Q2 Oncology St George 2002
A 24 y o man has a large mediastinal mass on CT chest.  Biopsy shows poorly differentiated carcinoma.  What tumour marker confers the best prognosis?

a) Ca 19.9- suggests GIT/pancreas origin
b) Ca 15.3- breast 
c) Beta HCG- seminomatous GCT
d) AFP- non seminomatous GCT/hepatoma
e) CEA- non specific/GIT/lung
Tumor markers – Serum levels of human chorionic gonadotropin (hCG) and alpha-fetoprotein (AFP) should be obtained in all patients with poorly differentiated carcinoma of unknown primary site, since significant elevations of these tumor markers suggests the diagnosis of extragonadal germ cell tumor. Other serum tumor markers, such as carcinoembryonic antigen, CA-125, CA19-9, and CA15-3, are often elevated, but are not helpful in predicting the response to therapy.
Patients with characteristics of extragonadal germ cell tumors – A few patients with poorly differentiated carcinoma of unknown primary site have extragonadal germ cell tumors that are unrecognizable by standard histologic criteria. These patients typically have some (but usually not all) of the following characteristics

  • Young age

  • Male gender

  • Predominant tumor location in the mediastinum or retroperitoneum

  • Marked elevation of the serum tumor markers hCG or AFP

  • Presence of 12p chromosomal gain (isochromosome 12p) on molecular genetic analysis.

Most young males with poorly differentiated carcinoma and these features of extragonadal germ cell tumor have an excellent response to chemotherapy, and some are cured when they are treated with cisplatin-based regimens. For this reason, all patients with poorly differentiated carcinoma or poorly differentiated adenocarcinoma of unknown primary site who have these other characteristics should be treated according to the guidelines established for poor prognosis germ cell tumors.
Extragonadal seminomas must be distinguished from extragonadal nonseminomatous GCTs (NSGCTs); in all locations, seminomas have a more favorable prognosis.

Like gonadal NSGCTs, extragonadal NSGCTs are typically associated with elevations in the tumor markers serum alpha fetoprotein (AFP) and/or the beta subunit of human chorionic gonadotropin (beta-hCG); one or both are elevated in 85 percent of cases. Seminomas are less likely to be associated with tumor marker elevation, although up to 50 percent of patients with disseminated disease have increased serum beta-hCG.  Seminomas do not produce AFP.
