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Endometrial carcinoma in women 40 year old or
younger: a case report and literature review
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Abstract. - Endometrial cancer is the most
frequent gynecologic cancer. Although it mainly
occurs in menopausal women, it can hit younger
patients as well. Only few cases of affected
women under the age of 30 are reported. A case
of a 23-year-old patient with endometrioid carci-
noma grade lI-lll is presented. Hysterectomy is
considered the standard treatment and it could
represent a problem for those young women
who desire to preserve fertility. A conservative
management can be offered to these patients
when the tumor is well differentiated and ad-
vanced stage is excluded. Several studies are
available in literature about fertility sparing ap-
proach. Progestin treatment, combined or not
with hysteroscopic ablation seem to be the most
validated conservative management. Anyhow
this treatment is not free risk, because it is not
always effective and disease progression during
or after treatment is possible. Then a strict eval-
uation and selection of patients before starting
treatment is mandatory.
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Introduction

Endometrial cancer is the most common gyne-
cologic cancer in developed countries, with a
mortality rate of 2.4 per 100,000.

Although most women diagnosed with en-
dometrial cancer have already gone through
menopause, 25% are premenopausal and roughly
4% are 40 years old or younger'. The youngest
patients affected by endometrial cancer reported
in literature were 14 years old*°. Although young
patients are only few cases, the physician should
rule out endometrial cancer anytime there is an
abnormal vaginal bleeding at any age.

The standard treatment for endometrial carci-
noma is total hysterectomy?. Although this treat-
ment is considered appropriate for all affected
women in menopause and in those who do not
care to preserve fertility, it could represent con-
versely a problem for all young affected women

who want to preserve their fertility. A medical
treatment with progestins could be a reasonable
option to propose to young patients with grade I,
stage IA endometrial carcinoma, who desire to re-
tain fertility, but patients should be informed
about all risks these treatments include®®.

As only few cases of affected women under the
age of 30 are reported, we present a case of a very
young patient with endometrioid adenocarcinoma
grade II-111.

Case

A nulliparous patient of 23-year-old with a 10
months history of abnormal vaginal bleedings was
referred on July 2012. Menarche was at age 13 and
menses were irregular. The patient did not suffer
dysmenorrhea, nor other gynecologic disease.

Her body mass index was normal, she was not af-
fected by diabetes mellitus, nor other conditions re-
lated to a hyperestrogenism and her family history
was negative for ovarian, uterine and colonic cancer.

After several months of irregular bleeding, a
transvaginal sonography was carried out and a
thickened endometrium with apparently normal
ovaries was demonstrated. Hysteroscopy revealed a
friable, sessile bulgy mass inside the uterine cavity
with atypical vascularization. Isthmus and cervix
were unaffected. Endometrial biopsy showed en-
dometrioid adenocarcinoma grade II. Magnetic res-
onance imaging revealed a myometrial invasion.
Lymph nodes were not involved. Conservative treat-
ment was not recommended and laparoscopic hys-
terectomy was performed. The pathological exami-
nation showed a white bulgy friable mass involving
the fundus, the anterior and posterior wall of the
uterus and microscopic examination revealed a
grade II endometrioid adenocarcinoma and some
areas with grade IlI, infiltrating more than 50% of
myometrium (Figure 1). Infiltration of cervical stro-
ma and neoplastic embolization of peritumoral
blood vessels spreading up to 1 mm from serosa
were also found. Computerized tomography scan
performed after hysterectomy did not show pelvic
or abdominal limphadenopathies.

Corresponding Author: Sandro Gerli, MD; e-mail: sandro.gerli@unipg.it 1973



S. Gerli, E Spano, G.C. Di Renzo

Figure 1. Myometrial infiltration of endometrial cancer.

The patient is currently in good health and until
today no sign of recurrence was revealed.

Literature Review

Risk Factors

Obesity and any condition that cause a hypere-
strogenic state are the main risk factors for en-
dometrial cancer in young women?, but anytime
women refer abnormal vaginal bleeding (menor-
rhagia, irregular menses, menometrorrhagia) en-
dometrial cancer should be suspected.

A literature review, about fertility sparing treat-
ment in young women with endometrial cancer,
reported that the majority of patients had a history
of anovulation, infertility, ovarian dysfunction,
nulliparity and obesity’.

Among young patients, lean women seem to have
a more advanced stage compared to those who are
obese. Indeed, Duska et al® demonstrated that pa-
tients with a BMI lower than 25 were more likely to
have advanced disease and high risk histology (clear
cell, uterine serous papillary) compared with those
women with a BMI over 25, although no differences
were found in the estrogen receptor expression and
Her3neu positivity between the two groups.

Furthermore, Gallup and Stock® in 1984 report-
ed that young women who were obese, nulli-
parous, hypertensive or diabetic, tended to have a
well-differentiated tumor more frequently com-
pared to those patients without metabolic or car-
diovascular complications. More than 31% of pa-
tients belonging to the first group presented a
polycystic ovarian syndrome.

A comparison of the disease in young and old-
er women is mandatory and differences between

the two groups were demonstrated in a study of
Evan-Metcalf et al'®. The distribution of stage
from I to IV and the histological type were simi-
lar, but grade I endometrial cancer seemed to oc-
cur more frequently in young patients with less
aggressive behavior.

They also demonstrated a higher prevalence of
contemporary ovarian malignancies in the
younger group, showing, at the same time, that
nulliparity is an independent risk factor for the de-
velopment of ovarian malignancy'°.

The higher prevalence of synchronous ovarian
cancer in younger women is demonstrated in sever-
al studies. Walsh et al'! reported a rate of 25%,
while Gitsch et al'? reported a rate of 29%.

Management

Although hysterectomy represents the standard
treatment for endometrial cancer, it is often not
accepted when the patient is young and desires a
pregnancy in the future. Then, a fertility-sparing
approach could be offered as an alternative option
to accurately selected patients. Hormonal therapy
alone or combined with hysteroscopic ablation
are identified in literature as the most used and ef-
fective conservative treatments'?. Anyhow, pa-
tients must be informed that data about medical
treatment are incomplete because of the limited
number of treated patients®, and that there is a risk
of disease progression during treatment or after
initial response'>.

Either oral and intrauterine hormonal treatment
are reported in literature. Saegusa and Okayasu'*
suggested the use of progestins when positive
progesterone receptors are detected in well differ-
entiated endometrial cancer. Medroxyproges-
terone acetate (400 mg/day) and megestrol acetate
(160 mg/day) were the more frequently progestins
used for oral treatment!?,

Chiva et al'® in 2008 reported a total of 133 pa-
tients treated with conservative treatment from
1966 until 2007, mainly with progestins. He re-
ported that 76% patients responded to the treat-
ment, 66% never relapsed and 24% women did
not respond to treatment. Most patients with re-
lapsed disease underwent hysterectomy, but 30%
of them received a second line hormonal therapy
with a response of 80%.

Ricciardi et al'® reported a study of 15 patients
with early stage endometrial cancer or atypical
hyperplasia, 40 years old or younger, treated with
hormonal therapy. Medroxyprogesterone acetate
(500-1000 mg/day), or megestrol acetate (80-160
mg/day) were used for at least 12 weeks. First
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hysteroscopic biopsy was performed after one
month and then repeated every three months of
treatment and then at 4, 8 and 12 months after de-
livery in all patients who achieved childbearing.
Of 15 women, 11 had complete remission and 4 of
them attained pregnancy with 4 live births. Three
patients manifested disease progression and re-
ceived definitive surgery and one did not have any
response to treatment with further hysterectomy.

In a more recent experience, Koskas et al'’ per-
formed a retrospective study evaluating the out-
come of 22 patients with atypical hyperplasia or
endometrial carcinoma who underwent conserva-
tive treatment with progestin. Before starting
treatment a radiological staging was performed.
The follow-up lasted for at least one year. Seven-
teen patients responded to conservative manage-
ment but three of them relapsed. Ten pregnancies
were achieved in eight patients and one woman
diagnosed with atypical hyperplasia had disease
progression to stage IIIA endometrial cancer.

A retrospective study of Park et al'® demon-
strated the effectiveness of high dose progestin
therapy in the conservative management of en-
dometrial cancer in young patients when limited
to the endometrium.

Yamazawa et al' in a prospective study from
1999 to 2005, assessed the outcome of nine women
aged between 22 and 40 years, with grade I, stage
IA endometrial cancer conservatively treated.
Metroxyprogesterone acetate (400 mg/day) was ad-
ministered and continued for 6 months. Seven
women had complete response and two of nine pa-
tients partially responded to treatment. Although
two women manifested relapsing disease with syn-
chronous ovarian cancer, all nine patients were alive
and recovered completely for a mean of 39 months.
Moreover, of eight patients who sought to conceive,
four had a pregnancy and three of them delivered. It
has been suggested that complete response was re-
lated to positive progesterone receptors.

In a case reported by Mitamura et al’’, a 14 years
old girl with a grade Il endometrial cancer was treat-
ed with medroxyprogesterone acetate for a month.
After one month of treatment, endometrial biopsy
revealed no hormonal response and hysterectomy
was performed. The uterine examination showed
myometrial invasion which was not revealed by pre-
vious CT scan and MRI. In this study the endome-
trial cancer was a grade II, hormonal approach last-
ed only for one month and seemed to be not effec-
tive, unlike the other reports in which progestin was
given for a longer period (at least three months) and
women had a grade I tumor.

Several studies?'"** are available in literature

about progestin-releasing intrauterine devices
(IUDs), as an alternative option to oral adminis-
tration in the conservative management of en-
dometrial cancer.

A study performed by Montz et al*! in 2002, in
which thirteen patients were treated with intrauter-
ine progesterone, demonstrated that this conserva-
tive treatment was able to cure definitely some cas-
es of grade I, stage IA endometrial cancer.

Kim et al?* demonstrated that intrauterine prog-
estin (Levonorgestrel) could be used in combina-
tion with oral medroxyprogesterone in the conser-
vative treatment of endometrial cancer. Four of
five treated patients and one of them had complete
and partial response respectively. All women had
early stage disease and follow-up lasted from 6 to
16 months.

Two recent studies*>? introduced a new fertil-
ity sparing approach combining hysteroscopic
ablation and progestin treatment. Six patients
with grade I, stage IA endometrial cancer with
positive estrogen and progesterone receptor? un-
derwent resectoscopic eradication of the lesion,
ablation of the closer endometrium and the un-
derlying myometrium. After hysteroscopy, all
patients started therapy with megestrol acetate
(160 mg/day) for six months. All patients had
complete remission and four of them achieved
pregnancy.

In the second study?® fourteen women with the
desire of childbearing underwent hysteroscopic
ablation of the tumor and then hormonal therapy
with megestrol acetate (160 mg/day) or lev-
onorgestrel (52 mg) intrauterine device for six
months. In all cases there was a grade I stage A
endometrioid endometrial cancer, all patients
were younger than 40 years of age and the tumor
had positive estrogen and progesterone receptors.
All but one responded to treatment. The patient
who showed recurrent disease received hysterec-
tomy. Only one patient manifested atypical hyper-
plasia which definitely resolved in the further
biopsies. Three patients tried to conceived and
one achieved childbearing.

Although in the majority of the literature about
fertility-sparing management reported treated pa-
tients with grade I stage IA endometrial cancer,
Brown et al** in 2012 reported a case of an 18
years old girl with grade II endometrioid adeno-
carcinoma, treated with Levonorgestrel [UD. En-
dometrial biopsy performed every 3 months re-
vealed a complete regression of endometrial can-
cer and hyperplasia.
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This case demonstrated that there are not clear
guidelines in the selection of patients and in some
cases a grade Il endometrial cancer can respond to
conservative treatment.

Patient’s Selection

A fertility sparing approach is a reasonable op-
tion for young women wishing to reserve their fer-
tility, but every patient should be strictly selected.
Benshushan® considered conservative treatment
only for early endometrial cancer (stage I, grade I)
with MRI or transvaginal ultrasound staging, be-
fore starting treatment. CA 125 should be also tak-
en. Moreover, he considered a clear counseling
mandatory, informing the patient about risks and
benefits, including that hormonal therapy is not the
standard treatment for endometrial cancer and dis-
ease progression during treatment is possible.

Several diagnostic tools can be used for en-
dometrial cancer staging. MRI and transvaginal
ultrasonopraghy seemed to be more accurate than
CT scan in staging?-*. On the contrary, MRI and
endovaginal ultrasound showed a similar grade of
accuracy in both myometrial invasion and cervical
extension? but only MRI with contrast seems to
be reliable for detecting the myometrium invasion
and the involvement of the cervix*.

Bovicelli et al'® suggested hysteroscopic tumor
excision in evaluating myometrial invasion and
CA 125 with transvaginal ultrasound in order to
rule out synchronous ovarian cancer.

Recommendations were expressed by Eskan-
der et al®', whereby only patients with grade I,
stage IA endometrial cancer and expression of
progesterone receptors could start conservative
treatment. Moreover, it was necessary to exclude
myometrial invasion, lymph vascular space inva-
sion, metastatic disease and suspicious synchro-
nous ovarian cancer?!¥,

Chiva et al’® emphasized that selection of pa-
tients for conservative treatment should include a
well-differentiated tumor, with no invasion of the
myometrium, and absence of contemporary ovar-
ian cancer and nodes involvement.

In conclusion, hormonal treatment for a conserva-
tive management is possible, but it is not free of risks:
only selected patients should accede and a strict fol-
low-up is needed to avoid disease progression.

Conservative treatment with IUDs is a valid op-
tion in some cases of early stage endometrial can-
cer in young women, but clear guidelines in the
selection of patients does not exist and in some
cases a grade Il endometrial cancer can respond to
conservative treatment.

Follow up

Although today no clear guidelines about fol-
low up for women who undergo conservative
treatment have been expressed, most authors con-
sider to performe the first endometrial biopsy af-
ter three months of hormonal therapy.

Chiva et al'> reported that a strict follow up with
endometrial evaluation should be taken after 12
weeks of treatment. When a positive biopsy oc-
curs, another biopsy should be performed after 24
weeks of treatment. If the second biopsy results
positive, a radical treatment should be carried out.
On the contrary the patient could start to attempt
conception with a negative biopsy. Then, endome-
trial sampling could be taken every 3-4 months.
He also recommended to perform biopsy during
the preovulatory period.

Eskander et al*? suggested an endometrial eval-
uation with curettage after three months of treat-
ment. In case of disease progression or persis-
tence of cancer, he recommended hysterectomy. If
response to conservative management is con-
firmed, hormonal therapy should be continued for
6 to 9 months.

Bovicelli et al'® in a review suggested a close
follow up ranged from 3 to 12 months with a me-
dian of 40 months.

Pregnancy Outcomes

The pregnancy outcome represents an impor-
tant issue in patients with positive response to
conservative treatment.

A total of 53 women conceived after cancer re-
gression and 35 of them achieved pregnancy through
assisted reproductive techniques'. In another
study®, ten of twelve patients with early stage en-
dometrial cancer and complete remission after treat-
ment with medroxyprogesterone acetate and mege-
strol acetate achieved pregnancies; eight of them had
live births. A review of eleven studies, in which
women with endometrial cancer treated with fertili-
ty sparing approach were considered, showed that
81% of patients had remission and, among those pa-
tients who tried to conceive, 47% had live births>2.

Several studies demonstrated the usefulness of
assisted reproductive technologies in achieving
pregnancy after a conservative approach for en-
dometrial cancer, but until today no clear evidence
of safety of the hormonal treatment has been
demonstrated.

In a study of Mao et al**, three of four patients
with complete remission and assisted reproduc-
tive techniques conceived. Mao et al** and Gad-
ducci et al*® reported that childbearing was easily
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achieved when assisted procreation was complet-
ed. In an other study*, 41.9% of women with ear-
ly stage endometrial cancer successfully treated
with sparing fertility approach, conceived sponta-
neously and artificially.

Hysterectomy After Successful Treatment

Several authors suggested to perform hys-
terectomy when patients have completed their
fertility plans.

A small risk of disease progression after or
during conservative treatment is described,
therefore hysterectomy should be considered af-
ter pregnancy?.

A recent literature review reported that hys-
terectomy was not justified for all women after
pregnancy was achieved, due to the low risk of re-
currence (35%)".

Conclusions

Even though endometrial carcinoma is mainly di-
agnosed after menopause, it may occur in young
women as well and anytime a young woman com-
plains abnormal bleeding, endometrial carcinoma
should be ruled out and all diagnostic tools should be
used to exclude the pathology. This is particularly true
if risk factors for endometrial carcinoma are present.

The standard treatment for endometrial cancer
is total hysterectomy. Although this procedure is
usually performed in women in menopause, con-
servative treatment could be a reasonable option
to propose to young patients with stage IA grade I
endometrial cancer and endometrial hyperplasia
who desire to retain fertility?’. A strict evaluation
of grade, stage, histology type, hormonal recep-
tors expression, myometrial invasion and metasta-
tic diffusion is necessary before introducing hor-
monal therapy as alternative treatment.

Today the majority of controlled studies about
the conservative treatment concerns patients with
endometrial hyperplasia and endometrioid adeno-
carcinoma grade 1. There are only few cases with
grade Il endometrial carcinoma reported and there
are not available cases with grade III carcinoma
treated with hormones. The case we described was
a very young patient with a grade II-III endometri-
oid adenocarcinoma with myometrial invasion and
therefore not suitable for hormonal treatment.

There is often a debate when cancer is diag-
nosed in young patients who wants to preserve
fertility: risks and benefits of conservative treat-
ment should be widely discussed with patients.

Non surgical approach is a valid option but indi-
cations and eligibility of different therapies must
be carefully considered and strictly followed.
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