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Studies on the immunologic pathogenesis of Hydatidiform Mole

The Role of Immunogloblins in the Pathogenesis

Yusuke MINAGAWA

Department of Obstetrics & GYnecology,
Nugata Universiiy School of Medicine
(DHrecior: Prof. Shoushichi Takeuchi)

For the purpose of clucidating immunological role in the pathogenesis of
hydatidiform meole, the author examined the localization and the content of immuno-
globulin in chorionic tissue, and also serum antibodies reacting with trophoblastic
membrane extract in molar pregnancy, normal pregnancy and spontaneous abortion.

The results obtained were as follows

1. By immunohistological staining, lgGs were observed to locate on the surface of
syneytiotrophoblasts of early normal pregnancy and hydatidiform mole. The fluorescence
of TgGs was stronger in hydauidiform mole than in normal pregnancy. lgGs were
to be attenuated in spontaneous ahortion compared with normal or molar pregnancy,
There was no remarkable change in the localization of [gMs among mole, normal
pregnancy and abortion.

2, The amount of lg(G eluated from molar tissue was larger than that from
normal or abortive chorionic tissue.

3. lgG antibodies, which reacted with plasma membrane vesicles preparing from
molar tissue, were detected in the sera of molar patients by enzyme hnked 1mmuno-
sorbent assay.

In conclusion, IgGs found in molar tissue were considerd to play an important
role as one of immunological factors in relation to the pathogenesis of hydatidiform

mole,

Kev word: hydatidiform mole, imml;nmglobulin(‘z, plasma membrane vesicles, ELISA.
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1. SOEHUAEE T X O SHEHENC BV b S
a7y (BLF Ig) ORI THERE Lo 2
%, 1gG @B LT R A AL BAAL, R MCEHLE
FOREA B . ORIl RS BE SR Theb
by, BOIR AT RARLEMLEE T DR RCEAAL L 0 b aRy - #0K
PEHEE X b, HEMERER T S b o T
2. AMEMSLY lg REHL, FOEREYNELE
Licd oA, BRAHEMTHEL Dt Ehi 18G ©
IR, IERAURUERRE TOEMERAS L it h
fo 1gG i LTE L BB S R

3. MRAHAMEEEE L 0B L RN plasma
membrane vesicles (LLUF PMV) &2EH{ LT -7
B REIIEET L0, MRS AR EME I L OM
M PMV &S 580k, 8 1gG Fukhad
LI ENEE IR

Lk, BukEiasiassk B rokmics
nn lgG p, FOMERMRE G (BE) LHORE
R D RHE L, AR LT F LT
VL ATEEME AR LT R 0, BRRERORERR, o
» 1gG FENEELAE AR LTV LI SRS
hic.

1. &%

PERRATI IR 70 LRASED SRS L Bd, B
w, T ERIREE & T - THEC B DL - ToiER
BpEE S h, ol T ERERE - TOKER L
LM ERABE SRS, VTR LIRS VD FREBE
DRI BT HREESETEH 0D, §iETIMER
A Gl P RY) conceptus DIFEMN L DIEMEEL 2 R,
BETIFEAC S ABREEFRT S o>
MED LS el L oTEW§h5®mktéﬁﬁﬁ
b TRk 23 TH L. ThEhOMEMBICRY
éht%é%u«w®ﬁ#@ﬂk,%@%M@%km%
L SAOBREOMK, FOEIROBRIAENRTO
BIL-+ 2 alREM BRI S h T &Y. BETRR I OHHE
DR ABEBSENEDTETE Y, SEITIRGHOR
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1. SR

MR ArhG (PR 8 —14R, 2RRF) 12604 54 &
Ufe, Felsagst s LT, BRI (6 —12:8) 5760k
JUESKE (6 —128) 2084 384R L, 1 FEHET
20Dk b L.
2. EE

1) MEMESCBTARE 7Y (LY 1g) ©
AR BT A B (iR L 5)

a. fmeg

rabbit FITC 283k anti-human IgG, IgM, IgA [
i (Hoechst #1) % U vEE@E®K (pH 7.2, 0.25mol)
(LUF PBS) T 10-20f5 R U C@ME L. i
vy & WAL rabbit JEELEE anti-human IgG,
IgM, IgA Mm% (Hoechst #) #fER L7

b. R

B L 7o BN 2 A B AR AR T B LTk
Hrebrct, WME PBST Bl LEASER L. @
¥R, #8k% dry-ice-n-hexan acetone bath (—
70C) NTCEEHR L, cryostat (Bright #) T4
— 6 pm O 2IER L, ®EE 75 2 (B No.
1) iy, ZRICTOGHERERE L. 77+ v
h L, ##%% periodate-lysin-paraphormardehyde
(LAF PLP) w2 T 6 —1265REE Uik, <97+ v
L, $70b—nicT2—4pm OFHRYLAHIEL,
WA T T AT T T v ET R BRI
A PBS WCI0400) 3 gk Lok, FITC BRSE
AP B7C) W TASGHIRIG 267, FUREEH
PBS kU 3 [EE L, EbHIC glycerine PBS KWTHA
Lic#, B.H.F. BUEESE U voi2i) o
BE L SAEOBEXE () 5 (+), (+), (+
+), (++-+) D5 BEERHEE THE L.

2) BREMERRL o lg B E e

FURFF AR B, EHMEESR REMSEERLD
MRS &M 1gG, 1eM % Faulk HOOFHEY # LT
it Uic, Tebb, SRUCREEBEEIE DI ~SY
vin PBS dic T i U TG A B, MY
Lo ChE 2f5R03TCINR Y = v BT U 7 2 R HH
(pH 2.7, 0.1mol) iz 2KERIR L. i, #E
T UEBAEIML, BEWO pH 2.7 AR L. B
LR EE A 10000~15000rpm 104 L, #
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D EELER LT pH 7.4 W%, 1gG, 1gM #E
Bl —x7 2w A Y- (Boering #) i THIE
L, BMEAGORMERSCOOREYER L.

(3) FURAHIAMERR X b oM &R plasma
membrane vesicles (LI F PMV) 4k LU hic
B3 A UG DRIE

a. PMV D45H

Smith 5OHED L, FRTHRMEMRLD
PMV, T7bbLB#RE microvili DGR T +
e, BEHIEEOKRAHSESRSL P AHTL
ThAEETA v PBS s T i LT
Wy th, BHBERL LY T AT THE L, &
LI BEHAERAEPCC0FHT IRy b AT =
L TERCERATE L. BBl Y, 800G
109 RO LT BB AREL, Thd 10000GIT
305 EE G L, F 0 pellet L, Thi PMV &
L. #0OEEEE%Y Follin-Lolly ¥ THlE Uitk
PBS (pH 7.4, 0.01mol) KiFE X, —80T K THE
{577 7o, /0¥ pellet O—ff% 2 % glutaraldehyde
B0 PBS W TALEE L, ESEE-FEmEE (B STEET
HS9, H800) 1= THEZE L1

b. BERGEEHEEE enzyme linked immunosorbent

assey (ELISA) Xk % PMV BUCHFIHFOHEIE

HRMEICDVWT PMV BUSHEHEOE#EY Davies
LOFEY KB UTEA L. bbb, EAEE 50
pg/ml & L7z PMV OREEEER (pH 9.6, 0.05mol)
BEW (s aaA 24— 1—F (Nune) ©F well
wo50pl ToGTE L, BE TSN E 2. JE
fHE: PMV SRR % BBk, Chic0.1% gluta-
raldehyde IpEERAEETHE 200p] %20 LC 3 SHRIG
i, fE PMV REWE L. 7o F v 220.5%
bovine serum albmin [T TfT -7t M (#KRE LU
av ko —) 50pl & well 4L, 37C3045H
G, e R TG Lok, 100f5 AR
urease #3% sheep anti~human IgG 7t L, IgM #i
k& (Sera~Lab #5) 50p] % cik L, 37T305MIEIG &
e, el FEREER R L UM A VRO T A L
#, urease HE & LT hromocresol IR BHRE
(Sera-lab #F) 50pl % ZiE L3TT3040HRIGS ¥, &
#iz 1% thiomersal B¥& 20ul W CRIEEELE ST
FUSORE T AR EEEL LT D REFRER
2x xR L, (x+1) & - THEME LEERLL
#-. 7 ¥ positive control WIIIGHBEM 2R LM

EAEENE S UCHEM L, negative control IZiX 5

TilE»EH L.

m. # 2
1. BEHEMC ks s a7 v Ig ORE (F1,

EHE 1, 2,3

BHEYIR TS5 7 o vHIR R L TR R T
B toht, RSO NBHET OB 7T 1+ v
I D FHARETH - 0.

BiR 2 AR BB Tl IE HAERER & IF RO
Th -t Thbt, 1gG 2Tk, syncytiotroph-
oblast (LT SyTr) L OSBRI » Xt eh g
h, HICBRREHBMEED SyTr TREOXRBEOALT
T < MIHE W L MR B S s, cytotrophoblast
(LUF CyTr) BIUHMEMECEEIED LRI, -
7o 1M B LU IgA oL TE, W th ORI b 8
FiREE I kT ok EMERE T SyTr
BLURERTO g6 O, KE, £hbod
I IEF e S IgM OMEABIE S .

2. MEMRLYORE 2T v Ig MERE

M Lzt 1gG Bk, BRARBMEESS AT
0.3285mg/g, IEHHEMBSTHITIY 0.2084meg/g TH
v, & I-TEMEE06 T 0.1848mg/g TH -T2
Thbb, MRAHRMEAR FTEMEERIT G

F 1 BEREBMEES CTHEWNEA®R EM
FEHBL R A2GFE 7 a7 v G, M, A
DRHTE M GEEEERCLD)

IgG IgM IgA

Rk A e M EAL RS

syncytiotrophoblast + — -

cytotrophoblast + - -

basement membrane + - -

villous stroma - - -
EEMEHK

syncytiotrophoblast + 4+ — —

cytotrophoblast + — -

basement membrane + - -

villous stroma - — -
HEEM T

syncytiotrophoblast e e -

cytotrophoblast — - —

basement membrane + - -

villous stroma - - —
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codEsE 102 % W12 MIMesiEiI2H

B 1 EEVEECHT A [gG A0k

ki , MBI FiIC microvilli &8
MEMRS R B 30y 20 bh D R Y O T A B
S, (X100

L. (TX10369)

BR 2 faik@hi@ Bty 2 i 1gG & ER 5 SPHLEE 6% ORRAISHE
B RN NFRIER 47 ) oo 8 FHIMES S . MEMRER
MEEM O I R 3 AR OMIEEETMESRE SR TS
SO LECEVCERER D L. (X100) DIBDH LR A, (TX10%%)

. o

BE 3 AEGEMANCHT 516G 300 R 6 WM CRES h A
PRk

MR REE Y ST, 8
MBS 1gG DRELED BOLEMEL N, 155 h 1 pellet

fe o7z, (X100) DEFEHEHEEHE. (3x1045)
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REH S T Fio, 18M K Dn TR DIpE S
EETH D, HEDLEIIAETH - 1.
3. FURAFAMERES L O OFEBKS PMV D45

&k B UG O B

(1) PMV OE-FEEMSEAT R (B& 4, 5, 6)

PR AR TEES4 FL D PMV OB FT - 1o
FE 4, 5 [2oEERERISOMEERICERT LTS D
HREE ORI HI HRIFRTIC HolBE L C#HLE microvilli
PELERESNTED, FoBbhic PMV L,
FOBRTE S H S h WO ENEE S (FE
6)

2) PMV BUSHUEOME (F 2, 3)

LTRSS RREBEREER 450 PMV 2HE
F4% ELISA 0k T, FhZTholREHEHRINE
RS HOmE, v -t UTIERR 7206
DMFZ2>T, FOHBERHE L. 7, F¥ES
FIFOFIC W TORIETIE, 4 SOk F e
Bl oo PMV-1, -2, -3, —4 &3 5 H &M Mean
+2 8.D. i1, 1gG HiETEhFR 1.30+1.80, 1.25
+1.53, 1.25+2.09, 1.55+2.14 TH Y, 1gG KT
Fh#Fh 0.65+1.71, 0.60+1.33, 0.45+1.18, 0.55
+1.18 Th 1o, FI T2 2T 1gG Hifk, 1gM it
P& A FOHEMS L2 b - Tk EE L.

Both A Ba B A 4 B, BRI 3 flic o To
IeG, BLU IgM #ifkfiilE 2, £ 3 O TH-T
Thbb, BREREENED G HFC>LTL,
OO PMV @t LTIE T~ 8 D& WHUEMZ R L,

* 2 MRRAMEEOE, EWERDESORR
WwHMEMR PMV x4 2 /IS 1gG
Piigfii (ELISA & Xk 3)

RUR AR EMAE PMV
BBmE | Ef 1 |2 | M3 | R4
(PMV-1) | (PMV-2) | (PMV-3) | (PMV-4)
iR A &
1 1 2 8 z
fEfH 2 1 7 6 6
Ef 3 0 6 1 6
EF 4 5 4 6 8
EHITR
FH 1 6 6 e a
Ef 2 4 4 6 7
fEH 3 6 3 1 7
TVE—=TA v OBEITEE R R

% 3 RRAREENE ERESLEPORR
AREMEHEE PMV b 3 RIGH: 1gM
¥éefii (ELISA B L 3)

Hok A Me#k BRI PMV

B | REG L GEGI2 | GEGIS | FEF4

(PMV-1) | (PMV-2) | (PMV-3)| (PMV-4)
FeR &R EE
fBEF 1 3 4 3 2
2 3 5 3 3
fEF 3 1 4 2 3
ER 4 2 3 3 3
b
fEM 1 2 3 3 2
fEf 2 3 3 4 2
fEfl 3 5 3 3

TV E—I4 v OREIBEYRT

Fie, LOBED PMV ot UTLBHERT L ON
Zip e, EHEERIMED 186G Flfd >0 Td, Bk
LA PMV o LT R T ONT%I
BEshn. 7, BREBREEOE B LU EFERD
BO IgM Fkim oW T, BER AT LR TR
5~ 8 %It Xl -1

. # £

EROB MRS T O ETFIEHES b > T
WADS, TE:, RENETIAEELMES LTEEE R
TWh. LT I ORENRETIIEICEROBOTHER
S LTV ABDLTRL, HEROFBLCELTE, U
AnAlehirb B Ei LA D EAERI DD
HAEY. T, RO I RRELRFEE,ORER
TR LEE, hiICH BT 2 ERM0BEENEL
B E o LTFEMCERN S CREE L e A D, KIERE
b & LTTERCER L TRRAK LD, 20
BROB AR TOMS T 5 EEAERSh T
1=,

T, GAE, WEREFAFRC LD () RRARK
DT+ A FIT andorogenesis 10 X - THRAETAHZ &M
BGmein 1. Uloh - TRUR AR EARIE LR
HEDBETC L - TORER I N, s - TL5E
S REBER allograft &Ll dn 5. ZOI &L,
EWERE L OWEOMERR L ABEBER semial-
lograft THAHI LERILBEIATHAH. L, £
OFEEBEF AHEL D ORBIERE L RN DL D
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P, M HLHEEF TEEART D LV O FRIIBHL
RS THRREVCESTH L. K BMEARD
TR L LT, MEEARE O L ol R EASE S
FUFE major histocompatibility complex, MHC $7JE
RIL, B, BRSSO DREMEIGH HIRE
FTELELDECHEZDD T L L, ITEREARS
Do MHC FIFOFR S h T & B2
ERTELD. SEIOHFEEVTL, RREEMER
oo PMV x5 4 ORUIRA BEE g h OfiE S
B L, PMV i BUST A8k, #e 1eG kO F1E
T5HCENEEI R ORRIIMERSIC L RHAC
w LTS A B 2 5 AEOHFAET 5 2 & w0l
B LThA.

TRTE IO LS R, Fic MHC HURZ AT
LHEREEZN LM EMMOIER IR D O Ll CEF LI
V4, B allogeneity OB KLR A IEM ERE £
BIERCT 5 & DRI SRIL, Ko L5 I ERET
HEHLSATHA . ETHRREMREE LY SLERO
B, T OREH Y v BRES R UL mixed lynp-
hocyte culture reaction i L CHISIIEM R34 2 &
MERH LR TWAY., £ LT ZOEIGGE, Efm
HRCHFAET ART (B ERLAAATaAF
FoLE VL) OB, BLEERRTFE LTOMmE
IgG SECfEAETZH MHC HURH4 (B MHC
class DHIFEPAE) L - T mediate INTWL25 T &
P L ST 58, i, MEREMHLZOX
HIEEE A R LI W EbEBBRTLAY, &
LI, IERMEERE L ORI ERS L R L
fo 1gG ol REEROMEER A R T - EREEa T
WA Fiebhh, RREABREEE STERDEL,
MEMBOERHFELEELEL D&V R L DL g
nHH HMC HiE, 1gG FiEnFE LTV 5. £hT
i3, 2o IgG RAUMEERS VORI TED LS
BEERLLTWL0THA Hh SEOPRICE T
WP AEEE L OMERSC KBTS 1g ORfTEERE L
fok A, 1gG WE LT, RABMEMRR T%
MEAR, WMEMEARLOBKHRLERIBE RN
fo. Thebb, RRTEBEHG T IEREAZEL D
LR S h, REMEHE TR
Nich -t Fh, SMEHRRLD Ig 2#HHL, o0
HEMHEHE LA, IgG RBEL T, BRE
BMEHSC S TREDE L ENEE SR T
b, BRARERETE, EFEERE ORI RVT,
OF OREMMCILAERBME 126 BCAEFELT

WhEI L, @Iz EiED 1gG HiHE A & L BA
hha D&, @BBMFHCEE O THAMMRIER S
ERIGT A8, Hric 1gG BUEAERETA L, AR
At ChoomMmEE BRABHTAR Horo
FERicEEXNRD [gC B, TOMERMY B (BE)
L O DOREEREED HRE L, EBEFSCN LTRER
A L0 D ATREME 2481 L Ok 0 BulR Ak 0 48
e, Zo 1gG AP EELERHLRL-L TS E
BHEER S Eh

AR BIH D, FIAHBE 2858 & ke
B 0 & UM EEdio g CORGE- LE
Ffo, EEOWEE, #MEhe 2 xE LER
ABFEEEO R B, BRI 8T
Rl

M, AR LEE O, 106 B AR gy
£ (19821, ABR) Wl THRE L.
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