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CASE STUDY

Prolonged response to trabectedin in a patient with
ovarian carcinosarcoma refractory to
adjuvant platinum-taxane
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Abstract

Background: Carcinosarcoma of the ovary carries an unfavorable prognosis and the optimal chemotherapeutic regimen
for this disease is yet to be determined. To the authors” knowledge, this is the first report of a metastatic ovarian
carcinosarcoma successfully treated with trabectedin monotherapy after failure of platinum/taxane-based therapy.

Case report: The case of a platinum-refractory advanced ovarian carcinosarcoma in a 73-year-old female is presented.
After initial tumor debulking, the patient received adjuvant carboplatin and paclitaxel. After 2 cycles, tumor progression
occurred. The authors speculated that rapid tumor progression occurred as a consequence of regrowth of sarcomatous
elements within the carcinosarcoma. This platinum-refractory disease was treated with single-agent trabectedin 1.5 mg/m?
every three weeks. A prolonged partial response for 13 months along with an acceptable safety profile was achieved.
During this time, the patient was able to perform her daily activities without restrictions.

Conclusion: Our case suggests that trabectedin monotherapy may represent a viable therapeutic option for patients with
platinum-refractory advanced ovarian carcinosarcoma.
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1 Introduction

Ovarian carcinosarcoma, also known as malignant mixed Mullerian or mesodermal tumor (MMMT), is uncommon
accounting for approximately 1% to 2% of all ovarian malignancies ™ 2. In the female genital tract, carcinosarcomas
usually arise in the uterus and much less frequently in the ovary, vagina and cervix, with a tendency to affect the elderly
population . Carcinosarcomas are particularly aggressive neoplasms histologically characterized by the presence of
epithelial carcinomatous elements and a stromal sarcomatous homologous or heterologous component.

Ovarian carcinosarcomas carry a particularly unfavorable prognosis. No effective chemotherapeutic regimen and
radiotherapy exist. Optimal cytoreductive surgical debulking is crucial and the FIGO stage is considered as the only
prognostic factor .
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Herein a case of a platinum-refractory ovarian carcinosarcoma in a patient who experienced disease progression during
adjuvant chemotherapy with carboplatin and paclitaxel is reported. The authors assumed that rapid tumor progression was
caused by the regrowth of sarcomatous elements within the carcinosarcoma. In addition, trabectedin has shown activity in
platinum-resistant cells in vitro . On this rational basis, the patient was treated with trabectedin. The rarity of
carcinosarcoma of the ovary and a prolonged response to trabectedin monotherapy prompted this report.

2 Case report

In October 2010, a 73 year-old woman presented with abdominal cramps and vomiting. She had a history of hypertension
and non-traumatic thrombosis. Ultrasound revealed an 18 cm solid-multicystic mass in the left adnexal region, significant
ascites, and signs of peritoneal carcinomatosis. Computed tomography (CT) scan showed non-enlarged retroperitoneal
lymph nodes. In November 2010, the patient underwent total abdominal hysterectomy, bilateral salpingo-oophorectomy,
omentectomy, appendectomy and systematic pelvic and paraaortic lymphadenectomy. Lymph nodes were negative and no
macroscopic tumor residuals were left at surgery. Histological analysis revealed a primary ovarian carcinosarcoma of
FIGO stage Illc showing a predominant component of clear cell undifferentiated carcinoma with a stromal component
containing chondroid differentiation.

Postoperatively, the patient received carboplatin AUC 6 and paclitaxel 175 mg/m? every three weeks. After two cycles,
platinum-refractory disease was diagnosed with significant deterioration of the patient’s performance status
(Karnofsky 70). Subileus symptoms, upper abdominal pain, recurrent vomiting and nausea were present. Gynecologic
examination revealed a left pelvic lesion of 2-3 cm in diameter. Abdominopelvic CT scan demonstrated a new 2 cm pelvic
lesion, signs of peritoneal carcinomatosis with lesions up to 1 cm in diameter, and abundant ascites. Serum CA-125 was
61 U/mL. After ascitic drainage of 2,200 mL, tumor progression was confirmed cytologically.

In January 2011, the patient received her first cycle of trabectedin at 1.5 mg/m? administered through a central venous line
as 24-hour infusion every three weeks. After two cycles, thrombosis of the right deep femoral vein occurred and
therapeutic doses of dalteparin were given. After the fourth cycle of trabectedin, the tumor showed a partial remission with
no palpable pelvic lesion at gynecologic examination. At that time, her CT scan revealed no evidence of ascites and
showed a significant decrease of peritoneal carcinomatosis. Additionally, the level of CA-125 decreased to 21 U/mL. The
patient received four additional cycles of trabectedin until July 2011. The most severe adverse events were grade 2 herpes
zoster and a urinary tract infection, whilst the most common laboratory abnormalities were grade 2 neutropenia and grade
1 anemia. No signs of liver toxicity were observed. One year after the initiation of trabectedin monotherapy the patient was
alive with no radiological or clinical evidence of disease. The patient had a Karnofsky status of 90 and was able to perform
her daily activities without restrictions. Thirteen months after the initiation of trabectedin, the tumor progressed
intraperitoneally and the patient died three months thereafter.

3 Discussion

To the authors’ knowledge, this is the first report of a metastatic ovarian carcinosarcoma treated with trabectedin
monotherapy after failure of platinum and a taxane. This case illustrates a potential role of trabectedin which may reinforce
the therapeutic armamentarium in ovarian carcinosarcoma after failure of front-line therapy. After eight cycles of
trabectedin, a durable response was observed. The latter was accompanied by significant palliation of symptoms, and with
acceptable toxicity. Although non-cumulative myelosuppression, with reversible neutropenia as the predominant
component, and transient transaminase elevation are well-known as the most common laboratory abnormalities seen with
trabectedin, in the present case no such events have been observed 1,

This case is not the first that describes a patient with carcinosarcoma of the ovary minimally responding to chemotherapy
used for epithelial carcinomas but reaching a complete response after receiving chemotherapy used for sarcomas .
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Trabectedin is approved for the treatment of patients with advanced soft tissue sarcoma after failure of anthracyclines and
ifosfamide as well as for the treatment patients with platinum-sensitive ovarian cancer in conjunction with pegylated
liposomal doxorubicin . Thus, trabectedin is one of few drugs being active against both ovarian cancer and soft tissue
sarcoma.

Owing to the rarity of ovarian carcinosarcomas, there is no established chemotherapy regimen . Lesier et al have
evaluated the combination of platinum and taxane either after initial tumor resection or as neoadjuvant therapy °!. Between
1991 and 2005, 30 patients with ovarian carcinosarcoma were identified for analysis, underscoring the rarity of these
tumors and the difficulty of enrolment of patients into prospective clinical trials ™ ° %,

In conclusion, in a 73 year-old woman with ovarian carcinosarcoma, refractory to adjuvant platinum and taxane treatment,
trabectedin induced a prolonged response with an acceptable toxicity profile.
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