Table 3. Comparision of Clinical Features in Patients of Nonhydropic Molar Pregnancy With

Unfavorable and Favorable Outcomes

Early-Stage Molar Pregnancy

PTD (n=8) Spontaneous Remission (n=24) P
Maternal age (y) 35.0(24.3-45.7) 29.3 (26.4-32.2) 12
Gestational age on evacuation (wk) 11.7 (9.3-14.1) 7.6 (7.1-8.1) <.001*
Pre-evacuation hCG (milli-international units/mL) 391,505 (54,805-4,274,245) 96,999 (5,127-413,964) <.01*

[median (range)]

PTD, persistent trophoblastic disease; hCG, human chorionic gonadotropin.

Data are mean (95% confidence interval) unless otherwise specified.
* Student ¢ test.
* Mann-Whitney U test.

were found to have an elevation in serum hCG levels
before the first postabortion menstruation. Serum
hCG levels of all patients with persistent trophoblastic
disease exceeded 25 milli-international units/mL be-
fore the fourth week after the first evacuation.

DISCUSSION
The aim of the present study was to elucidate the
clinical characteristics of early-stage nonhydropic hy-
datidiform mole and to investigate the usefulness of
regression of serum hCG levels as an aid in detecting
subsequent persistent trophoblastic disease in over-
looked early-stage hydatidiform mole.

The incidence of complete hydatidiform mole is
approximately 1 in 1,500-2,000 pregnancies, whereas
the estimated incidence of partial hydatidiform mole
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Fig. 3. Regression of human chorionic gonadotropin (hCG)
levels per week after evacuation in molar pregnancy. The
dashed line shows 50th percentile lines of serum hCG
regression in the cases of spontaneous remission. Each solid
line represents the serum hCG regression in each persistent
trophoblastic disease patient. In the case indicated with an
asterisk, serum hCG level increased again on postoperative
day 43. The horizontal dashed line represents the serum
hCG per 25 milli-international units per milliliter concen-
tration. The vertical dashed line represents the day when
serum hCG level began to increase again.
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is 1 in 700 pregnancies.>!* After uterine evacuation,
10%~20% of patients with complete hydatidiform
mole have persistent trophoblastic disease develop.!!
The incidence of this complication after partial hyda-
tidiform mole ranges between 0.5% and 11%. In
Japan, complete hydatidiform mole and gestational
choriocarcinoma occur in approximately 1 of 500 and
in 20,000-40,000 pregnancies, respectively.’? Ap-
proximately 1 in every 100 patients with hydatidiform
mole has choriocarcinoma develop in the absence of
adequate follow-up.® Choriocarcinoma also arises in
other instances of conception, including normal preg-
nancy, stillbirth, abortion, and ectopic pregnancy.
The incidence of hydatidiform mole has decreased in
recent years in Japan; the common antecedent preg-
nancies of choriocarcinoma have shifted from molar
pregnancy to other various pregnancies, and in three
of four patients after other gestational events.5!?

It has been suggested that in recent years a
number of molar pregnancies may be evacuated in
the nonhydropic period and consequently misdiag-
nosed.!®® Rua et al'* reported that DNA analysis in a
series of 540 spontaneous abortions resulted in iden-
tification of 27 (5%) partial and 15 (2.8%) complete
moles. Fukunaga'® reported that partial hydatidiform
mole was clinically diagnosed in only 5% of cases. We
encountered 65 molar pregnancies in our university
hospital during this study, 34 (52.3%) of which were
nonhydropic (data are not shown here). Nonhydropic
moles are commonly identified in developed coun-
tries where ultrasound diagnosis and sensitive hCG
titers are widely used. The classical sonographic ap-
pearance of a complete mole in the second trimester
has been described as a multivesicular appearance of
the uterine contents or a uterus filled with echogenic
tissue with a homogeneous distribution of cysts.?

In the present study, we encountered a spectrum
of sonographic appearances of nonhydropic complete
molar pregnancy. It has been suggested that a signif-
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icant proportion of cases demonstrate minimal hy-
dropic change in the first trimester and are likely to
remain unidentifiable on ultrasound examination be-
fore evacuation.!® Although these sonographic fea-
tures are probable indications for the diagnosis of
nonhydropic mole, it is difficult to attribute a sponta-
neous abortion to them.>'-1% It is also difficult to
attribute spontaneous abortion to nonhydropic hyda-
tidiform mole early in pregnancy based on pre-
evacuation hCG levels. Therefore, histological exam-
ination of evacuated specimens is crucial for a correct
diagnosis of a “classical” hydatidiform mole. How-
ever, it is currently controversial whether a histolog-
ical approach is the conclusive diagnostic tool for
nonhydropic hydatidiform mole, particularly partial
moles,”” because the histopathological features of
hydatidiform mole early in pregnancy are somewhat
different from those of classical hydatidiform mole. In
early-stage molar pregnancy, villous edema is not
fully developed, particularly in partial hydatidiform
mole, and trophoblastic hyperplasia is usually focal
and mild. Therefore, evaluation of trophoblastic hy-
perplasia is often difficult. In the present study, we
limited the participants to complete hydatidiform
mole confirmed by careful pathological review. Re-
cent advances in epigenetic studies showed that im-
munohistochemical staining for p57%¥2 can provide
useful diagnostic information to differentiate between
a complete mole and other types of pregnancy, even
in its early stage.! An algorithmic approach using
p57%2 immunostaining to refine morphologic diag-
nosis of early-stage hydatidiform mole may be formu-
lated in the near future.

According to our analysis of patients with nonhy-
dropic molar pregnancies who had persistent tropho-
blastic disease develop, ultrasound examination of
nonhydropic mole could not predict impending per-
sistent trophoblastic disease. Pre-evacuation serum
hCG levels in patients with persistent trophoblastic
disease is relatively high. However, using pre-evacu-
ation hCG levels, these participants could not be
distinguished from those with spontaneous regression.
Some patients who were found to have a serum hCG
level in excess of 1.0X10° milli-international
units/mL on evacuation progressed to persistent tro-
phoblastic disease. Patients with a pre-evacuation
hCG level less than 1.0X10° milli-international
units/mL also are at risk for development of persistent
trophoblastic disease, similar to those with classical
moles. Persistent trophoblastic disease could not be
completely predicted with pre-evacuation hCG levels
or ultrasonographic findings before evacuation. Our
results are consistent with a previous report that noted
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that the evacuation of hydatidiform mole early in
pregnancy did not decrease the incidence of persis-
tent trophoblastic disease.! This finding suggests that
all patients with nonhydropic hydatidiform mole,
including partial moles,?? should receive hCG fol-
low-up for earlier detection of persistent trophoblastic
disease, similar to patients with classical mole.2

Nonhydropic molar pregnancies may be missed
when specimens for histopathological examination
are not obtained from complete or incomplete abor-
tions. It may be necessary to establish minimal bench-
marks of hCG regression to suggest progression to
persistent trophoblastic disease. The checkpoints
must be minimal and easy to follow for patients to
help them recognize the appropriate time to consult a
physician. This confirmation method also would be
useful for reducing the economic burden on patients
as compared with traditional serial hCG follow-up.

In the present study, serum hCG levels were
significantly higher each week in nonhydropic molar
pregnancy patients with persistent trophoblastic dis-
ease when compared with patients with spontaneous
regression. Serum hCG levels in all patient with
persistent trophoblastic disease were more than 25
milli-international units/mL 4 weeks after evacuation.
Serum hCG levels decreased gradually with each
postabortion menstruation and were undetectable in
all patients with spontaneous regression as well as
nonmolar pregnancies after the third postabortion
menstruation.

Batorfi et al** studied hCG levels corresponding
to dates in patients with molar pregnancy and con-
cluded that relapse is unlikely once undetectable
serum hCG levels are attained. Other reports®-28
suggested that the risk of persistent trophoblastic
disease after hydatidiform mole is very low after
serum hCG levels have spontaneously declined to an
undetectable level. The present study suggests that the
following parameters obtained after the third post-
abortion menstruation may be used as minimal
checkpoints to rule out persistent trophoblastic dis-
ease in patients whose aborted tissue is not examined
histopathologically: serum hCG level less than 25
milli-international units/mL 4 weeks after evacuation
and less than 0.5 milli-international units/mL (cut-off
points of commercially available enzyme-linked im-
munosorbent assay kits) after the third postabortion
menstruation.

In conclusion, it is difficult to distinguish nonhy-
dropic molar pregnancy from nonmolar pregnancy
based on clinical presentation alone. As far as possi-
ble, histological confirmation should be conducted on
all evacuated specimens to exclude molar pregnancy.
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Follow-up of hCG levels, similar to the management
of classical mole, is also required to detect any
subsequent development of persistent trophoblastic
disease after nonhydropic hydatidiform mole. Spe-
cific benchmark serum hCG levels are recommended

as

checkpoints to rule out persistent trophoblastic

disease when histopathological confirmation is not
conducted.
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BEESHSTA VI —D-0BHRRLTRIA
Silver-Russell fIE R ICBL T A, COHMAR
1986 41 Surani 5 200 353208 L 72, RBEED S
J AR ORI OREC, BEE
kDT ) ADPHRFECEERREHERELZLTYS
EDRZENIT TS,

3. PMD

R, Bolkake bic, 2oRAEI
T A OBREASEEL T, ZORTHR
Raplgid, EiEEOENRERETH->7-PMD &H
JABEFERICHBEEL TWE I Ll 5.

PMD D#EIGTHE O 47205, AL/
Lpls HEBMOBMAWLERE ST 1V I —OfFR,
P57 IPL, HIQE v o - B R TRBE T RE &
BFBERES, IGR2 EQORXMET / A 55
BT 2 METFFBABHALTNS. PMD TR
p57" M SRR I O AFB L, M
P9 0 B R I8 1 p57< BT 5 2. PMD
D 30BIXTFERBIRIETIC V253D, 20% TF
BINIE IR E A4 (intrauterine growth restric-
tion : IUGR) &% 5. F72 D 20 %3 Beckwith—
Wiedemann i % ¥ (Beckwith-Wiedemann
syndrome : BWS) 2235 2. FMIHET5
BBWSIZIERE» 05 2B E/ENER FH
L L, RinkE BHEEOAML SR RERE
REETHHERTHA.

A, ETEMBIER (ART) 254 v 7)Y 74

YIREEDY A7 REREE T LI EEENE
WENRTWB B30 = NHERE PMD OIEFIHRE
VEMLTWAZLLEELTWLIDD LA
WS, FREREATI CRIEIN/A-E 1S HH Ak
BLEDT—r Y avFIBWT, PMDOEAEIC
{ZART X b b e LA BMEREEIHR S LTn
5 EARBEN. PMDORERTFIZOVT
FESBEORBELA EAE TR SN L LEN
HbH. EHIICEAT—2 gy 7 TE PMDOIE
FaR B S T RER L L DICHIL 2R R
B EAREENS RV OBERETBEL 7
V—=v 7%k, PMD OBRBEEFER LT
Wizdro 2RRICIE, BERAHOERBREE LT
PMDOEZMICES b o IR ER Y KD 2D
T rb#EEENS.

BRAFRORFRE £RE

BAT B ERREIE T 72380 IRE S ORk
EBPFEHRED 5 VEIHBONE~OREGELE
TAHDDEY). HESWILEEFOBINCL S
A, EETIEIERER RS L2 F TBRENLR
ENBHADEL, ZDED BB IIRERSI
AaATEHWTHEENICEH T2 k25, 13
REBO—KRERDHIChCCORERED 5\
BELEAZELLEBEICBATEREES. &
F—F7 %R R LBEIEEES MRIIZ
FEROFREZBET L) ZTHEATH L. &
AFRD /3 IEMEBLE) OT, 2FHRL L
ETh5.

WHITRIIR R T 2 R BRI 0 B b
TTFENBTRENZIToTD, HEMZIIREGIE
ERBRICHBFRIESHRE T AL H 5. b
NHhNDKETIE, FARFHRBEIEGOERB B
X OMirHT hCG fEI%, el B % Hessd 2
THEKEC OO, FENEREM O BRRE
B BE B EN R OB ERES RRT 5
PEPEFHTEORES T orz?.

BEFEIFESE hCG (hyperglycosylated hCG, hCG—
H) oMz RRITREFEDORMERD 50
FIHNCERE Wb TW5 3D, hCG-HIZhCGD
WELE BT, BEOCCDHFEAH 37,000
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T B DR L# 41,000 D5TE% DD, hCG-
HOEMBMBERIZhCCE I B2, BEN
FmBME,SEESNT, FREOMIFTS
2 b OFEIHE o TRAMAFBEN LT 2 2.
HURZIEREBT O# hCG #1259 5 hCG-H D El
AFBECW EPTERBEEOFHETF L2 L
PHE IR T WSS,

BFhHUIC

ARG OBEIZA ¥ 7)) 57 4 v OGN
BLOWEONTHEHLPILEIDDOHS. £LTHR
KEBOB R LOERHZHE L THEE2ED 5 X
ANl o - HEERBERREE, Lo ER#E
FALVI—%F—7—F&LTEB LMK
TREEI STz, GBI D3 DOHEDOMHE
WOWTOBER, e bOA T T4 v 7H
BELCRBEROEE L RELHEHEITHE
HHIZLEMFELTNS.
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