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BE AHIEKOBFO—2L LT, WEXER TS 257 OB E 2 bR TS, matrix
metalloproteinases (MMPs) @ inhibitor & LT = 7 —# v RBHCHE < B4 L T+ 5 tissue inhibitor of
metalloproteinases (TIMP)-1 (AT TIMP LBE3) 23, HAREEE D X 5 EjpEa R, 7, B
KOBEFIZE 5 b o T\ AR Es L7,

1. [E9R14 - 158 (I8, n=122), E#R25+26:8 (IIFF, n=186), {EHR30+3LE (IIF, n=196),
EPR35-36;8 (IVEE, n=214) ol TIMP EEZ, +hFh, 150132, 139430, 145+26, 149+33
ng/ml (Mean+SD LLFREU) ThHor, 18, MFF, IVEETE, @EIEEF (155+31ng/ml, n=112)
EHEBERFED oM, IFOME TIMPBE X, [HBIVIVELOMICERE(P<0.05) KT
Abiz, BEM (n=4) 8L OB AM (n=9 TR, WTFhoEMCH\WTd, MFE TIMPEED
HRICRELRD 0%,

2. F7K TIMP BE3754+325ng/ml (n=26) &, FMEME L L CELVWEELRLEL, ik,
IEIRBE & ORI B D ik,

3. DRI\ T, FEKd TIMP BE (7751 312ng/ml, n=20) 1%, BMEME (155+2Ing/ml, n=
25) e HIkmE (160+38ng/ml, n=18) L THEE (p<0.0D) LEELRELE, LosLHFAER
DFIERFIZE TIMP 38 H S hizsorz,

4, MBI R T, FER L OWEBREESS TIMP BE1X, ZhZFh, 84+53, 48+22ng/mg
protein TH o7z, TERR1SE L2LEDRRIE K & oM+ icid TIMP i38H S iz hoie.

5. EEBLFRIRE T, FE LM, FIRGMEFER, MEREARR X ORERERBA oM
TIMP o FfE% g7z,

DEDBAE X v, FAF TIMP 3IFERR &% 2 bh, IEHESCHERE TS TIMP 5 MMPs i&#: 0
FEE N LT, INEOMEEL - O IEICE\ TV 5 2 & ARB I i,

Synopsis Metabolism of collagen in the fetal membrane has been proposed as one of causes of premature
rupture of the membrane (PROM). It mainly depends on the activities of MMPs and their inhibitor, TIMP.
The concentration and localization of TIMP in various body fluids and the tissue of perinatal patients was
explored.

1. The TIMP concentration in maternal serum did not show any significant changes during pregnancy,
and it was not significantly different from that in non-pregnant serum. In cases of PROM (n=9) and
premature labor (n=4), there were no differences in the serum levels of TIMP.

2. The mean TIMP value in amniotic fluid was 754+325ng/ml. There was no correlation between
TIMP and gestational weeks.

3. The level of TIMP at delivery in amniotic fluid was significanty (p<0.01) higher than that in maternal
serum and umbilical serum, but it was not detected in neonatal first voided urine.

4. The mean TIMP values in amnion and chorion were 84 +53 and 48+ 22ng/mg protein respectively, but

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

19934 4 7

it was not detected in fetal lung or skin.

341

5. TIMP was clearly localized in fetal membrane, amniotic epithelium, amniotic fibroblast, chorionic
epithelium and decidua, as detected by the immunohistochemical method.
"~ These results indicate that the higher level of TIMP in amniotic fluid originates in the fetal membrane.
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1. EEROBELES TIMP RECOWTD
Bt

EIRE148 0 B25158 6 Boo122641 (17, iE
PE25:8 0 B 52638 6 HD186%1 (IIFF), EHR30
A0 BEAB3E 6 Bo1966 (IIFF), 38X UK
358 0 H2 53638 6 B 0214BI(IVED 2> BRI L,
BODEAEE ¥ T —40°C I BREF L MiET168
ko> TIMP BEZRIE L1, ok, Thbiddx
<, TFHE & e o fEFITH O, Fio, RERFHY
WCERI LB RTEIE KB 9 fl, REAME, =V
For =k LUT208 0 BOTR ¥ T OB IR T
11241 C TIMP BEZ#IE L.,

TIMP EE 0BIEL, Kodama et al. 23BF L

72 2BEOH TIMP £ 7 7 v —F AL HiEE L
7c sandwich-EIA H1Z X 270, REIEEORKE
(¥5ng/ml, interassay @ C.V. 134.6%, intraas-
say @ CV. 135.1% TH o',

2. FKep TIMP BE WD\ T O

ot R SRTHABE K SR 7o & O BEERIHYE IS I
O FERER B B ITENF T ORI L
ToREPR18E 2 HITEUR38HE, 265EFI D F K& H L5
L, AANOREBEXET, 1. LEF TIMP BE
RE L, ok, ZodciERRE, %8,
*XK:#%, IUFD, BIEAHOEA®EA TV
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3. [EMIE W BT 5 ok BHA DG, B stk
B, FK BIOHARWEIRKEKERTIED
TIMP RBE O #E

EYE3THE 3 B X v 408 5 H ORRESTE21418 X
OV F53R B 0 BB 8 4 Bl s\~ CRMAIMLTE
(n=25), WHEEIKME (n=18), FK (n=20),
FAERR (n=15), [ERFIE (n=2) ZHIE,
1. L REBC TIMP BEZRIZE LT, Ik, BES
PRp D 2K I RE R BRI R I U e, &
REYFE G TLRME OB A B ERAL L 72, F 7,
FAERRETXCEIRZ A ic, KEREG R,
RIEHER, F—HFRINCKEL YT LD
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2LBEDRR RS L Y RB 2B TR LA
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wiz, 0.1M NaCl, 5mM CaCl,%&1:30mM
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Tris-HCl buffer (pH 8.0) %, &#f&klgicxtL
Sml DE|ETM%, wF2x— M ELDH
(10,000g, 604> L, o EFED TIMP EE 4 Hl
FLi, TRCOEER 4 CITITY, 2V o8y
& & 1 Bradford ¥ (Coomassie Brillant Blue
G-250, BIO-RAD) X v HllE L7z,

5. Uiz k135 TIMP DR M IO\ T
DS
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Bt b, 0%~V vEE, <5744
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THREABIERCER L, ok, Auviciig
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TR HE
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EE
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EENZ /e oot (R 1), ER14 - 168 (15,
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IR B
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THEE (p<0.05) KEEXRD (1), WE
IR & RPN & OB R T, FITIRFR o flE
B R 2 RD T droT,

B4 Pl X ORI K 9 Blo mE TIMP &
Era Lich, WTFROEMICR TS, EE
£ B} % ks TIMP & © Mean+SD
DB EPT 5 dDRRD bhlhok, Mz
T, BRI K ABRRRICE b BB\ Th,
¥ REREREEO DO, BMEMmE TIMP
BE D Mean+SD OHIF A B x 5 & DIX7RhD
7o (®2, 3).

2. FEXKh TIMP BE O\ TOME

B 975 3% 5B BT o 3 7k v TIMP fiE 13754 + 325ng/
ml (315~1,850ng/ml) TH b, FHKINIE & HLE
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IEHEE DI Rr v B 1 5 A I E TIMP B
155+21ng/ml, B E#RIMLE 12160+ 38ng/ml T
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X OBREBIRINBE R LCEE (p<0.0D) il
Eaasdlc, —7, FERMEIR CETCRERE L
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ng/mg protein

K7 FEE, BB R0 5 ES TIMP &5
(n=14)

ng/mg protein

1,124ng/ml, 875ng/ml TH YV, Fh i+ 5%
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344 PR X O il ki 5 TIMPEIRE D HE5E

HEmESE L5

'ié e

BEH 1 FRSSEFEBSTCINE, R, FEEMESERE REEMRs IO
Bi%ERA oM TIMP 0 RBEYZRD 5 (X40),
1A, EE FEMoik B (x200), 1B, MEBEMES X CREBERRE I AR

(X200).,

D, RHEME, BHEBIRLER L OFEKFO
TIMP BE #BEOBFEILOWT, ThZhokf
AT HERE L, BELE TR, BB
155+ 21ng/ml, FEEFELRIRF148+ 36ng/ml, i
IR 17 1L, 160+ 38%F155+ 32ng/ml, FKAFT
¥, 781+318%f758+293ng/ml & 2 BEICHEEE
BADHOR (K6).

4, DPREIS X OBRIR OB, fi & BIADKE, 1B
Bz 31 5 88+ TIMP BE O

EHiRE D EE 7 b O ER o E %+ TIMP
BE, #hFh, 84+53ng/mg protein, 48+22
ng/mg protein THotc, %D 5 LEIHIHE AL 2
Bl 3135 EFEOMBF TIMP RZE X148 L O
41ng/mg protein, #EE DO M+ TIMP §E
¥, 198 X U'17ng/mg protein & MLEHYEE %7~
L7a(R 7). 7eds, BUIEABEK 2 AR EERFER
CREEE AL RO, Mo INEIIEFED i
ofc, iz, BRIRERE &SI BTk TIMP
BB IRk, e, RAKER X OHEE
$High o TIMP % HIE L2, BRIEKE & X O

LRI S hichof,

5. Iz 1% TIMP o REEI O WT
DIRET

ERE b ARNE, FRERMESFE, MERER s
XU BEEREN O —Ho Mg TIMP © B
DD LN(BEE 1), v, BiEIBEACES 9 4
DI R T, THICHBFEREZRD I,
B K D IIEE & i L ¢, TIMP o Hfattic i
DI E L RDILhOT,

Z ES

PPEOMas < b Y v 7 AR ER 1 BB X O
M 2 5 — % v = fibronectin®, proteoglycans” 7z
ETERIRTWS, 25— ¥ vorfEREEE
123\~ C, matrix metalloproteinases (MMPs)
L B F X R b collagenase (MMP-1), 72kDa
gelatinase (MMP-2), stromelysin-1 (MMP-3)
n, SEOTEE L TWAHEYY, —J, TIMP (1,
TS5 MMPs#HET 2@ &% >0 FE28
kDa D2 v 27 TH 50, EFFEBICIE T
1%, 19814E1= Murphy et al.'V23FEKPIC BB E D
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collagenase inhibitor 3EHET 5 Z 2L UH T
s L, £, Welgus and Stricklin®it & + 5
MEZF M TIMP ot LCEBI LK) 2 m —
PR A7 ELISA il X o ¢, EEHICH
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ALICEE A LR,

#E12, Kodamaet al 2B L7z e + TIMP
x4 5 X EEE /it sandwich-EIA ¥ %
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TELZRDT 520, Zhbix, WFhd, MEE
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