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SUMMARY

Background: Molar gestations are a source of significant
morbidity with increased risk of mortality from their
complicationsif not identified and treated early enough.
Objective: This study aims at histologically reviewing and
analyzing all cases of molar gestations seen in the
Histopathol ogy Department of Ahmadu Bello University Zaria
between January 1995 and December 2004, and comparing the
findings with other studies done elsewhere.

Methods: Cases for this study were identified from the
departmental bench book. The relevant request forms, slides
and in some cases, tissue paraffin blocks for the study period
wereretrieved. All cases were stained with Haematoxylin and
Eosin. Thedideswerereviewed based on the histologicd criteria
published by Gehrig and Van-Lee.

Main findings: Seventy three cases of molar gestations were
seen out of which 17 were excluded and 56 were analyzed as
follows: Complete hydatidiform mole, 34; Partial hydatidiform
mole, 20; Invasive mole, 2. There were 43 cases of
choriocarcinoma making 37% of gestational trophoblastic
diseases (GTDs) and were exempted from this study. The
frequency of Hydatidiform molewas1: 612 deliveries. Themean
age of the patients was 25.7 years and their leading mode of
presentation was vagina bleeding between 11-18 weeks of
gestation.

Conclusions: Hydatidiform mole was found to be a common
problem and the complete type occurred more frequently than
the partial type.
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INTRODUCTION

Molar gestations are asource of significant morbidity with
increased risk of mortality from their complications if not
identified and treated early enough. The most important reason
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for the correct recognition of true molesisthat they may precede
choriocarcinoma,* which is a highly malignant trophoblastic
tumour. The correct recognition of true moles however depends
largely on accurate histopathological diagnosis. Frequent
histopathological reviews with appropriate criteria for the
diagnosis of molesistherefore necessary to minimizeincorrect
diagnosis. Hydatidiform mole is characterized by vesicular or
cystic swelling of the chorionic villi, accompanied by variable
trophaoblastic proliferation.? Most patients present in the fourth
or fifth month of pregnancy with vaginal bleeding and with a
uterus that is usually but not always, larger than expected for
the duration of pregnancy.

Moles have been found to occur at any age during active
reproductive life, but therisk is higher in the teens or between
the ages of 40 and 50 years.>* The incidence of hydatidiform
mole varies considerably in different regions of theworld. Itis
said to be 1 in 1000 pregnanciesin the United States,  1in 100
pregnanciesin Indonesia,* 1in 314 pregnanciesinlran°and 1in
205 pregnanciesin Ibadan, Nigeria.® M ost women present with
abnormal uterine bleeding ” that may begin early in the course of
the pregnancy and thisisaccompanied by passage of thin watery
fluid and bitsof vesicles. Theuterinesizeislarger than expected
and ultrasound examination can be diagnostic in most cases.
Human chorionic gonadotrophin (hCG) levels are greatly
increased and exceeds that of normal pregnancy of same age.
Molar pregnancies can beclassified into threenamely: Complete
hydatidiformmole (CHM), Partia hydetidiform mole (PHM), and
Invasivemole (IM). In CHM, thereisabsence of any identifiable
embryonic or foetal tissues, contrary to what isobtained in PHM.
In IM there is evidence of invasion of the myometrium by the
molar villi and trophoblast.

Until recently, thediagnosisof hydatidiform molewas based
on microscopic appearances and histopathology. It was
recognized that this was not a uniform entity and that the
histological features varied.® Histological reviewsin Charing
Cross Hospital London by Paradinas have shown that first
trimester non-molar hydropic abortions and complete
hydatidiform moles are often erroneously called partial
hydatidiform moles by the pathologist. CHMs were not often
detected before the second trimester of pregnancy until the last
decade.** with earlier recognition of CHMs, now often during
the first trimester, the histologic picture shows less significant
proliferation of villous trophoblasts; prominent polar
trophoblastic proliferation, asin normal anchoring villi; non-
hydropic, cellular, and basophilic villous stroma; numerous



PATHOMORPHOLOGY OF MOLAR GESTATIONIN ZARIA

immature vascular network; sulbous outline; and frequent
stromal karyorrhexis and apoptosis.1213141516

CHM and PHM have widely different prognosis and
therefore require very accurate diagnostic criteria for their
recognition. The purpose of this study is therefore to review
and analyze all cases of molar gestations seen in the
histopathology department of Ahmadu Bello University
Teaching Hospital Zaria and compare the findings with other
studies done in Nigeria, other parts of Africaand other parts of
theworld.

MATERIALSANDMETHODS

This retrospective analysis was done in Ahmadu Bello
University Teaching Hospital Zariabetween January 1995 and
December 2004 (10years). Thishospital isareferral centrefor
hospitalsin Kaduna, Kano, Zamfara, Katsina, Jigawaand Niger
states. The bench books were the main source of the subjects
from which histology numberswereidentified and the relevant
request forms, slides and tissue blocks for the study period
were retrieved. All sections were stained with standard
Haematoxylin and Eosin. Caseswere diagnosed and categorized
using the histol ogic features published by Gehrig and Van Lee.
Age of patient, gestational age, clinical features and type of
tissue submitted were amongst the information extracted from
the request forms.

Casesthat did not fulfill the diagnostic criteriaor lack any
of the information required above, and cases whose slides and
tissue blocks could not be retrieved were eliminated from the
study. Ten histopathological features were graded as grades| .,
Il'and 1l depending on their degree of presence. Grade | here
meanstheabsence or presencein mild form, gradell in moderate
formand gradelll in marked or severeform.

RESULTS

Eight hundred and sixty six (866) products of conceptions
and 116 cases gestational trophoblastic diseases (GTDs) were
recorded between January 1995 and Decembder 2004. Out of
this number, 73 cases were molar pregnancies and 43 were
choriocarcinomas. Molar gestations constituted 63% of GTDs
and 8.4% of all products of conception recorded within this
period. Seventeen of the molar gestationswere excluded dueto
lack of completeinformation and only 56 cases were analyzed.
Choriocarcinomaswere exempted from this study.

The molar pregnancies were distributed as follows:
Complete hydatidiform mole (CHM) — 34, Partial hydadiform
mole (PHM) —20, and Invasivemole (IM) —2. One of the CHMs
was a tubal mole (TM). Table 1 shows the histologic
classification of the 56 cases of molar gestations.

Request cardswere used to obtain demographic dataand clinical
information. The following information was obtained: age,
gestational age, and various clinical presentations. The age
range for all the cases of molar pregnancies was 15 — 49 years,
with amean of 25.7 years. The peak incidence wasin the third
decades of life with 26 cases (46%) — Table 2. The tissues
submitted to the laboratory were labeled molar tissues (grape-
likevesicles) in 55% of cases; products of conception in 30%;
and endometrial curetting in 8.9% of cases. Two cases (3.6%)

were submitted asuteruswhile one case (1.8%) cameasfdlopian
tube (FT) —Table 2.

Table 3 showsthevariousclinical presentations. Over 78%
of cases presented with vaginal bleeding with PHM having the
highest number. Passage of vesicles was seen in 28.6% of all
cases out of which two thirds were CHM. Pre-eclampsiaand
hyperemesisgravidarum were morefrequent in CHM than PHM.
Abdominal pain occurredin over 14% of all cases. Table4 shows
the gestational age distribution. None of the cases presented
before seven weeks. Thirty eight (67%) cases presented between
11 — 18 weeks. Table 5 shows the grades of histopathological
features for CHM cases. Variation in shapes and sizes of
chorionic villi was evenly distributed from grades | to I11.
Trophoblastic hyperplasiaand hydropic degeneration occurred
in moderate to severe form in over 80% of cases. Low grade
changes were mainly dystrophic calcification, necrosis, and
stromal fibrosis (70 — 90%). Grades | and Il changes together
mainly involved inflammation and trophoblastic atypia.

Table 6 shows the grades of histopathological features for
PHM cases. High grade changesinvolved mainly variation in
shapes and sizes of chorionic villi and stromal fibrosis. Low
grade changes were mainly dystrophic calcification, necrosis
and trophoblastic atypia. Intermediate grade changes (i.e grades
| and 1) involved mainly hydropic degeneration, haemorrhage

Table 1. Histological Classification of 56 Cases of Molar

Gestations
Type of Mole Number Percentage
Complete hydatidiform mole 34 60.7
Partial hydatidiform mole 20 35.7
Invasivemole 2 3.6
Total 56 100

Table 2: Age distribution and types of tissue submitted for 56
cases of moles
Types of tissue submitted

Age Noof Molar

range (yrs) cases tissues POC EC Uterus FT
15-19 12 7 3 2 0 0
20-24 12 7 3 2 0 0
25-29 14 8 4 1 0 1
30-34 6 3 2 0 1 0
35-39 7 2 4 0 1 0
40-44 2 2 0 0 0 0
45-49 3 2 1 0 0 0
Total  56(100%) 31(55.4%) 17(30.1%) 5(8.9%) 2(3.6%) 1(1.8%)

Table 3: Clinical presentation of 56 cases of moles

Frequency

Clinical feature CHM PHM IM Total %
Vagina bleeding 20 22 2 44(78.6)
Hyperemesisgravidatum 4 2 1 7(12.5)
Pre-eclampsia 3 1 1 5(8.9)
Passage of vesicles 11 5 0 16(28.6)
Abdominal pain 3 3 2 8(14.3)
Post-abortal bleeding 1 1 0 2(3.6)
Post-Pregnancy bleeding 0 1 0 1(1.8)
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and trophablastic hyperplasia. Two cases of invasivemole (IM)
and one case of tubal mole (TM) were seen within the study
period. Both casesof IM had the histopathological features of
CHM invading the myometrium. The TM also showed
histopathol ogical features of CHM within the fallopian tube.

Table 4: Gestational age distribution for 56 cases of moles.

Frequency

Gestational CHM PHM IM ™ Total(%)
age(wks)

7-10 4 6 0 1 11(19.6)
11-14 12 10 1 0 23(41.0)
15-18 8 6 1 0 15(26.8)
19-22 3 0 0 0 3(5.4)
23-26 2 2 0 0 4(7.2)
Total 28 24 2 1 56(100)

Table 5: Histopathological features of 34 cases of CHM

Grades
Histopathological

feature 1(%) 11(%) 111(%) Total
Variation in shapes

and sizes of CV 13(38.2) 11(32.4) 10(29.4) 34(100)
Trophoblastic

hyperplasia 4(11.8) 13(38.2) 17(50.0)  34(100)
Trophoblastic

atypia 22(64.7)  7(20.6) 5(14.7) 34(100)
Inflammation 22(64.7)  6(17.6) 6(17.6) 34(100)
Hydropic

degeneration 6(17.6)  8(23.5) 20(58.8)  34(100)
Haemorrhage 20(58.8) 10(29.4) 4(11.8) 34(100)
Fibrin deposition 23(67.6) 8(23.5) 3(8.8) 34(100)
Dystrophic

cacification 31(91.2) 3(8.8) 0(0.0) 34(100)
Necrosis 28(82.4) 5(14.7) 1(2.9) 34(100)
Stromal fibrosis

of CV 26(76.5) 6(17.6) 2(5.9) 34(100)

CV=Chorionicvilli.

Table 6: Histopathological features of 22 cases of PHM

Grades
Histopathological

feature 1(%) 11(%) 111(%) Total
Variation in shapes

and Sizesof CV 6(27.3) 5(22.7) 11(50.0) 22(100)
Trophoblastic

hyperplasia 2(9.1) 14(63.6) 6(27.3)  22(100)
Trophoblastic atypia 17(77.3) 4(18.2) 1(4.5) 22(100)
Inflammeation 10(45.5) 7(31.8) 5(22.7)  22(100)
Hydropic degeneration  12(54.5) 5(22.7) 5(22.7)  22(100)
Haemorrhage 11(50.0) 10(45.5) 1(4.5) 22(100)
Fibrin deposition 12(54.5) 6(27.3) 4(18.2)  22(100)
Dystrophic calcification 20(91.0) 2(9.1) 0(0.0) 22(100)
Necrosis 12(54.5) 10(45.5) 0(0.0) 22(100)
Stromal fibrosisof CV 2(9.1) 12(54.5) 8(36.4) 22(100)

CV = Chorionicvilli.
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DISCUSSION

Intrying to determine the frequency of molar pregnancies,
the total number of moles was compared with the total number
of deliveries conducted in Ahmadu Bello University Teaching
Hospitals(ABUTH) complex. Duringthereview period, 44.679
women were delivered in ABUTH complex. This gives an
occurrence of 1in 797 deliveries. Thisislower than 1in 623
deliveriesseenin Calabar ** and 1in 625 deliveriesin an earlier
study in Zaria’ Nigeria. This is probably due to the strict
elimination criteriaused in this study that excluded almost one
third of the total humber of cases. The age range for all the
cases of molar pregnancies was 15 — 49 years. This compares
favourably with 15to over 40 yearsand 15—45 yearsreported
inother partsof Nigeria.’*® Themean ageof 25.7 iscloseto 27
years reported by Ogunbode in Ibadan Nigeria.

The peak incidence occurred in thethird decade of lifewhich
falls within the same range seen in parts of Nigeria *® and
California?. Thishowever islower than reports from the Far
East 2 where patients over 40 years of age were most prone to
develop the disease. Certain environmental and genetic
parameters could be responsible for this variation, since early
marriage is common to both Nigeria and far-east. Vagina
bleeding occurred in 78.6% of cases which is close to 85%
reported by Ayangade?, higher than 60% reported by Ogunbode
& and lower than 90% reported by Egwuatu and Ozumba.®
Twenty eight per cent of the patients passed molar vesicles
which comparesfavourably with 27.3% observed by Ayangade.
Pre-eclampsia occurred in about 9% of cases which is much
lower than 27% reported in south western Nigeria and 24%
reported in south eastern Nigeria.  Thisis however closer to
6% reported in aprevious study in Zaria.” Thisis most likely
dueto inadequate clinical information on our request cardswith
adlight improvement from the previous study.

Sixty seven per cent of cases presented between 11 — 18
weeks of gestation. Thisis lower than over five months
gestational age reported in 1973 in Uganda.® Thisis probably
due to the increase in gynaecological, sonographic and
histopathol ogical servicesover theyearswhich hasled to early
recognition of the disease. Histopathological features were
examined and graded from grades | to I11. Similar histological
grading of moleswas doneby other workersin Nigeria, % Britain?”
and Iran®> These workers however limited their grading to
trophoblastic hyperplasiaand atypia. Over 80% of both CHM
and PHM showed moderate to severe trophoblastic hyperplasia.
Thisismuch higher than over 50% reported in western Nigeria
by Junaid % and also higher than over 60% reported in Iran.®
Trophoblastic atypiawas seen in over 30% of CHM cases and
over 20% of PHM cases. Thisis similar to other reports.® %
Hydropic degeneration of chorionic villi occurred in moderate
to severeform in over 80% of CHM cases and in over 40% of
PHM cases. Stromal fibrosis of chorionic villi was a more
prominent feature in PHM (over 90% of cases) than in CHM
(over 20% of cases). Another feature that was more prominent
in PHM cases was variation in shapes and sizes of chorionic
villi.

Theleast prominent featuresin al the cases of hydatidiform
moles were necrosis, dystrophic calcification, and fibrin



PATHOMORPHOLOGY OF MOLAR GESTATION IN ZARIA

deposition. These variations between CHM and PHM supports
the description in various literature.?? In conclusion, this
analysisshowsthat molar pregnancies are common problemsin
North-western Nigeria and affects only women in their
reproductive age mainly during the third decade of life. Thisis
in agreement with other findings in North Central, ° South-
western,® South-eastern®® Nigeria, Eastern Africa®® and some
partsof Asia* It however occursless frequently in the United
states*and Britain.? Trophoblastic hyperplasiaand atypiawere
more prominent in our casesthan in previousreports. %2’ This
could be due to non-uniformity in the grading systems.
Collaborative and interdisciplinary research on this disease by
pathologists, gynaecologist, radiologists and oncologist will
be of immense benefit in reducing morbidity and mortality.
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