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Table 1. Some proteasome substrates

Protein name Brotein function
Cell division

Topoeisormerase I LXNA ureinding
Topaisomeriase | [INA unsindire

Pro- and anti-apoptosis factors

KIAP Inhibitor of apoptosis

Bas Pro-apoptosis fcto

Bel2 Inhikitor of apoptosis
surivin Inhibitar of apoptosis
Securin Anaphase-promoting factor

Cell-cycle prograssion

707 7Y — LEEH
EEZEDORRKFES 2 N TORIDIRT —
<3, MREAREBIRERICES T ALY 2 -4
KIEHOEASEEZEZRE L, 2OBM%2HS
PIZTEBDTHo7z, [FIEEZIFAZ LICL
DRBAAN Y 2 — LD LERT B, FOBREES
fREER B THIRRO BRI MRENEZER O
Tty Ty IHE LT, FEOMKERIGAE Z
B VI EERBICETV TR E4T 270 E
BRETFNVE LTI, M/MREF 7, RIBIRED
HRZM/IMREERICE LTHETELZ L, I
MEGICBVTROEELRATFTHS I &, T
TV, ZENMMIEAWIZERTSH 72,
HELHPOEELS T TKEEICAY, OTH
BUDMBEEORBEE BIET H 4272, 9
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CyelinE Kinase activator
P27 RIP Cyelin-dependent kinas: inhibitor
P21 CIPTANART Cyelin-depandent kinase inhibitor
Transeriptional regulation
Aredrogen raceptor Nuclaar steroid receptor; transa ipdion factor
Fas/Jun Transcription factor: 2arly immechiate gene
Id Transcription factor inhikitor
IKB-ex Inhibitor of NF-xE
Tumor suppression
pE3 Transcription factor
Rb Inhibitor of E2F
Ageniss D L Ongn T
Aclacimmycin A Natural Preclinical

Preclinical

Epc::onsmyni% - N&tural hreclinica!
Epoxomycin Natural  Preclinical
Lactacystin Natural Preclinical

metabolite of

Streptomyces
MG132 ‘ Synthetic Preclinical
NLVS Synthetic Preclinical

Clinicel, Phase|  Safety and tolerability recently e
. m&'@wﬁmﬂﬁ&m&m@
. - . in 38 healthy volurteers.
Fitenavir Synthetic FDA-approved for HIV. HIV1 pratease inhibitor that alsc selectively

" synthetic Clnical, %&tymphoma Approved by the FDAin 2003 for the

treatment of relapsed and refractory
multpie myaloma

Laboratory use 4
wmmwma

Specific, butweak, inhibitor that blocks
proteasome activity by targeting the
catalytic B-subunit; also inhibits
cathepein A; no effect on serine or
cysteine proteases

Tergets calpains and cathepsins

Vinyl sulphonate tripeptides that also
irhibit oathepsms _

inhibits the proteasome

The prmary inhibitcry target for these compounds i the chymatnptic-like activity of the proteasome?. Alsa reviswved inRefa 8 86,04,
FDA, Food ared Drug Administration; HV. human immunodeficiency vinue; NLVS, 4-tydrosee-5-iodo-2-nitrophenylacetd-Leu-Leu-leucinal-

vired sulphores.
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