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Clear Cell Adenocarcinoma Originated from Adenomyosis
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A 66-year-old postmenopausal woman received routine gynecologic check-up. Transvaginal ultrasonography and abdominal and pelvic computed tomography showed
about 5-cm cystic mass in uterus with solid component and the patient had thin endometrium and the serum level of CA 125 was normal. We performed a total hysterectomy and bilateral salpingo-oophorectomy and found tumor which had brownish
cystic fluid and about 2 cm sized and colored in light yellowish, polypoid protruding
solid mass, located within the myometrial wall. Histopathological examination of frozen
section revealed malignancy. The tumor was confined within the myometrium and its
histologic type was clear cell adenocarcinoma. Finally we identified that the myometrial
mass was clear cell adenocarcinoma originated from adenomyosis pathologically. The
malignant transformation of adenomyosis is very rare. When we find a cystic change
with solid component in adenomyosis patients, clear cell adenocarcinoma should be
suspected as a differential diagnosis and magnetic resonance imaging should be considered for further evaluation. (Ewha Med J 2019;42(1):10-13)
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Introduction

Case

The malignant transformation of patients with ovarian endometriosis and adenomyosis is very rarely encountered. Endometriosis is the rare origin of uterine cancers, which are seen fewer
than 1% of all women with endometriosis [1]. At present, about
40 cases have been reported in English published literature
[2]. Above all, clear cell adenocarcinoma (CCA) arising from
adenomyosis has been exceedingly rarely reported [2,3]. Endometrioid adenocarcinoma is the most frequent histologic type of
adenocarcinoma arising in endometriosis, followed by CCA [4].
Therefore, we report a very rare case of CCA arising from adenomyosis that could have been misdiagnosed or diagnosed in
delay.

A 66-year-old postmenopausal gravida 2 and para 2 woman
received routine gynecologic check-up. She had no specific
symptom and her medical history was not so special. Transvaginal ultrasonography showed about 5-cm cystic mass in uterus
with solid component and the patient had thin endometrium
(Fig. 1). The serum level of CA 125 was 19.3 U/mL within
normal range. Abdomen and pelvis CT revealed a 4.4-cm cystic degenerative mass with enhancing solid portion consistent
with myoma in the anterior portion of uterine body. But differential diagnosis for endometrial stromal sarcoma or leiomyosarcoma was required. The cystic degenerative mass was located
in myometrium, maybe not involved endometrium and no tumor
was detected in other organs including lymph node (Fig. 2).
Preoperative differential diagnoses included myoma, leiomyo-
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sarcoma or endometrial stromal sarcoma. We performed a total
laparoscopic hysterectomy and bilateral salpingo-oophorectomy.
And then the uterus and both adnexaes were extracted through
the vaginal opening with intact state. We opened uterus and
found tumor which had brownish cystic fluid and about 2 cm
sized and colored in light yellowish, polypoid protruding solid
mass. The mass was located only within the myometrial wall.
Histopathological examination of frozen section revealed malignancy. So, staging operation including pelvic lymphadenectomy,
paraaortic lymphadenectomy and appendectomy was performed
additionally. During operation, there was no evidence of gross
dissemination.

Grossly, the uterus showed an irregularly-shaped, solid tumor
mass (2×1.5×1.5 cm3) surrounded by smooth membranous
wall. When we opened the specimen, the endometrial canal
was well preserved and covered by atrophic endometrial tissue.
Several adenomyotic foci were observed in the myometrium
and one of which was connected to the membranous wall. The
tumor is confined within the myometrium, not involved endometrium (Fig. 3). A myomatous nodule (1×1 cm in cross) was
noted in the lower uterine segment. Surgical margin was free
and there were no parametrial, lymphovascular and lymph node
metastasis.
Microscopically, the tumor histologic type was CCA and there
was no connection between the myometrial mass and endometrium and showed adenomyosis (Fig. 4). So, we identified
that CCA arising from adenomyosis. The tumor was stained
positively for p53 protein but negatively for estrogen receptor
(ER) and progesterone receptor (PR). Based on these findings,
this case was diagnosed as being CCA, FIGO (International
Federation of Gynecology and Obstetrics) stage IB arising from
adenomyosis after discussing with department of pathology. For
personal reasons, she was transferred to other hospital and postoperatively whole pelvis radiotherapy and three cycles of systemic chemotherapy (paclitaxel 175 mg/m2 and carboplatin area
under the curve 5) was performed to prevent local recurrence.
Now she is healthy without any evidence of recurrence.

Fig. 1. Trans-vaginal ultrasonography showed 5-cm cystic mass in
uterus with solid component.

Fig. 2. Abdomen pelvic CT revealed a 4.4-cm cystic degenerative mass
with enhancing solid portion consistent with myoma in the anterior
portion of uterine body. The cystic degenerative mass was located in
myometrium, maybe not involved endometrium.

Fig. 3. Grossly, the uterus shows a papillary-surfaced solid tumor
tissue surrounded by smooth membranous wall and several hemorrhagic foci in the myometrium.

THE EWHA MEDICAL JOURNAL

11

Park S, et al

A

Discussion
Malignant neoplasm arising from adenomyosis is very rarely
encountered. The malignant transformation of patients with
ovarian endometriosis has been reported approximately 0.7%
to 1.0% [1]. Koshiyama et al. [2] reported that adenocarcinoma arising from adenomyosis comprises 0.7% of all uterine
body carcinomas. Above all, CCA arising from adenomyosis has
been very rarely reported [2,3]. Endometrioid adenocarcinoma
is the most frequent histologic type of adenocarcinoma arising
in endometriosis, followed by CCA [4]. In 1925, Sampson [5]
introduced the histological criteria to define an adenocarcinoma
arising in external endometriosis, which can be adapted to adenomyosis. Kumar and Anderson [6] emphasized the necessity
of presence of the transition between the benign adenomyotic
endometrial glands and the carcinomatous glands to prove the
diagnosis of an ectopic endometrium-derived adenocarcinoma.
Colman and Rosenthal [7] modified the diagnostic criteria by
Sampson as follows: 1) the carcinoma should be absent in the
normally situated endometrium and elsewhere in the pelvis; 2)
the carcinoma should be actually observed to be arising from
the epithelium of the areas of adenomyosis and not invading
it from some other source; and 3) endometrial stromal cells
should be surrounding the aberrant glands to support the diagnosis of adenomyosis. In our case, the diagnosis was compatible
with CCA arising from adenomyosis because of the tumor being
mainly located in the myometrium and identifying obvious transition between adenomyosis and CCA along with endometrial
stromal cell. And the carcinoma was absent in the normally
situated endometrium and elsewhere in the pelvis.
In general, the leiomyoma was positive for ER, PR, weakly
positive for cyclooxygenase-2 and negative for P53 and CA 125

12

THE EWHA MEDICAL JOURNAL

B

Fig. 4. Microscopically, Photomicrographs reveal (A) clear cell carcinoma
(arrows) and adenymyosis (block arrows)
in the surrounding myometrium and (B)
abundant clear cytoplasm of the tumor
cells.

[8]. Hormone receptor expression is associated with low grade
and early stage tumors. In contrast, an advanced cancer from
the adenomyosis was reported as negative for ER and PR [9].
Ohta et al. [10] reported a case of a CCA arising from adenomyosis, with strongly expression of p53 and laminin-5 γ2
chain. The poorly differentiated adenocarcinoma cells stained
positively for p53, but did not express either ER or PR, suggesting that this adenocarcinoma was a type II carcinoma with
biologically aggressive behavior. Due to the rarity, the characteristic feature of CCA arising from the adenomyosis is not well
defined. However, we can expect that our patients will have a
poor prognosis due to p53 positive and lack of ER and PR.
Baba et al. [11] suggested periodic follow-up using ultrasonography for early diagnosis and if any changes in mass consistency are suspected, an MRI should be performed for further
evaluation. Malignant tumor arising from adenomyosis could be
considered as a differential diagnosis when the patient with adenomyosis and intact endometrial surface.
In summary, we report a CCA patient arising from adenomyosis. It could have been misdiagnosed or diagnosed in delay
because it was very rare and preoperative diagnosis was actually
difficult. Therefore, when we find a cystic change with solid
component in adenomyosis patients, CCA should be suspected
as a differential diagnosis and MRI should be considered for
further evaluation.
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