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9977(1990); S. Tyagi and S.R. Simon,"Parinaric Acids as Probes of Binding Domains in Neutrophil Elastase," J.
Biol. Chem. 266, 15185-15191(1991);S. Tyagi and S.R. Simon, '"Interaction of Neutrophil Elastase with
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UAE JAeHA] Eote= Aoz S HTG[EA - L. Golub et al., "Tetracyclines Inhibit Connective Tissue
Breakdown:New Therapeutic Implications For an Old Family of Drugs", Crit. Rev. Oral Biol. Med., 2, 297~
322(1991) at pp 300 and 301].
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Assay Systems for Inflammatory Cell-Mediated Damage to Interstitial Extracellular Matrix," In Vitro Toxicol. 7,
75-81(1994); E.J. Roemer, K.J. Staton, and S.R. Simon, "In Vitro Assay Systems for Cell Interactions With
Interstitial Extracellular Matrix,"In Vitro Toxicol. 7, 209-224(1994)11° 7] ¥ nle} Zo] Abgk S F5(A PMN)7k
vt R22 HE A HE A Lol o3 Aakd, Aoz Alxd s 11 714 AL v EYA(ECME +
ates 385 e A5 24 49 AldHd JA-ES AFEste] g gtk 5uM WA 50uMel| o] 2= s E CMT-1
WA CMT-102.2 HE 107]9] ol 3}st4 o2 vgd g Egfito] 29 (CMT) B S5 A o] 29S a3 2~ (Hank's)
454 SAHBSSZF2 2 x 1009 AF A} PMN/mLe] @gads} FAd] ECMeR A7t o5 dATolA, ECME
QA oS- B 0w WAL BRP A7) S A 647k 7HEEE Fcound S A8 B ] PMN u]
FerFol BEE F(count) 9t Wl W} 5pM, 25uM 2 50pM s =0l tdF A= F 10 YEhaz 30uMol] o dF A=
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[E1]
PMN(+0.5 nM PMA)-wj/RE R22-ECM Z}pitafol oidh CMTS] & Z(37ColA 6A7 F

vlZ % 3H-Pro cpm)

AA ECM 7} 88l (% dZET)

Sum 25um 50um
EAAlE™ 98 92 84
CMT-1 93 95 90
CMT-2 91 95 100
CMT-3 69 55 50
CMT-4 90 98 130
CMT-5 78 112 102
CMT-6 109 101 97
CMT-7 97 84 100
CMT-8 96 82 57
CMT-9 88 215 190
CMT-10 101 85 80
23 BN JkEdE 2T 499 gAA RAsd 1000 EEHE -EAL 4 W
2322 veldd

E 1% %12 CMT-3°] &5 wi7lE ECM &3l & 433] o AI(=25-30uMe] sEeA ~50% 2JANE = il 7]
AR AHgHE BE Foj#god A ECM =3 = %#6}741 AATE = Utk AL HolFrh CMT-8 2 CMT-10, 53]
CMT-8< ¥ Lo A ECM 23| & A8t A o2 YEpdt

T 2¢ 7] g vhol o FAg WS A&kl 2 x 105 PMN/mL B 10uM A AlE HLES] 23] v 7§ ¥ ECM
T-3

7=
el thgk &8k AN 25pM CMT-3(COL-3)¢] 9A] &5 9] HuE A gir)
Al 2

Abgr G A~ A (HLE) 9] ofn] = #3l] &4l 1‘41?1 H EepitolZd o] A4 oA aE £3 [ Ying et
1 Biochem. J. 277, 521-526(1991) ]9 7]<%% vl¢} o] DMSO $ %8 2%% #4712 A4l EE X-1009] A
< WiAlsk= WP E i o ® Frkgknt ofn| e el A AFEE = 96— HlAlEH o] E 9] Aol A HLES] AlZF-9 &
?;{Jaue 3|9 &t7] 918 ZHUCIESE 0.2% &~ €3 457 &N ow dAefghrt. 100uM WA 300uM e} A &2 )
Elo] = 714 W EA|H A d-Ala-Ala-Pro-Val-p-HEZold =] ¥ & HE L& SHol AH&eth X-d 282
a3 B [E33Z: W, Bode, E. Meyer, and J.C. Powers, "Human Leukocyte and Porcine Pancreatic Elastase:
X-Ray Crystal Structures, Mechanism, Substrate Specificity, and Mechanism-Based Inhibitors, "Biochemistry 28,
1951 - 1963(1989) 15 71x= 3H, A7) 7|d& HLES 7|d 2% o}F-9|d S, WA S- Oﬂ Agst= Ao w2 Al HTT

obu| = Ha| Ao A= Y= [FA % M. Dixon, Biochem. J. 55, 170-171(1953)] @ U -R9d [FH % A
Cornish-Bowden, Biochem. J. 137, 143-144(1974)]¢] 18| wlyi o= B3k} AJ(Ying et aDTol 28] 7|=% »v}
o} o] XF Ao o A, Aoldt 7| A FollA 58 "E S5 WAL &5 v A A A9 72 A=
Hh of] MOM 714 sxolq 58 Fgete ZUA-B9d 23 5% A A9 AX3 g 3R] waf
gt 718 e A A ek Kigkoltl. CMT-3(COL-3)°l &3t HLES] JAE 9 AP d& L IY4]-2 9%l
Z22 % 3a, b 2 4a, bol|A] A Et). o] dlolE] 2 H-E] CMT-39) 9 HLES] olv| & 23] &4 A E 93 Kix
25 YA 40uM Ao 2 FI7HE T 10% e dZAlol= 2 0.1% ETE X-1009] EA5kd CMT-39] A a5 &
A3 FAase] A4 ZE-o] CMT-39F HLES] 4§ etg Aol 71 sttt A 2S5 A A 3o}

HLE®] 9]gt | E A& A d-Ala-Ala-Pro-Val-p-HERZold gl = 9] ofu|x Fajof tjgt SA|xo]Zde] oA &8
S CMT-39l tiall 7] 7<% vkek o] 2% DMSO =4 9 Al A| F-Ajskel] S48kttt A o] &/ 9] g HLE9]
ofu| = Raff A o] Ao thek 93 Y= SR 7] &7 B4 & 504 A npel o] g 300uMe] B} %2 K
s YERT HLES] ofv| & 7hpdtal] @78 o] A A=A vlad stAY oju dt g5 % HolA| &+ E thE B EgtAlo]
YU FEAE SAHEZA S o] 9] 4-o| 51 Q] of 7] - —‘“]EﬂEE‘rA}Olﬂu ZREHEZAO] S B o] 4-9
ol o3 SZZHEHA S PSR RHEAO]F-; H 47]9] §3E Shol A S4 9 sfol=EA] 717 T2t
= $o = A== CMT-5¢1 ststx o2 Wy g Egato] Sdoltt 5531 Bl Egt o] 9] §3tE 3 A ~H 9
6% = 49 X5 o= st A ofu gt X A= 2EA] k7] wiitol| o)A A CMT-3% Al & & o= HE
gAtol 29l BTk HLEO tiaf Bt =2 s d o= Age 4 o= 2 o= ettt
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HLEZ JAl35l7] 913 CMT-39] 352, AA¥ HLEd 23k 2bd3k 12 A E9] vjE- ~9] a7} CMT-39] 2|5
A== = 2004 o] B npep 2 ofu| = & A wetE A =T HLE] 93 mjER 2 o] A HA
o A1 CMT-39] A &2 a5 HLE ofv|= &3l &4 FAeA 2w A vjasdnt shn, o] 212 2714 F3 <
Bayo A oA 7]Zo] CMT-37F lebo] = = vl g 7] A3 o= 3h}e] AdS Ajdels YA o= gho Agdcte
3 A 9} &%) 3htk. ECMe) HLE-uj 7)€ ¥a] AAd A A3 % 7] " Eag o] 2@ CMT-30.2 A3 d Ax} A=
Foligo A aapa o] x| K3}t

el 3

T4 95 2 EFT A& w5 REAdA AAN NFS AgtrEA] S48 A7) AE BFHeRE Fod
CMT-3(COL-3)8 352 &3 [#=*: KM. Chang, M.E. Ryan, L.M. Golub, N.S. Ramamurthy, and T.F.
McNamara, "Local and Systemic Factors in Periodontal Disease Increase Matrix-Degrading Enzyme Activities in
Rat Gingiva: Effect of Minocycline Therapy,” Res. Comm. Mol. Path. Pharm. 91, 303-318(1996)]11°l 7]&¥ n}s}
frAabet A TR EZS AMESte] Y ETh 6 St AUR NE| ot gl shot= ?¢4 Sl&ol o], F(E. coli)

ZZ ATl =(LPS) 0.01mg< Fo st 10ul &2 9] A v S5 FAMGTh B8 27) A ES HE 6d &
¢F Imle] &4 o= vwjd CMT-3 2mg ¥+ Smgs 47§ ﬁﬂroi Folstal, ® oE *ﬂEA AE = @A 2% FH

AMEAEZ = 1|5 28 Fogth 6Y A5 7|3 D)o F55 A7 QI A4S At 7 A oo 2R
B9 AL Z(poold A7) B2 9 =AY F(Yu et aDEY FH[EFZZ: Z. Yu, N.S. Ramamurthy, M.
Leung, K.M. Chang, T.F. McNamara, and L.M. Golub, "Chemically Modified Tetracycline Normalizes Collagen
Metabolism in Diabetic Rats," J. Periodont. Res. 28, 420-428(1993)]l w}& &4 &40 AA S 93] &3} 9wy
T At A4S gt EE2E (Ramamurthy) & 33 (Golub)(1983)9] WM [#%: N.S. Ramamurthy, and L.M.
Golub, "Diabetes Increases Collagenase Activity in Extracts of Rat Gingiva and Skin," J. Periodont. Res. 18, 23—
30(1983) 1ol wel 714 HAd-Ala-Ala-Ala-p-HEZold 2| =& ALgate] AAIT o7 By B3 4 FE o

Fold CMT—37} LPS FAgE SHE Q] Ol FEZolA WP 5 A=A 49 w55 FaAZ = Atk Aol
t} = 62, LPSE FAME L ©@=9] || &2 YT Fo] BtAY A AFE FAPES HEZRE olE 552 de2~E
Al &3 7 Hlﬂo}oi CMT-39] 27}4] ol o2 A el LPS-FAM HE QI FEEo A M dep~ebA] &4 9
el $28 MR, CMT-39] ol [PS TP 9ol 9l ol ] Aeouct $4e] £, 9% &
OG5S QB FA WE FRAA AEHE FEAN F2AE Ao tehget. ol e Ash AW CMT-3 F

T A8t @ %ﬂlﬂﬂzaﬂﬂﬁﬂﬁ¥ﬂﬂ*ﬂﬂ%E%Li]ﬂ*mﬂbﬂomzﬂﬂ

o7 &

1:1

ofN ﬂll
o é

weba @A) B ae) nhg A Feel o ApnE s
WA goma sl 3 Wde] o] Fojd 4 gla ¥ wel
T AL AX G et

ﬂ
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Edl
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1= 5% 5 EBE

3

FACMT 5mg/al
ERCMT 2mg/g
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