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A 1lnM APMA(Z B2 # -l A X A R) £ 4°CE L 72kD A B
%wbﬁ,iﬁ%uﬁ%ﬁ¢%ﬁxﬁm@ﬁih@ﬁ
o NFE R BE (MMP-1)¥ #l 48 A A& % B 3 % H 5 247 & &
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A0 BF B & f 205 4 MR BF 3k R % 6 45 (360 nmigt & > 460
A4 B e

%o AN A B R B8 (MMP-1)& R ¥ #1 48 A #& & & I1Cs0 o 2 ICso
B #0.03 uM> B HHA£0.3 £M>0.03 uM>0.003 M
%0.0003 u MZ & & B 5 ¥ o

% # % A ¥ (Stromelysin) & # (MMP-3)% %] # A&

& ¥ Weingarten & Feder(Weingarten, H. & Feder » # B He
BB REEZ 2R A 0 AL B A (. ,Spectropho-
tometric Assay for Vertebrate Collagenase, Anal. Biochem.)
147, 437-440(1985)) AT L X 5 JE 2 5 £ 3T 9 ¥ # 47 B % &
Ao F A 4R o B M B % (thio peptolide) & & [Ac-
Pro-Leu-Gly-SCH[CHzCH(CH3)z]CO-Leu-Gly-OCsz] KRR E
£ AP R (Elman‘s)R H # £ T &322 578 E B o

AR EOBEAE20MABHREANFIMAI0E £/ 5
R B AR BRI FLUAEETALD £EH R
(prostromelysin) » B Z G B 1 B3 B A F £37Cx %15 4
0 BAZTCHmI0MAI0E £/ S X 50 & & 859 3 #

0742 » A SRR & & BEFE M o

HO6-F TR AR B 250 5 MR
(200 mM & 1 43 ~ 50 mM MES & 10mM &, 1t 45 > pH 6.0) i
T % # o EFERZIRKEHNFAIN G Ha T HEE252 4
RIEH - FRRRABOB-HA-4-HEX L) id =@
AT 8RB P AR IMR R I S A B R b MR R SmM
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-19-

AR BB R AR (CNS) AL (21029704 )

(o Db S B i N BT B R )



509668

A7
B7

2 TP R o> 30 H Om b O SR

Lo~ FREASLRA (17 )

M £ 1 mM#& R E &5 R E &£ 50 o

AT REZHEFTAERLIO mMZ 3 # &l R g E W 5 EH
P EEHE AR ABER T AOSOMAELELES £
M>0.3 £tM>0.003 £t M&ZO0.0003 uMZ & EE o JF At &
HER e

PEAK A H 2300 mM= ¥ R E B R AR 50 & g+ H 2
FISoMEAERFT FmS0MAELREEEI aMEAY @ B
WBaod o  ETaadBRATRFRAA A R F S B
¥ o A THE BEUVmaxRF R A405 nmEFEHH K o

VA 4o B R B Z 48 B & ik B £ ICsofl o
MMP-1323# %] 4 A

A2mM APMA(Z BB - XA XA R)AEITCHEILAEE
A MMP-13 3 1.5/ B8 » 3 % 4 47 4% # % (50mM Tris » pH

2 7.5°200 mMA LS ~ S mMRALE ~ 20 e MR AL £ ~ 0.02%

brij) ¥ M 2 400E %/ £ 96 £ & & R F IR 25
WA HBERE BEEIm AR RRLT BTN SN
AL AL HBERFIOOE L/ EH 2L REE

A F A ER TR L0 mMM # B R R BB E e H A
B R BEE (MMP-1)Z & 37 &) & A B A& 9 4 & 8k F
W ABAEY BT RARBAERAEETRAZR - 2 F
Z B EB30 tM>3 uM>0.3 £ M&RO0.03 uM -

e A BB R B (MMP-1)#% # 4 A #& #® # % & (Dnp-Pro-
Cha-Gly-Cys(Me)-His-Ala-Lys(NMA)-NH>) JET/‘ & B ¥ s e
S0 A FI0 pMZ 54 B RE - EOFMRFS 54310
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BREHRAGBEFRATAERELR SR ATy
Mg g KAH MR

dm A 8B R B (MMP-1)3 # 45 A A% ] £ ICs0 > 2 ICso:s 3
0.03 1« M 8l % # # £ 0.3 £ M > 0.03 M 0.003 uMZE
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TNFE % Z 3 % 1% &
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# 4 1% BBAZ HBBS ¥ & % & 2 X 106/ £ # - 4& A Abbott
Cell Dyn 35000 R A R Z M O B B T HE U B+ B ta
BEAH B X 17TE24% o

180 7+ %= f2 % % & B A F & 96 R #& (Costar)¥ o i /n 1t
&M RLPS(100E % £/ EFH KB E )M T LB BE2008 7 o
PRRE MM EAT3R - E37TCRBIAZCOE A B ¥ 32 44
BB M BEEHES(AENH0Xg1004)EH M EERAEG
Fl R&D ELISA£M 5 #TNF a ©

Hoet ABRIHILBAEEAN N BE LB B9 R ER
BB T(ONPDEAA R T > THEA S BTt 840
B~ kBB ERAHKZE - BE 0 ERALSY TR KIS

225 P oo 3 H e B R S
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Bl BH(ABETFAEEK - EAIZBHIED) ERER
AL TEBRAELERLESH R T HobLER ~ K HE
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B oM ok Rk F o KA B S5-5000 ppm 0 ] ¥F 25 F 500
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M3 4 4e BT E % (adriamycin) ~ 4 b B % (daunomycin) ~ JR &
£, £ 44 (cis-platinum) » & # & (etoposide) ~ ¥ # B (taxol) ~ F
% % iz (taxotere) & A 1 4 4 & 4v &k & # & (vincristine) 44 &
A s B R IE

HED RSO M o 30 e X g o S B R

EIARHE (BRAILA

wherein R', R? and Q are as defined above, useful in the treatment of a condition
selected from the group consisting of arthritis, can'ce‘r, tissue ulceration, macular
degeneration, restenosis, periodontal disease, epidermolysis bullosa, scleritis, and other
diseases characterized by matrix metalloproteinase activity, AIDS, sepsis, septic shock
. and other diseases involving the production of TNF. In addition, the compounds of the
present invention may be used in combination therapy with standard non-steroidal anti-
inflammatory drugs (NSAID'S) and analgesics, and in combination with cytotoxic drugs
such as adriamycin, daunomycin, cis-platinum, etoposide, taxol, taxotere and other

alkaloids, such as vincristine, in the treatment of cancer.
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