IhRsH 0, Zhd oMl EE 255 TO LD OB
NEWRVPHELDTH A o KHFM CGRRERD . @R E FEYPS3 Dhect
domain protein family (E6-AP & Mdm2)% 4145 2 EFF  &{F 1 4R REIZ DU T
WFgE R SRA iRtz . B6-AP EMAm2D ARV S AWM A L EZ 1o L DBFRICIR
15513 E LW oo, Mdm2iring box 24T 45 2 MG, MORT L OHE
EEDHSHECE £ TH b, iz, Mdm2iZa EFF LI N 3 L), APCO
Cdc20> SCFOF-box H [ EH M EFF MEFEMIC =4 5 $IZ, hect domain
protein family &4} XN BDTHA I . X 51T, P33, KBOYF LRI,
FlEEZSUMOMLE A EFF LR ZRRBEVERH LS A L), €Nod I 1
BALYavDP4 I vTIREDLIITL>TNBDTHAHI e Fililk— ks
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W) (3. SCFHAHKENT HAT7T=0 EKBOIEFF AU DWT, FFRKREE
to, BIEIC A>T MEAEDOIEFF ALicf53 3SCFEAA (471CF-box
HAE) ORZICHT 2HRBROT L HETh TS, Wihd, ¥YavPs
723 LD SHmbDR FEMMT D ML & o DT &) o FOM LWL OH T, Slimb
FRERZTHBHFWDL (bW TEP-TICP LI T 5) EE&fT o
FboxBBEHHED 70—=27, ThiFLSCFOBBERIT. S 51K, €D
knock-outb - TUFE &) B¥EE, L EBREDO—FTH5, SCRII, Ei
DEHIZ. 3D2DEAD SHIKEN TSI EOM. H5 0. APCOREIZ, &
EEEAMOMESNTOEHEEATSHA ) h. SCFDIFHENE EEMEEE LD
B (T BBR AV & AT U

AEFF UV RT LICHT AEERMEOH L, ST THETOTT I —
LOMET 2 >OFEMEHIH Y L ohtc, MRER EKBES) B."FTa7rT7v—
LBk« SRR LT, PR RN T, DA TEMEOHHEER TS
ZHOBBIZEWT, MTPXEICHEET 583 F 0 EEMEINI268T 07T
Y—LiZ& D, SIS L EFF M Eh 5 &) BN IEHAERL
feht, LEFF COEFIRNERL T VF A EFF ALBRRED & ARBERIL R ALY
LT3, Fic, HOMBAROETINED P oT 7V —LOEELEE L2 0R
BEDIHZDOWT, B oI, JBRBEK (FHRER) (SXd ZNF-xBRelDEENIET S
B DRI IR, WITh b SBOEDOERIBETH S, HPEZ (HBiE
IR (3. 7077V —LOGFHREMFEE NI F A PIVT, IRKOD—@%TE
57077V —LROKGEOFHE, FoTT ) — LICHT B A EUTRRARR
IZDONWTHlRTc, a7 7Y =LY Ty POPT, 2EFFUEMY T2
=y MZOWTIE, RADTEH U6 FIERBRISHADNZ 0, ADIC. 28I
STERENHAEI L E, BEBBTOT 0T 7Y — LOAH—MERE T SR
M X 728, embryonic proteasome & & Vv XX SO F TV — LOTE{EITR Y TH
PR, BT I EFF L IHEER7L ODCO R BII DU Tlh I, £ D4
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B E5357 v FPALOMEREZIESRF v EHUOMER LB NS LD
FEAE, BICHO > TWWB LI ICBA B, X610, MEHFE. TR X, 5
Wi, SEEEEHICE ST 2 07T — AOBREIC DL Th. REIZ. HUR
BRICEB T 70 77V —LAOKRICHET A RFDHEE LR~ 2 EFF R
FLOWMEERB T 5 &, To7 7Y —LOWHRIINE YOI - T BRI
ETWVBEFAAL BV, FiE, WTREDEE U CTRBRR S TR AREN -
TWBEONERTH S, LEOIEFF o LETY—0ORE., orTV—L0H
5 E#EZ Sh TihvbunfoldaseiEHE DM, HBWE, To 77 vV — LOHMEEFH
DOFES, FHMBEOPTHS,
SRIDOEIF—EW o7 ELLLAATHELNS, WAWARLERNEO P
L ES>TRHEZX T e 8BOD. AEFF VU RTFLETOTT Y=LV AT
LOMHZFOWRO X S HHRICT & - T 2 EFF RFR &S OL Y IE
L OWREICIE A Z EER - TR, REIZ, 2OLHAEIF—EeEX
AN fc AR AR & LRSI B o L&,
(dbkpe3E - BHR%ER)

3. CSH-Symposium "Biology of Proteolysis" OHNEFEXN

Cold Spring Habor Laboratory )3 - {3 2 CSHY R U LXK EILHF A TH D,
INFTHEYLFORABGHORBIIRECHFG L TELI LEFEAMDMEY TH
%, —WE4E|Z, "Biology of Proteolysis" ™% 1 MICSHe M Bt x0T, 40l
2MHTH S, FEHIAMOESHRISIMUED - 7O THES Biz, & 1 [HCSHE
HBEKRBIERNTH 726 L. FOFO b E w 7 ZH"Ubiquitin and the Cell
Biology" & F5 BH#f & LTHBZWIFFEELTVWALEDI ETH S AN,
Signal Transduction, Complexes and Cascades, Chaperones & Quality Control,

Development, Cell Cycle, Infectious Diseases-Pathogen Interaction, Neoplasia, Cell Death D
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Ty Ya v OMEERR Y —FRETHREN TV, BERZIEOFIKIZE > Ty
S, EHNONEERSRT S EEWEETH S (FFE LR THEM L TV
Mo teD—HWTbdHD) o £IT, FE LHEDY) A PERRBIZFELELI2DT,
Bk 5 4 ldsahich, EESRKOAKREEN IO, 2 EFF L UH—F
& L THEM 9 B SCF (Skpl, Cullin-1, F-box protein) Complex|= i3 2 %&£ T. ¥ 2 0
BHD ., 201 5% bE LTI, TOMROERITIELL. Bo(A
HTH-o 2 EFF L) A —EORVIISCFTH T MM LR P >TL
5EDHRERAI, 712U A, F-box proteinjd (5, Cullinj3 78 { &4 6 i,
SkplbbZ 6 CHEREMN 7 7 3V —%FEKT 5 & EEZ S THY . SCFOATI 0
0 0 %8284 50 FZREVEDFAET HulREMED R I THADTH 5. AV
RIOTLIBTBRAD FEy 7 2lE. ZDOSCFEHL T2 30 FHEAHRICHEAE
Hok &, HlH#EREORDbx] (Ring box factor-1)3 K U8 fi FLBy# © Rocl (Regulator of
cullin-1) RWMb-72Z ETHbH, FEHLE, FRIIBNTHEINMHRE
Science & Molecular Cellz5DRbx1 &RocliZfd % 4 A =2 —I— 7 ETOELR
TROPTHA T O TIRE ERO U -2, TRTHERIIBE LIcZhs
D FHICEY 5 R8EE, FROPTIEEH SN, EHEPREZDE, E M
9 5 6 MOCullin)i2 TSCFAEFF L H—¥Da oR—% v & ELUTER
THI EERRUNLMHIETSH - 7o (Ohta, T. 5D FF) . T E TiZSkplidCullin-1
EUHEMERM LI L s, SCFOHTCullin-1 DANSCEFORFIZILD 45 &
#Z ShTuviz, 392, IkBoasR-CateninddSCF & L TEM$ 2 ®i3 = ©Cullin-1T 3
LI EMITCBEMMIIE - EATH S (RIEFEITA - THEMRD SRR
ANtz SCRICBIL T “RATHEHLT” 950RIIDI =L Ea—RUHIMEL
5 H5o/hEoBGESBRIN ) o F /o, Cullin-273ElonginB/C>pVHL & £
SARAVED S EORR S - OBASEDSCFOLEFF Y H—EEUTIERT S
AREM AR LTS, L L, RELILZABRTIE. 7=y MREZNTES
T KERMGEA & LTIRLT L bIERTH 5 LOHIRBF/IEh - 72dt, FEFEL
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BloCullind/ 3 — pF—GFFAEREFOZ b H-T. ZOHEERBE SCIELN
EHEBIL TU B, SCF34#DORBENPHINLEBHMMNZT—<THb. I
—SENT Eit, CDKA » EEY—THERIOLEFF ) H—E¥HhFE SN
122 £ THB, Paganosid, 20 H—EHSCFPTHD L FEE LIz, Skp2idSkpl
E[RBE R TR < F88 L T B4+ & UTEAERTICD. BeachEHS[E LTV
Bi, I DSkp2d F-boxBEH O—FTH D Z L 6ak & LTI 5, Pagano D Gk
O] L1 DA A — D, W oDpTRLEFF U URTLATHHEEINDZ L%
# U 7o BUERT O Science D HHELDTH 5 2 5%  OERDH > THHN 5
THb. b, p2IO2EFF AICE, YA 7Y VECDC2FF—FEilkD ) VB
{EDETH S DV L TS HY, ScienceiEDi X TIXZ OB AHNRIMLTE
D, FERENERKS — ¥ — b TOIEFF LD IERZOBHPEAAAHEIZ T -
T 6THS (L, AMORBERT—FIETHEO LI ICERI) » SHITW
Wl B, R, Z OSCFR®¥ZEF1D 1 EFF LAl d 5 2 &bt A4E
AT DONature Cell Biol. (1, 14-19, 1999) {ZREINI L THDH, D XIS

SCFOMFRIZZNETAYTH - 7c® { OEAE O/MHEEMO EIRIZKE < BT
B EDNMI/HEINTNS, FHESE L EFPEOL) WHHEMNSCRIZL -T2 EF
F AR NTEEENTVIHRICA - o ERBL TS, 4%, SCFIZB 9 S 3Cid
Bk £ 1IN T THSH (EEOMBRY . T TICHERORI HRR TFE
EDZETHB) o £ LT MEANS Y 7 F IV Iz 1) 5SCFO &I & B2t
2. 4k, WMO—@%l 5 EEZ 6hbd, UL L. SCEE I ERE iz
HoTNBZ ENHOMNIESIZIEE I P LRIRBETH L0 DAL, ZO
I HRIMAES S £, 24RO E 3 [MICSHAHRIZ B TSCRIRB ED L 5 12
BLTWBIESD 5K WCHIFE IR0 o, 2 UISCFFRO Bidin
HTH LVGFEENHBELTNAOTHAI N7 HROBTH LD, THUIH
FAND I EHEIC U LKA VEIC &9 lEH %57 —<ICRD A7
b OTHB. KCSHY VR TY ACEBOTIR M1 b% OB FEN S
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FERINIH., Thol3LTHEIETHW . (BHICBXHEBICKD) o
2T, ZdDBEMEBIZ2008MENS1ETAT, BHADGIEBOKIC
HELTOWAETFMRELEDTH L 0BBENSIM LTV, CSHY R I T4
KBMUIEZEDHZMRHETHFELOLD T, ASHITEHEIr KT 0~ 1 1B
CELE TRPRFMEBROTIELAEKEBEL OBBEEA YD -V TEEND
(E7 /38— hEnT7R5 —28THHBEEBROT) o LU, BARICHK
H32032@mEHATH Y. I Ot T BMENE IS WAL
ICBA . b &b CSHIZ# Mg N X bW TH 5D T, HINAE LICEE
~DOBEMEHH XD (£, CSHLIZ— BN DTw vnw & VETHMNT B
DAL SSEIRIEIENY) o L EFILEK., SBOR T 2L RTEKE
TE=NWZELATW, L L, HHRIE - R EFT SLLERTEH. Z0
CSHEMBIZBMT 5 LoRY & 4c@B LI THAD K 5 i Proteolysis D
BiologyWf 2 i 3RHROFLIRICT L D D2H D | AMEFEFORERICHE C HkT 5 2 LTk
EORMIEINTHA), TOERTIE, THRFFEVE] 3T JITRHRALERD L
feF— 2 EMiEOY EE > THBE TR EEbN S, - ORERROHERD
e THRZRE S5 L) M KIEH UTCSHERDIEEIZ L 5 L) IiF& D
WET] BHBT 3 EATE LI,
(HHEZ « AEEEP 7B F )

CSHY v & U oD ETitle (Presenting Author)

1. A functional link between the yeast DOA4 deubiquitinating enzyme and
the vacuolar protein sorting (Amerik, A.Y.)

2.  Roles for 20S proteasome B-subunit propeptides in prevention of active
site catalytic inactivation (Arendt, C.S.)

3.  Peptidyl diazomethylketones effectively inhibit the HRV 3C protease
and prevent virus replication by blocking viral polyprotein processing
in infected cells (Babe, L.M.)

4.  Proteasomal degradation of the tumor suppressor Rb in cervical
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9.

10.

I

12.

13.
14.

15.

16.

17.

18.
19.

20.

21.

22.

23,

24,
25,

carcinoma cells (Bagchi, S.)

The 26S proteasome-A molecular machine designed for controlled
proteolysis (Baumeister, W.)

Proteolysis of storage proteins in the seeds of higher plants (Belozersky, M.)
Identification of the receptor component of the IKBa -ubiquitin ligase
(Ben-Neriah, Y.) '

Granzyme A loading induces rapid cytolysis and DNA damage
independently of caspase activation (Beresford, P.J.)

Transtranslation in E. coli (Binet, E.)

Characterization of Eupaulysin, a multifunctional collagenolytic serine
proteinase or brachyurin from Antarctic krill (E.. superba) (Bjarnason, ].B.)
Targeted disruption of C-CBL leads to dysregulated cell surface receptor
expression, and perturbed receptor ubiquitination and degradation
(Bowtell, D.D.)

Discovery of a new family of thiol proteases related to nitrilases in a
conserved animal tumor suppressor pathway ( Brenner, C.)

Active-site labeling of cathepsin S in dendritic cells (Bryant, R.A.R.)
Identification of in vivo substrates of the DnaK chaperone system

( Bukau, B.)

Interaction of HCV NS3 proteinase domain and NS4A-(1)Resoration of
NS4 A cofactor activity by N-biotinylation of mutated NS4A and
(2)Cross-genotype comparisons (Butkiewicz, N.J.)

Elastase substrate specificity tailored through substrate-assisted catalysis
and phage display (Carter, P.)

Identification of six novel human F-box proteins and involvement of
FBP1/b -TRCP in the regulation of P-catenin stability (Cenciarelli, C.)

The conformational behavior of heparin-papain interactions (Chagas, I.R.)
A regulatory switch for induction of monocytic differentiation and
apoptosis of a myeloid progenitor cell line (Chang, Z.)

Activation of an MDM2-specific caspase by p53 in the absence of
apoptosis (Chen, J.)

Covalent modification of all members of human cullin family proteins

by a new NEDDS8-ligating system (Chiba, T.)

Genetic analysis of the F-box family of proteins in S.cerevisiae-Specificity
factors of the SCF ubiquitin ligase (Chu, C.)

Structure of bacterial signal peptidase-A protease involved in protein
secretion (Dalbey, R.E.)

The role of an F-box protein in Dictyostelium development (Dao, D.)
Characterization of the vertebrate SUMO-1 conjugation pathway
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26,

2%

28.

29,

30.
31.

32.

36.

3.

38.

39.

4().

41.

43,
44,

( Dasso, M.C.)

Ubiquitin-mediated destruction of the Ras/Rac exchange factor
Ras-GRF2 (de Hoog, C.L.)

Bacterial plasminogen activator and host hemostatic factors contro

the local inflammatory response and determine the virulence of pestis
(Degen, 1.1.)

Identification of novel murine cysteine proteases of the papain family
(Deussing, J.M.)

The role of regulated proteolysis in budding yeast DNA replication
(Diffley, 1.)

Three modes of degradation for Cdc6p in budding yeast (Drury, L.S.)
Extracellular proteolysis in filamentous fungi-Secreted proteases as main
participants of the process, regulation of their synthesis (Dunaevsky, Y.)
Proteasome inhibitors alter the orderly progression of DNA synthesis
during S phase in Hela cells and lead to re-replication of DNA (Dutta, A.)
More efficient MHC class-I restricted, proteasome-dependent
presentation with antigen located in the exocytic compartment (ER)

vs. the cytosol (Eisenlohr, L.C.)

Proteinases and proteinaceous proteinase inhibitors from the midgut

of the cockroach N. cinerea (Elpidina, E.N.)

Distinctive subcellular localization of endopeptidases EP24.15 (EC
3.4.24.15) and EP25.16 (EC 3.4.24.16) in the rat brain (Ferro, E.S.)
Regulation of signaling pathways controlling patterning and cell-fate
decisions in Dictyostelium by ubiquitin-mediated protein degradation
(Firtel, R.)

The Skpl and Cull ubiquitin ligase components localize to the
centrosome and regulate the centrosome duplication cycle ( Freed, E.)
Functional significance of disintegrin domains and cystein-rich

domain in meltrin o and B , ADAM metalloproteases ( Fujisawa-Sehara, A.)
Activity of multicorn, a new large proteolytic complex from fission
yeast, is regulated by its oligomerization (Gaczynska, M.E.)

A proteasomal targeting pathway (xMEL) controls pineal melatonin
production (Gastel, J.LA.)

How membrane proteases control membrane lipids (Goldstein, J.L.)
Lon-mediated proteolysis of the E. coli UmuD mutagenesis

protein-In vitro degradation and identification of residues required

for proteolysis (Gonzalez, M.)

Regulated degradation of RpoS (Gottesman, S.)

Fractionation of an MDM2/p300-dependent p53 ubiquitinating
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45.
46.
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The 2nd International Conference on Protease Inhibitors
Chairman

Professor Ben M. Dunn

Department of Biochemistry and Molecular Biology
University of Florida College of Medicine
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& T 5 : University of Florida, Gainsville, Florida, USA
BuvE&bH5k : bdunn@college.med.ufl.edu
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Serine Proteases and Inhibitors
Cysteine Proteases and Inhibitors
Aspartic Proteases and Inhibitors
Metalloproteases and Inhibitors
Proteosome and Inhibitors
Caspases and Inhibitors
New Inhibitor Design
Structure-Based Drug Design
New Targets for Drug Discovery
Genetic Analysis and Proteases
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IPS/ICOP Conference on Sept 25-30, MissionPt, Bonnie Sloane
Proteolysis and Protein Tumover 1999 Mackinac Isl, Dept Pharmacology

(1st IPS Conf; 12th ICOP Conf; Bonnie Michigan Wayne State Univ
Sloane, Guy Salvesen, and John Mort, USA Detroit MI 48201

Edwin Madison, Judith Bond, Thomas email:

Bugge, Organizers) bsloane @med.wayne.edu

SacssmSIPBRORARERIRIOOOOROODRNROOROROGSRPPORRORRROCOSOERDERRRARREAERRBOBRS

International Proteolysis Society (IPS)
The 15t Conference

A newly organized Society, the Intemational Proteolysis Society (IPS), is being incorporated as a not-for-profit
society with the goal of facilitating interactions among basic, clinical,and industry scientists working on pro-
teases and inhibitors in organisms from bacteria to humans.

The missions of the Society are:

° To further the pursuit of knowledge in research on proteolysis

° To encourage exchange of ideas and resources in the widest possible sense by supporting a member-
driven society

° To encourage scientists in training by providing travel funds for meetings

° To act as a center for the coordination of meetings on proteolysis

® To hold an International General Meeting every two years, on a rotating basis between the Americas,
Europe/Africa, and Asia/Australia

° To sponsor specialized workshops on topics in proteclysis

° To foster links between academic and industrial organizations with common interests in proteolysis

IPS evolved from the International Committee on Proteolysis (ICOP). The first IPS mesting will take place at
the Mission Point Resort on Mackinac Island, Michigan from September 25-30, 1999. All those who attend
the first meeting will automatically become voting members with the first election of officers to be conducted at
the business meeting on September 28%. Until then; the members of the interim council of IPS are:

Bonnie Sloane (President and Council Chair)

Guy Salvesen (Secretary)

John Mort (Treasurer)

Edwin Madison

Judith Bond
The organizing committee for the 1% IPS meeting consists of the interim council plus Dr Thomas Bugge.

The IPS Conference on Proteolysis will consist of a plenary lecture, four poster sessions and eight platform
sessions: Pathogens/Parasites; Protein Processing; Inflammation/Degenerative Diseases; Late-breaking
Topies; Hemostasis; Plant/Viruses; Cancer; and Development. The platform sessions will have 67 speakers:
41 who are internationally recognized experts and 26 who are junior scientists (students, postdoctoral fellows
or those within the first 3 years of holding an independent position). Submitted abstracts will be used by the
session chairs, in consultation with the IPS council, to select the 26 junior scientists.

The deadline for submitting abstracts is July 15, 1999. There will be an interactive form on our web page for
submission of abstracts and for meeting registration. Hotel registration will be set up as a hyperlink from the
web page.

For more information, see the IPS web page: www.protease.org



1999 International Proteolysis Society

CONFERENCE REGISTRATION FORM
September 25 — 30, 1999; Mackinac Island; one form per person

Name

Position

Organization
Address

Telephone Fax
E-mail

Check here for
l:l standard fee

Check here for
[[] student fee. Attach
documentation

Check here for
D accompanying fee

Enter amount enclosed

If paying by credit card, please fill out:

D Mastercard D Visa
Card #
Expiration Date
Signature

Name as it appears on card:

Mail complefed form and payment to:
Registrar — International Proteolysis Society
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In the yeast Secclaroniyces cerevizine, the Apgl2p-ApgeSp conjugating system is essential
for autophagy. Apg7p is required for the conjugation reaction, because Apgl2p is unable
to form a conjugate with ApgSp in the apg7icotl mutant. Apg7p shows a significant
similarity to a ubiquitin-activating enzyme, Ubalp. In this article, we investigated the
funclion of Apg7p as an Apgl2p-aclivaling enzyme, Hemagglutinin-tagged Apgl2p was
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B 2P 2R L7, F o3ty 0
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coimmunoprecipitated with c-myc-tagged Apg7p. A two-hybrid experiment confirmed e E’ilﬁﬁ[ﬂ U‘?Cysm‘a':'fﬁ?ﬂ‘f hh L
the interaction, The coimmunoprecipilalion was sensitive to a thiol-reducing reagent. RL7c. T ERApgTpfth Y
Furthermore, a thicester conjugate of Apg7p was detected in a lysate of cells overex- - . g T g o g
pressing both Apg7p and Apgl2p. These results indicated that Apgl2p interacts w:'ch oy 2 ;!PL LORERY 778 ?U?I‘_’D‘Jt & 5&
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ApgZp via a thivester bond. Mutational analyses of Apg7p suggesled that Cys™ of
Apg7p is an active site cysteine and that both the ATP- bmdm.g damain and the cysteine g} 7" Oy fe 2w S l’fn‘éﬁ({ﬂ?ﬁﬂ?ﬁ &4t
BEDZ &b, Apglpid,

residue. are essential for the conjugation of Apg7p willy Aphllp to form the Apgli2p-
ApgSp conjugale. Cells expressing mutant Apg?ps, Apg7pt , or ApgZpCA showed 7= . -
Apgl2p% B & L WTBEIRER Cd
h, ZOREEERIZ. A—F7 79—
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defects in autophagy and cytoplasm-to-vacuole targeting of ‘hnunr.spepttdasc I. These
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results indicated that Apg7p functions as a novel protein-activating enzyme necessary for
Apel2p=Apghp conjugation.
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Figure 3. The ATP-binding domain and active site cysteine of c
ApETp are sssential for conjugation with Apgi2p via a thioester vector wild wpe G333A C507A
| MEAD - band. {A) Peint mutation sites are schematically represented. Gly™ :

in a predicted ATP-binding domain of Ape7p was changed to Ala
’ “#HA-Apgi2p by ;Pnlt‘_qu”c(:cd mnrt:hrnEwa and {-\ipg PLn ApgTp gwm\ also
TBIND changed to Ala, (B) Apg7p™™™* and Ap;?pm”" are expressed in
yeast cells at similar Jevels to Apg?p. The apg7d sirain carrying
pRSIA [veclor), strain YITT0Z (wild type), strain YIT7G333A

G s o (GII3A), and steain YIT7CS07A (CS07A) cells were grown in MYD Figure 5. The ATP-bending domain and active site cysteine of Apg7|
o ¢.~¢" O medium and lysed. c-myc=tagged ApgTp proteins were immurios are esseatial fer autophagy, (LAY GIy™ and Cys™ in Apgp arc sssen

o ,p‘“‘ ¥ precipitated as described in Figure 1A, {C) No Apgi2p is colmmu- fial for the accumulation of autophagic bodies umder nitrogen-starva
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ence of PMSF and incubated for & b at 30°C. Representative Momarsk
images of the cells are shown, Autophagic bodies accumulated i
vacuoles of apg7A cells camying pAPGTmye-314 (a). Few autophagii
bodwes sccumulated in vacuoles of apy?A cells carrying pRS314 [b)
PAPCTGIIIAmyc-314 (c). and pAPGICS07 Amye-314 (d). (H] Autoph

and YITFCS07 A (C507A) strains were immunoprecipitated, and the
-:.uunmunppn:c.pllales were detected by Western blotting with an-
t-HA antibody as described above,
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Figure 4. Applp™¥4 and ApgFp~™"* show significant defects in
the formation of the Apg12p=-Apg3p conjugate. The conjugate in cell
Iysates enpressing Ha-tagged Apgl2p was detected by Western
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We compared the membrane proteins of autolyso-
somes isolated from leupeptin-administered rat liver
with those of lysosomes. In addition to many polypep-
tides common to the two membranes, the autolysosomal
membranes were found to be more enriched in endo-
plasmic reticulum lumenal proteins (protein-disulfide
isomerase, calreticulin, ERRG0, BiP) and endosome/Golgi
markers (cation-independenl mannose G-phosphate re-
ceptor, transferrin receplor, Golgi 58-kDa protein) than
lysosomal membranes. The autolysosomal membrane
proteins include three polypeptides (44, 35, and 32 kDa)
whose amino-lerminal sequences have nol yet been re-
ported. Combining immunoblotting and reverse lran-
scriptase-polymerase chain reaction analyses, we iden-
tified the 44-kDa peptide as the intact subunit of betaine
homocysteine methyltransferase and the 35- and 32-kDa
‘peptides as two proteolytic fragments. Pronase diges-
tion of autolysesomes revealed that the 44-kDa and 32-
kDa peptides are present in the lumen, whereas the
356-kDa peptide is not. In primary hepatocyte cultures,
the starvation-induced accumulation of the 32-kDa pep-
tide occurs in the presence of E64d, showing that the
32-kDa peptide is formed from the sequestered 44-kDa
peptide during autophagy. The accumulation is induced
by rapamycin but completely inhibited by wortmannin,
3-methyladenine, and bafilomycin. Thus, detection of
the 32-kDa peptide by immunoblotting can be used as a
streamlined assay for monitoring autophagy.

AL L

AL L AL L

Fic. 3. Immunoblot analysis on BHMT and its partially de-
graded lragments, p35 and p32. Equal amounts of protein (80 pg)
from autolysesomal (AL) and lysosomal (L) membranes were separated
in 10% SDS-polyacrylamide gels, and the separated proteins were elec-
trophoretically transferred onto a Millipore membrane filter (GV,
(. 22-pm pore size). The membrane Glter strips were incubated with
either a-p32-10R (A), c-p35-10R (B), or e-p44~-10R (intact BHMT, )
antibody followed by the herseradish peroxidase conjugate of anti-
rabbit IgG. The positions of molecular size markers (myosin (200 kDa),
B-galactosidase (116 kDa), phosphorylase & (97 kDa), bovine serum
albumin (66 kDa), and trypsin inhibitor (22 kDaj), ns well as pdd (44
kDa), pd5 (35 kDa), and p32 (32 kDa), are shown on the lefi.
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Fic. 6. E64d-induced accumulation of a BHMT fragment (p32)
in eultured hepatoeytes under starvation conditions as demon.
strated by immunoblots. A, hepatocytes cultured at 37 °C in 6-cm
dishes with Williams E/10% FCS wers washed twice and incubated
with 5 ml of KRE buller containing 0.1% dimethyl sulfoxide (contrel,
lanes 1-5) and 10 pg/ml E64d plus 10 wg/ml pepstatin (lanes §-10). At
2 hilanes I and 6), 4 h (fanes 2 and 7), 8 h {lanes 3 and 8), 12 h (lanes
4 and 8), and 24 h (lanes 5 and 18} after the transition, cells were
harvested and homogenized by sonication for 10 5 in 0.5 ml of ice-cold 20
my NaHPO, (pH 7.5) containing 0.15 s NaCl. The homogenates were
solubilized in SDS-PAGE sample buffer and electrophoresed in 10%
SDS-polyacrylamide gels. The separated proteins were electrophoreti-
cally transferred onto a Millipore membrane flter (GV, 0.22-pm pore
sizel, The membrane filter was incubated with either ¢-p32-10R (upper
panel) or a-pd2-5R Uower panel) antibody lellowed by the horseradish
peroxidase conjugate of anti-rabhit 1gG. B, hepatocytes cultured in 8-cm
dishes with Williams E/10% FCS5 were washed with KRB buffer and
ineubated at 37 *C for 4 h with Williams E/10% FCS tlanes 4-6) or KRB
buffer tlanes I-1 and 7-8) containing the following reagents: 0.2%
dimethyl sulfoxide (control, lanes 1 and 4); 10 pg/ml EGdd (lane 23 10
pgfml E6dd and 10 pg/ml pepstatin lanes 3 and 51, 10 pg/ml E64d, 10
wg/ml pepstatin, and 0.2 pM rapamycin (lene 8); 10 pg/ml EG4d, 10
pg/ml pepstatin, and 0.1 gy wortmannin (lane 7); 10 pg/ml E64d, 10
pg/ml pepstatin, 10 my 3-methyladenine (lane 8); 10 pg/ml ES4d, 10
pgiml pepstatin, and 0.1 usm bafilomycin (lane 9). Alter incubation, the
hepatocytes were hoarvested, homogenized by sonication, solubilized,
and electrophoresed in 10% SDS-polyacrylamide gels. The separated
proteins were electrophoretically transferred onto & Millipore mem-
brane filter (GV, 0.22.pm pore size). The membrane filter was incu-
bated with either a-p32-10R (upper panel) or a-pI2=5R (lower panel)
antibody, followed by the horseradish peroxidase conjugate of anti-
rabbit IgG.




