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Case Report



Ovarian carcinoma recurring as carcinosarcoma



Suzuko Moritani,1 Takuya Moriya,2 Ryoji Kushima,1 Hiroyuki Sugihara,1 Minoru Harada3 and Takanori Hattori1 1
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Malignant mixed mesodermal tumor is a rare tumor of the ovary and its histogenesis is controversial. We report the case of an ovarian tumor that seemed to be a pure carcinoma and recurred as a carcinosarcoma, and suggest a possible histogenesis for this kind of tumor. The patient was a 62-year-old Japanese woman. The primary tumor was confined to the right ovary and was a histologically poorly differentiated endometrioid adenocarcinoma with focal squamous differentiation. The tumor recurred as peritoneal dissemination 9 months later showing a histological appearance of carcinosarcoma of heterologous type. The recurrent tumor also contained intermingled foci of similar histology as the primary tumor. The carcinomatous component of the recurrent tumor showed more obvious differentiation to adenocarcinoma with increased expression of epithelial markers compared to the primary tumor. Epithelial membrane antigen was positive also in a few cells of the sarcomatous component, which implies that this tumor had features of metaplastic carcinoma. The DNA ploidy pattern of the primary ovarian tumor was diploid, while an additional aneuploid subpopulation appeared in the recurrent tumor. These findings suggest the possible histogenesis of carcinosarcoma of the ovary as progression and clonal evolution of endometrioid adenocarcinoma. Key words: carcinosarcoma, clonal evolution, DNA ploidy pattern, metaplastic carcinoma, progression



Carcinosarcoma (also known as malignant mixed mesodermal tumor) is a rare tumor that constitutes less than 1% of all ovarian malignancies. It is a highly aggressive tumor occurring mostly in postmenopausal women.1 Long-term survival has been reported to be associated with early stage surgical resection and administration of aggressive chemotherapy.2 Carcinosarcoma of the ovary is classified as an endometrioid adenocarcinoma in the World Health Organization (WHO)
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classification. There have been several theories to explain its histogenesis. MacFarlane and Pritchard suggested endometriosis as the origin.3 However, as few cases have been demonstrated to arise in endometriosis and the age of patients with endometriosis is much younger than those with carcinosarcoma, pluripotential cells of the surface epithelium and subcapsular connective tissue are now most widely accepted as the origin of ovarian carcinosarcoma.4,5 On the other hand, immunohistochemical and ultrastructural analyses demonstrated epithelial features in the sarcomatous components and transitional form of the cells that show both epithelial and mesenchymal differentiation. These features support the possibility that ovarian carcinosarcoma could arise as a metaplastic carcinoma.6,7 We report a case of ovarian carcinoma that recurred as a carcinosarcoma and discuss its histogenesis by evaluating both histological findings and DNA ploidy patterns.



CLINICAL SUMMARY A 62-year-old Japanese woman was first admitted to Harada Hospital, Japan for acute abdomen on 5 April 1996. Emergent pelvic computed tomography revealed a large mass in the right ovary. The patient underwent an exploratory laparotomy with a right salpingo-oophorectomy. The right ovary was totally replaced by a tumor measuring 25 ¥ 25 ¥ 10 cm and the pelvic cavity contained a moderate amount of serobloody ascites. The tumor did not invade the capsular surface and did not involve the peritoneum. The right ovarian tube was twisted one and a half revolutions. The left ovary was unremarkable and the pelvic lymph nodes were not enlarged. As intra-operative cytology of the ascites was not examined, clinical stage was classified as stage I. The uterus was also unremarkable except for a small nodule of leiomyoma. There was no endometriosis either on the peritoneal surface or in the parametrium. To rule out metastatic carcinoma, the patient underwent some additional clinical examinations of the uterus, upper gastrointestinal tract, and urinary system,



Ovarian carcinoma recurring as carcinosarcoma but no neoplastic lesions were detected there. On total colonoscopy, there was a pedunculated polypoid lesion in the sigmoid colon bearing well-differentiated adenocarcinoma confined to the mucosa, and multiple adenomas in the cecum. These colonic lesions were surgically resected on 11 July 1996. At that time, there were no remarkable pathological findings in the abdominal cavity. On 2 January 1997 the patient was admitted to Harada Hospital again with a complaint of abdominal fullness. A large amount of bloody ascites was taken by abdominal puncture. The serum CA125 level had increased to 1100 U/mL. She underwent an exploratory laparotomy on 16 January 1997 because of uncontrolled intra-abdominal hemorrhage. There were widely disseminated small easily bleeding fragile masses in the abdominal cavity with a large amount of bloody ascites (the volume was not measured). Two newborn head-sized masses were noted under the right diaphragm and pelvic cavity. These masses were resected as much as possible. After surgery she received intra-abdominal cisplatin, followed by five courses of chemotherapy with endoxane and paraplatine. After the chemotherapy the residual abdominal mass disappeared and the serum CA125 level returned to the normal range on 21 May 1997. The woman has been followed up as an outpatient since July 1997.



MATERIALS AND METHODS Twenty-five sections were made for histological examination from the primary and the recurrent tumor, respectively. The sections were carefully taken from areas where the macroscopic appearances were different. In addition to routine hematoxylin and eosin staining, immunohistochemical stainings were performed using the avidin–biotin–peroxidase technique as listed in Table 1. To investigate the DNA ploidy pattern of the neoplastic cells, we isolated free cell nuclei from the paraffin blocks of each tumor by the method previously reported.8 Two different paraffin blocks of each tumor were selected for nuclear isolation. They covered all kinds of histological patterns within each tumor. We measured the nuclear DNA content of more than 200 nuclei of neoplastic cells of each tumor with an epi-illumination cytofluorometer, Nikon P101 (Nikon, Tokyo, Japan). Histograms of the DNA



Table 1



381



content distribution were made. The ploidy pattern was defined according to the DNA content of the major cell population (stem DNA contents) as follows: diploidy, stem DNA content was equal to 2C; aneuploidy, the stem DNA content was abnormally increased.



PATHOLOGICAL FINDINGS The primary tumor of the right ovary was a well-encapsulated round mass with well-developed feeding arteries on its surface (Fig. 1). The right tube was twisted. The tumor cut surface contained both solid and cystic areas with focal necrosis and hemorrhage. The solid portion was about 60% of the entire tumor volume. The cystic spaces were filled with blood. Microscopically, the tumor was composed of solid nests and thick cord-like structures (Fig. 2a). Nuclei of the tumor cells were round to oval with a fine chromatin pattern. Mitoses were frequently noted (about 20 mitotic figures in 10 high-power fields; Fig. 2b). The tumor focally differentiated to keratinizing squamous cell carcinoma (Fig. 2c). Despite additional investigation, there were no foci of differentiated adenocarcinoma or of sarcoma. The recurrent tumor was a collection of variably sized white to gray, easily bleeding fragile masses. Cytological examination of the bloody ascites showed adenocarcinoma. Microscopically, the tumor was composed both of carcinomatous and sarcomatous components (Fig. 3a–c). Sarcomatous areas showed differentiation to chondrosarcoma of grade II (Fig. 3a). The carcinomatous component showed obvious differentiation to adenocarcinoma forming glandular and papillary structures (Fig. 3c). Frequent foci of the same histological appearance as the primary ovarian tumor were intermingled with, and showed gradual transition to, the foci of both sarcoma and well-differentiated adenocarcinoma (Fig. 3b). The results of immunohistochemistry are summarized in Table 1. Epithelial membrane antigen (EMA) was positive only in the foci of squamous differentiation in the primary tumor, while in the recurrent tumor, the carcinomatous component of either squamous or glandular differentiation and a portion of the chondrosarcomatous component were also positive. Cytokeratin (AE1/AE3) was positive only focally in the primary tumor, while all of the carcinomatous components



Results of immunohistochemistry



Antibody



Source company



EMA Cytokeratin (AE1/AE3) Vimentin



DAKO, Carpinteria NICHIREI, Tokyo NICHIREI, Tokyo



Primary tumor EC



EC



Recurrent tumor SC



CS



(+)* (+) (±)



(++)† (+++) (-)



(-) (+) (+++)



(+) (-) (+++)



* Exclusively in the region of squamous differentiation; † In regions of squamous and glandular differentiation; EC, epithelial component of the neoplasm; SC, spindle-shaped neoplastic cells; CS, chondrosarcoma component; EMA, epithelial membrane antigen.
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Figure 1 Macroscopic appearance of the primary tumor (after fixation) which was cut at the maximum dimension. (a) The tumor was confined to the right ovary and did not invade the capsular surface. (b) The cut surface was solid and cystic with focal necrosis and hemorrhage.



and a small number of spindle-shaped neoplastic mesenchymal cells were positive in the recurrent tumor. Vimentin was sporadically positive in a few neoplastic cells in the primary tumor, while all the sarcomatous components were positive and all the epithelial components were negative in the recurrent tumor. DNA ploidy patterns of the primary and the recurrent tumor are shown in Fig. 4. The primary tumor showed diploidy while in the recurrent tumor, an additional subpopulation appeared in which the DNA content was 3.7C and the DNA ploidy pattern of the tumor showed a mosaic pattern of diploidy and aneuploidy.



Figure 2 Primary ovarian tumor. (a) Tumor was composed of solid nests and thick cord-like structures (¥10). (b) Tumor cells had round to oval nuclei with fine chromatin pattern (¥80). (c) Squamous differentiation was occasionally seen (¥80).
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n=306



(a)



n=230



(b)



DNA content Figure 4 DNA ploidy patterns of the (a) primary and (b) recurrent tumors. The DNA content of 20 conforms to 2C. DNA ploidy pattern of the primary tumor was diploidy. In the recurrent tumor an additional subpopulation of aneuploidy appeared and showed mosaic pattern of diploidy and aneuploidy.



DISCUSSION



Figure 3 Recurrent tumor. (a) Foci of neoplastic cartilage were intermingled with carcinomatous component (¥40). (b) Frequent foci of the same histological pattern as the primary tumor were also seen in the recurrent tumor (¥40). (c) In the carcinomatous component, glandular and papillary structures were apparent (¥40).



The primary ovarian tumor was composed exclusively of carcinoma despite sampling from multiple macroscopically different parts of the tumor. It was a poorly differentiated carcinoma without obvious glandular or papillary structures. Low expression of epithelial markers was considered to reflect the low level of differentiation of this tumor. Focal squamous differentiation and vimentin positivity in a small number of tumor cells suggested a poorly differentiated endometrioid adenocarcinoma rather than undifferentiated carcinoma.9,10 The recurrent tumor had additional features that were not detected in the primary ovarian tumor. There was an obvious
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differentiation to adenocarcinoma with formation of glandular and papillary structures and increased expression of epithelial markers, and a sarcomatous component with neoplastic cartilage. Epithelial membrane antigen positivity in a few cells of the sarcomatous component suggests that this tumor represents metaplastic carcinoma. Intermingled foci of the same histology as the primary ovarian tumor strongly support the origin of the recurrent tumor from the ovary as opposed to a metachronous primary tumor. The DNA ploidy pattern offers clues to the biological behavior, and the natural history of the tumor.8,11 It is well known that one neoplasm can produce more biologically aggressive clones in the course of its progression. The sequential appearance of subpopulations of different clones results in heterogeneity within one tumor both phenotypically and genotypically.12 The DNA ploidy pattern of the primary tumor in this case was 2C (DNA diploidy). In the recurrent tumor a different subpopulation appeared in which the DNA content was 3.7C in addition to 2C. This means the appearance of a more aggressive subpopulation in the recurrent tumor. The major problem in discussing the histogenesis of this case is the adequacy of sampling. High-stage endometrioid carcinomas tend to have a second more aggressive component.13 Generally, one block per maximum tumor dimension is considered to be adequate.13 As the primary ovarian tumor was 25 ¥ 25 ¥ 10 cm in dimension and we took 20 sections, there remains a possibility that both the sarcomatous component and well-differentiated adenocarcinoma existed in the primary tumor but were not detected due to sampling error.14 Unfortunately, we could not investigate more sections as we disposed of the resected specimen 6 months after the surgery. If these components existed as minor components in the primary tumor, the recurrent tumor might be interpreted as an overgrowth of a more aggressive clone of the primary tumor. Even so, as these populations were small enough to be missed by ordinary sampling, it could represent an incipient subpopulation progressing from the predominant population of poorly differentiated endometrioid adenocarcinoma. The present case not only has features of metaplastic carcinoma, but also suggests the possibility that carcinosarcoma can arise as a progression and clonal evolution of poorly differentiated endometrioid adenocarcinoma.



ACKNOWLEDGMENT We gratefully acknowledge the review of this manuscript by Dr Steven G Silverberg.



REFERENCES 1



2 3 4 5



6



7



8



9



10



11



12



13



14



Dinh TV, Slavin RE, Bhagavan BS, Hannigan EV, Tiamson EM, Yandell RB. Mixed mesodermal tumors of the ovary: A clinicopathologic study of 14 cases. Obstet. Gynecol. 1988; 72: 409–412. Anderson B, Turner DA, Benda J. Ovarian sarcoma. Gynecol. Oncol. 1987; 26: 183–192. MacFarlane KT, Pritchard JE. Two cases of Mullerian carcinosarcoma. Am. J. Obstet. Gynecol. 1954; 68: 652–658. Dehner LP, Norris HJ, Taylor HB. Carcinosarcomas and mixed mesodermal tumors of the ovary. Cancer 1971; 27: 207–216. Takeda A, Matsuyama M, Kuzuya K, Chihara T, Tsubouchi S, Takeuchi S. Mixed mesodermal tumor of the ovary with carcinoembryonic antigen and alkaline phosphatase production. Histochemical, autoradiographic and electron microscopic studies of heterotransplanted tumors in athymic nude mice. Cancer 1984; 53: 103–112. Brito PA, Silverberg SG, Orenstein JM. Carcinosarcoma (malignant mixed Mullerian [mesodermal] tumor) of the female genital tract: Immunohistochemical and ultrastructural analysis of 28 cases. Hum. Pathol. 1993; 24: 132–142. Costa MJ, Khan R, Judd R. Carcinosarcoma (Malignant mixed Mullerian [mesodermal] tumor) of the uterus and ovary. Correlation of clinical, pathologic and immunohistochemical features in 29 cases. Arch. Pathol. Lab. Med. 1991; 115: 583–590. Hamada S, Namura K, Itoh R, Fujita S. Characteristics of colorectal epithelia and adenomas as revealed by DNA cytofluorometry. Jpn. J. Cancer Res. 1987; 78: 826–832. Tornos C, Silva EG, Ordonez NG, Gershenson DM, Young RH, Scully RE. Endometrioid carcinoma of the ovary with a prominent spindle-cell component, a source of diagnostic confusion. A report of 14 cases. Am. J. Surg. Pathol. 1995; 19: 1343–1353. Roth LM, Liban E, Czernobilsky B. Ovarian endometrioid tumors mimicking Sertoli and Sertolo-Leydig cell tumors. Sertoliform variant of endometrioid carcinoma. Cancer 1982; 50: 1322–1331. Smit V, Cornelisse CJ, Jong D, Dijkshoorn NJ, Peters AA, Fleuren GJ. Analysis of tumor heterogeneity in a patient with synchronously occurring female genital tract malignancies by DNA flow cytometry, DNA fingerprinting, and immunohistochemistry. Cancer 1988; 62: 1146–1152. Fujii H, Yoshida M, Gong ZX et al. Frequent genetic heterogeneity in the clonal evolution of gynecologic carcinosarcoma and its influence on phenotypic diversity. Cancer Res. 2000; 60: 114–120. Tornos C, Silva EG, Khorana SM, Burke TW. High-stage endometrioid carcinoma of the ovary. Prognostic significance of pure versus mixed histologic types. Am. J. Surg. Pathol. 1994; 18: 687–693. Domoto H, Mano Y, Kita T et al. Chondrosarcomatous differentiation in metastatic deposit of serous papillary cystadenocarcinoma. Pathol. Int. 2000; 50: 497–501.





 Lihat lebih banyak...



Comentários



























Relatórios "Ovarian carcinoma recurring as carcinosarcoma "






Por favor, preencha este formulário, tentaremos o mais rápido possível.


Teu nome




Correio eletrônico




Razão
-Escolha um motivo-
Pornografia
Difamação
Ilegal / Haram
Spam
Outros termos de serviço
Arquivar uma reclamação de direitos autorais





Descrição do Produto








Fechar
Enviar














Download "Ovarian carcinoma recurring as carcinosarcoma "





Somos uma comunidade de intercâmbio. Por favor, ajude-nos com a subida  1  um novo documento ou um que queremos baixar:



ARQUIVO DO DOCUMENTO DE ATUALIZAÇÃO


OU DOWNLOAD IMEDIATAMENTE













Fechar













Compartilhar e Incorporar "Ovarian carcinoma recurring as carcinosarcoma "





Copie e cole esse script de incorporação para o local onde deseja incorporar



Incluir Script




Tamanho(px)
750x600
750x500
600x500
600x400





URL










Fechar











 
 
 



Sobre nós | 
Termos | 
Privacidade | 
Direito autoral | 
Contato










Copyright © 2017 DADOSPDF Inc.






