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Clinical manifestations of placental mesenchymal dysplasia in Japan:
A multicenter case series
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Abstract of the Thesis

Background and Purpose:

Placental mesenchymal dysplasia (PMD) is a rare morphological disorder of the human placenta characterized by
placentomegaly and multicystic vesicles. It has become recognized as being related with fetal complications including
fetal growth restriction (FGR), fetal demise (FD), and Beckwith-Wiedemann syndrome (BWS), as well as maternal
adverse events such as hypertensive disorders of pregnancy (HDP). However, clinical reports of PMD have been limited
to one or several cases from each institution, and the clinical entity of PMD has not been established and a nationwide
multicenter collaborative research group with uniform medical standards was necessary. This study aimed to evaluate the

clinical features and pregnancy outcomes of placental mesenchymal dysplasia (PMD) in Japan.

Methods:
We requested detailed clinical information and placental tissue of PMD cases in 2000-2018 from Japanese facilities with
departments of obstetrics and gynecology and analyzed the pregnancy course, neonatal outcomes, and placental tissue.

This clinical study was approved by the ethics committee of our institutional review board.

Results:

We collected 49 cases of PMD including 4 cases at our own institution. Forty-seven patients continued their pregnancies.
All pregnancies were singleton and 40 (85.1%) were associated with adverse events including FGR, threatened premature
delivery, fetal demise, and hypertensive disorder of pregnancy in 34 (72.3%), 14 (29.8%), 8 (17.0%), and 6 (12.8%)
patients, respectively. Of 18 patients with measured maternal serum alpha-fetoprotein (MSAFP) levels, 15 (83.3%) had
elevated levels. Maternal serum human chorionic gonadotropin (MShCG) levels were transiently elevated in 5 (17.8%)
of 28 patients. Of 47 infants, there were 8§ stillbirths. There were 40 (85.1%) female infants, and 8 (17.0%) had Beckwith—
Wiedemann syndrome. HDP in patients with PMD was associated with male fetal sex (P < 0.01) and tended to be
associated with fetal BWS (P = 0.053). Of 39 live births, 23 (59.0%) were associated with premature induction of labor
or cesarean section for obstetric indications related to FGR. Eighteen neonates (46.2%) had complications. PMD-affected

placentas were pathologically heterogeneous in both grossly PMD-affected and non-affected areas.

Conclusions:
Our study included the largest number of PMD cases with detailed clinical information. PMD is a high-risk condition for
both the mother and the child. Elevated MSAFP levels with normal MShCG levels indicate PMD. Conventional perinatal

management of FGR in Japan might be effective in reducing the fetal mortality rate.
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IS 2 2 R AE 88 (placental mesenchymal dysplasia, PMD) [, B KR Z ERE B ETAEDORB ORISR
MEE T, BBREE T £ (fetal growth restriction, FGR) 42 R 3E 1= (fetal demise, FD) , Beckwith-Wiedemann
syndrome (BWS)7d & Mg IR & HHE ., 1R M E fE{Z ¥ (hypertensive disorder of pregnancy, HDP) & D EH:#E H
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AFOERAREFTHHEERIZ, 2000 FH5 2018 FIZEEESNT- PMD EHICDOWTEHEMZERRIFREE R4
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BEEH 4 GlE ST 49 Bl PMD EFIEIVEL . 47 BIHEIREMIEL . T A THBITIRTH - BIASHHEE
40 51 (85.1%) IZEB&H B4, FGR, Y1iBRE. FD. HDP MZhTh 34 H1(72.3%) . 14 151(29.8%) . 8 #1(17.0%) . 6
1 (12.8%) THo 1=, Bkl s o 7T+ FOF A s (maternal serum alpha-fetoprotein, MSAFP)AVEIFESh = 18 fHlDS
5 15 Fl(833%) AEEEFRL. BAMPERMEEET FFhOE > (maternal serum human chorionic gonadotropin,
MShCG)I& 28 fHlD 5% 5 Hl(17.8%) B —BEICEEEZEL . S HIDEEREEL 47 HIDRDIE, ZRI(E 40
(85.1%)T, BWS IZ 8 5 (17.0%) T&H>1=. HDP D FJE LR R DI (4/6, 66.6%) & BWS (3/6, 50.0%)& D BEEM
TEENTz, 39 l(83.0%) TERMBON., FTEREHHEIL 18 51 (46.2%) ITHSh =, PMD L ¥ENI-fEH D
faiRiE. RERMICHRIBMEEMNICE PMD OBHMERTHUEERICHZDEULRALBETRELTED
biLT=,
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PMD (ZREREFIRLFABIL-EEFT RE 2L TEAIZHET D580 H DA, MSAFP B TET MShCG NIEEET
HACELITMBEDOERICHBALEMREEZALNT-, PMD ORIEMFICEZATIoTV T REFICBITARAS
AVE—OBEENTEENTEA, KHRICKY PMD EHS58HKAD HDP RE X ROEES LU BWS EET
AHAIEEEANTREN, HDP OFREICA VT o T4V T BEFHIREFTEE(COVNTELLRIBHNEEND. FD O
FIE SRR ILERRICH T AEEMIC L TIESE (17.0% vs 35.6%) T, ERMEFONT-39HID535 23 #1(59.0%) X FGR
(R ELERMAEEOOICHBERSHLIVIEHFEMRAMIETSATL -, PMD [CEMEL-FELHER
FHEEETHEESEOFEREEN, RHICHTAFGR EBAHOPTHH SN TODAREEENE AT,
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AFEIE, ERTERIFRS IURROBREERSPNFEMICE SV, BERSATRARED PMD EAIDES R
IR I TH D, PMD IFBREBITNAIRIILHEETH S, MSAFP {EAEIET MShCG {EMNERETHDHIEIE.
PMD ZRIELTILND, ZIFICH (T2 FGR OFEEHEE T PMDESIZHTH2EREBEDR LICHFSEL TSR
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