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A 26-year old young male with severe anemia 
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A B S T R A C T   

Testicular choriocarcinoma is a subset of Non-Seminomatous Germ Cell Tumors (NSGT) which is 
considered the rarest and most aggressive testicular cancer. It primarily affects males between the 
ages of 25–30 years. Unlike other testicular neoplasms that carry a cure rate of 95%, chorio-
carcinoma has significantly lower rate of cure. Therefore, early detection and prompt treatment is 
necessary to improve survival. We present an unusual case of Choriocarcinoma presenting as 
severe anemia along with distant metastases to lung and brain. We also discuss diagnostic 
approach and treatment challenges in patients with Choriocarcinoma.   

1. Introduction 

Choriocarcinoma is the most aggressive and rarest subtype of non-seminomatous Germ Cell Tumors (NSGCT) comprising of only 
1%–3% of all testicular cancers [1]. Commonly choriocarcinoma presents with testicular mass with evidence of distant metastasis to 
liver, lung, and brain. Severe anemia as an initial presentation has not been described. We report a unique case of choriocarcinoma 
presenting as severe anemia along with distant metastasis to lung and brain. 

2. Case report 

A 26-year-old male presented to the hospital with progressive dyspnea and fatigue for one week. The patient had no past medical 
history. He denied any fever, night sweats, chills, weight loss, hematemesis, melena, cough, sputum production, orthopnea or 
paroxysmal nocturnal dyspnea. He was a nonsmoker and was not taking any medications at home regularly. He also denied any history 
of recreational drug use. His vital signs were as follows: heart rate, 122 beats/minute, BP 130/66, respiratory rate of 25, oxygen 
saturation 96% on room air and temperature of 37.2C. Physical examination revealed a tired looking young man in no acute distress. 
He had severe conjunctival pallor but no evidence of central cyanosis. The cardiopulmonary examination was normal. Abdominal 
palpation demonstrated slightly enlarged liver. 

Laboratory examination showed white cell count 21,700/μL, Hemoglobin 4.1 mg/dl, hematocrit 19.1% and platelet count 371000/ 
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μL. Iron studies revealed total iron 24 UG/DL, Total iron binding capacity 180UG/dL and iron saturation of 13%. Chest radiograph 
showed diffuse bilateral large pulmonary nodules and right peri-hilar mass (Fig. 1A). Computed tomography (CT) scan of chest, 
abdomen and pelvis showed bilateral pulmonary, hepatic and splenic nodules along with para-spinal, para-aortic, inguinal lymph-
adenopathy, right Gluteus Maximus soft tissue mass and homogenous right testicular mass (Fig. 1B–E). CT head with contrast was 
obtained as a part of metastatic work up that showed 2 bilateral frontal cortex enhancing lesions with internal hemorrhage and 
surrounding vasogenic edema (Fig. 1F). Tumor markers showed extremely high levels of Beta Human Chorionic Gonadotrophin 
(β-hcg) 180326 mIU/ml (normal <2.0 mIU/ml) and AFP of 3 ng/ml (normal 0–9.0 ng/ml). 

The patient was thought to be suffering from metastatic testicular cancer. He underwent CT guided core needle biopsy of the right 
gluteal soft tissue lesion. Histopathologic analysis showed malignant germ cell tumor, consistent with choriocarcinoma (immuno-
histochemical stain positive for AE1/AE3, C-Kit, and Cam-5.2, with rare cells stained with SALL-4 and PLAP, and is negative for OCT3- 
4, AFP, CD30, S-100, and SOX-10) (Fig. 2). 

The patient was diagnosed with stage IIIC GCT (choriocarcinoma). He was started on chemotherapy with VIP (Etoposide, Ifosfa-
mide, and Cisplatin). Patient received whole brain radiation with 3000Gy in 10 divided fractions.Treatment course was complicated by 
development of hemoptysis requiring high flow nasal cannula oxygen support. Also the number and size of CNS metastases increased 
with internal hemorrhages seen on repeat MRI. Fortunately no complications related to intracranial bleed were encountered. He has 
been discharged and is currently getting outpatient chemotherapy and remaining radiation cycles. He is alive. 

3. Discussion 

Choriocarcinoma is a rare type of testicular cancer, with peak incidence between ages of 25–30 years [1]. Choriocarcinomas are 
mostly unilateral and secrete high levels of β-hcg often >10000IU. It spreads rapidly via hematogenous route, therefore widespread 
metastases are often found at the time of diagnosis. Most common site of metastases is lung, liver, and brain [2–4]. Our case closely 
resembled the typical clinical presentation. Widespread metastases were found at the time of diagnosis, and his symptoms became 
noticeable over the period of only 1 week. However, our patient was also unique, as he presented with severe anemia which appeared 
to be secondary to anemia of chronic disease. 

Interestingly, choriocarcinoma metastases have high propensity to bleed and these complications can be rapidly fatal [5,6]. Our 
patient had hemorrhagic CNS metastasis which increased in size and number during few days of hospitalization. Lung is the most 
common site of choriocarcinoma metastases and high volume pulmonary metastases can result in life threatening pulmonary hem-
orrhage, hemothorax and respiratory failure [7]. Our case had significant burden of disease in lungs and during the course of hos-
pitalization developed hemoptysis and high oxygen requirement. Excessive vascular invasion and rapid growth results in tumor 
outgrowing its blood supply which leads to necrosis and ulceration causing hemorrhagic complications [8]. Respiratory failure in our 
patient was in part due to Tumor Lysis Syndrome (TLS) as well. Therefore a clinician has to be careful because hemorrhagic 

Fig. 1. A: Bilateral diffuse rounded opacities with predominant with predominant right supra-hilar mass. B: CT chest with contrast showed bilateral lung nodule and 
masses with predominant mass in right upper lobe/mediastinum. C: CT abdomen showed hepatic and splenic metastases. D: CT Pelvis showed left gluteal mass, which 
was biopsied. E: CT pelvis showed homogenous right testicular mass. F: CT head showed bilateral hemorrhagic brain metastases. 
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complications can happen before and during the chemotherapy due to rapid cell death, and TLS is well-recognized complication in this 
solid malignancy [9]. Presence of intracerebral metastases form choriocarcinoma is a poor prognostic sign [10]. 

Choriocarcinomas are biphasic tumors containing both Syncytiotrophoblasts and Cytotrophoblasts. Histopathological diagnoses 
are based on morphologic evidence of Cytotrophoblast and Syncytiotrophoblast. They usually present with abundant hemorrhage and 
necrosis and have vascular invasion, ending up with early and disseminated metastasis [11]. However, metastases are unlikely to 
present with bulky anterior mediastinal mass. Histology as well as immunophenotype in both primary and metastatic disease are 
similar. Immunohistochemical stains can identify a mixture of cytotrophoblasts, which stain positive with p63 and negative with HPL 
and intermediate trophoblasts stain negative with p63 and weak positive or negative with HPL weak in the columns of mononucleated 
cells [3]. Many of these metastatic tumors may have undergone regression in other words “burned-out” [12]. 

Treatment is usually Bleomycin based except in patients with high burden of pulmonary metastasis to avoid pulmonary hemor-
rhage and respiratory failure. Beta-HCG is commonly followed for treatment response. Plateau <10mIU/ml indicate a satisfactory 
response whereas higher plateau usually indicates treatment failure [13,14]. Early treatment is associated with improved outcome. 
Therefore, in patients with mediastinal mass or testicular mass, and markedly elevated levels of β-hCG (>50,000 MIU/ML), empiric 
chemotherapy should be administered immediately to improve survival [1]. Prognosis is worse as compared to other testicular cancers, 
with 5-year survival of pure choriocarcinoma being less than 85% at best [1]. 

4. Conclusion 

Distant metastases in young individuals with testicular or mediastinal mass should raise concern for NSGTs. Concomitant findings 
of hemorrhagic metastases and bHCG >50,000 MIU/ML is highly suggestive of choriocarcinoma. Severe anemia is an unusual and rare 
presentation of NGTs. Treatment should be instituted as early as possible as a delay in treatment is associated with worse outcomes. 
Unfortunately, the prognosis of choriocarcinoma is worst among all the testicular cancers. 
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Fig. 2. A: H&E core biopsy of the right hip soft tissue mass showed mixture of Cytotrophoblasts and multinucleated Syncytiotrophoblasts in the background of 
significant hemorrhage and necrosis. B: Strong positive staining for AE1/AE3.C: Strong positive staining for CAM 5.2. D: Rare tumor cells stained with SALL-4. E: 
Tumor cells stained with C-Kit (CD-117). 
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