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Choroidal and cutaneous metastasis from gastric adenocarcinoma causing an initial symptom
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Abstract

Choroidal or cutaneous metastasis of gastric cancer is rare. Gastrointestinal cancer was found in only 4% in patients with uveal metastasis. Choroidal metastasis from gastric cancer was reported in two cases in the previous literatures. The frequency of gastric cancer as a primary lesion was 6% in cutaneous metastasis of men, and cutaneous metastasis occurs in 0.8% of all gastric cancers. We report a patient with gastric adenocarcinoma who presented visual disorder in his left eye and skin pain on his head as his initial symptoms. These symptoms were diagnosed to be caused by choroidal and cutaneous metastasis of gastric adenocarcinoma. Two cycles of chemotherapy consisted of oral S-1 and intravenous cisplatin (SPIRITS regimen) was markedly effective to reduce the primary gastric lesion and almost all the metastatic lesions.
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INTRODUCTION
Gastric adenocarcinoma is one of the most common causes of death from cancer worldwide and more than half of the world’s gastric adenocarcinoma cases arise in Asia[1]. Gastric adenocarcinoma usually develops slowly but eventually grows to show multiple sites of metastasis. Choroidal metastasis of gastric cancer is, however, extremely rare. Uvea is consisted with iris, ciliary body, and choroid. The uveal metastasis was reported in 4% of the patients who had a primary cancer in the gastrointestinal tract. Metastasis was found in the iris in 90 (9%), ciliary body in 22 (2%), and choroid in 838 (88%) of the 950 metastatic foci in the uvea[2]. Cutaneous metastasis of gastric cancer is also relatively rare[3,4]. We report a patient with gastric adenocarcinoma who presented visual disorder in his left eye and skin pain on his head as his initial symptoms. 
CASE REPORT
A 75 year-old man visited our hospital in February 2011 because of visual disorder in his left eye and skin pain on his head. He had two cutaneous nodules on his head. One of the cutaneous nodules grew rapidly one month after the first visit (Figure 1A, B). To evaluate the cause of the visual disorder, fundoscopic examination (Figure 2A), optical coherence tomographic examination (Figure 2B), and magnetic resonance imaging (MRI) (Figure 2C, D) were performed and an elevated choroidal neoplasm was detected. Uveal melanoma is known as the most common primary intraocular malignant tumor[5]. The diagnostic efficacy of N-isopropyl-p-[123I] iodoamphetamine single photon emission computed tomography (123I-IMP SPECT) for uveal melanoma has been established[6]. Then we performed the 123I-IMP SPECT to evaluate the elevated choroidal neoplasm. It, however, showed no accumulation in bilateral eyes that is not specific for melanoma (Figure 3).  We diagnosed his choroidal tumor as metastatic tumor, not melanoma. 

To detect the primary malignancy, we performed a 18F-fluorodeoxyglucose-positron emission tomography/computed tomography (18-FDG-PET/CT) and it showed multiple uptakes in the stomach, the bilateral adrenal glands, the abdominal lymph nodes, the right pubis, the femur, and one of the head nodules, but there was no abnormal uptake in his left eye. He was underwent esophagogastroduodenoscopy (EGD) because of the gastric hot spot in the 18-FDG-PET/CT. Endoscopic finding revealed an advanced gastric cancer on the lesser curvature of the stomach (Figure 4). Gastric biopsy specimens showed moderately differentiated adenocarcinoma (Figure 5A). Pathologic examination of the biopsy specimens of the cutaneous nodule also revealed poorly differentiated adenocarcinoma (Figure 5B). Carcinoembryonic antigen (CEA) and alphafetoprotein (AFP) were elevated to 82 ng/mL and 21ng/mL, respectively. Abdominal contrast-enhanced CT showed multiple liver metastases, in addition to the known lesions (Figure 6A, B, C). Thus, we made a final diagnosis of stage IV gastric cancer with multiple metastases; cutaneous, choroid, bilateral adrenal glands, lymph nodes, and liver, right pubis, femur (T4N2M1). 

We started chemotherapy consisted of oral S-1 (40 mg/m2, twice a day, on days 1-21) and intravenous cisplatin (60 mg/m2, on day 8), every 5 wk (SPIRITS regimen) [7]. Chemotherapy was effective to shrunk a primary gastric lesion (Figure7-A), an elevated choroidal lesion (Figure7-B,C), and other metastatic tumors (Figure6-D,E,F), and to improve skin pain relief on his head after 2 cycles of the chemotherapy, but not for the larger cutaneous lesion of head. The larger cutaneous nodule of head enlarged from 25mm to 32mm (Figure8). Serum levels of CEA and AFP decreased to 8ng/ml and 8ng/ml, respectively. 

DISCUSSION


Gastric adenocarcinoma shows multiple sites of metastasis. The most common metastatic sites from gastric cancer are liver, peritoneum, and non-regional or distant lymph nodes. Choroidal metastasis is extremely rare, and cutaneous metastasis is also relatively rare. In our case, the initial symptoms related to an advanced gastric cancer showed a visual disorder in his left eye and skin pain on his head. Therefore we reported this case as a remarkably rare case because of both metastases concurrently.

Choroidal metastasis has been increasing due to the improvement of ophthalmic diagnosis techniques. The previous report showed choroidal metastasis mostly comes from breast, and lung cancer. Gastrointestinal cancer was found in only 4% on the survey of 420 patients with uveal metastasis[2]. Choroidal metastasis from gastric cancer was reported in two cases in the previous literatures[8,9], and these cases were found as recurrent cases of gastric cancer. To the best of our knowledge, this is the first case in which choroidal tumor had found because of a visual disorder as the first symptom before gastric cancer was diagnosed.

In this case, we could not pathologically diagnose choroidal tumor of this patient as a metastatic tumors. Generally, melanoma and metastatic tumors are the most common malignant choroid tumors[5]. Therefore we needed to differentiate melanoma and metastatic tumor. First, the 123I-IMP SPECT is clinically useful for the differential diagnosis of them[6]. In this case 123I-IMP SPECT showed no accumulation in bilateral eyes. In addition, MRI of the orbits demonstrated well-circumscribed subretinal mass, where T1-weighted image was isointense and T2-weighted image was hypointense. MRI findings were also compatible with a metastatic tumor, not a melanoma[10]. Second, the chemotherapy for the gastric adenocarcinoma was effective for the choroidal tumor. In general, malignant melanoma is resistant to chemotherapy and its regimen is quite different from gastric adenocarcinoma[11,12]. In our case, the choroidal tumor was markedly reduced after chemotherapy for gastric adenocarcinoma consisted of S-1 and cisplatin. Based on these reasons, it would be appropriate to diagnose his choroidal tumor as a metastatic tumor, not a melanoma.

 The frequency of cutaneous metastasis is reratively low, and varies with gender according to the type of underlying malignancies. The most common origins of cutaneous metastasis were reported in lung cancer, colon cancer, melanoma, squamous cell carcinoma of oral cavity, and renal cell carcinoma in men[3]. On the other hand, those were reported in breast cancer, colon cancer, melanoma, ovarian cancer, lung cancer in women[3]. The frequency of gastric cancer as a primary lesion was 6% in cutaneous metastasis of men[3], and cutaneous metastasis occurs in 0.8% of all gastric cancers[13]. In addition, cutaneous metastasis was reported to be close to the site of the primary tumor, therefore abdomen was the most frequent site in gastric cancer[14]. Our patients had, however, cutaneous metastasis only on his head and we could make a pathological diagnosis based on pathological findings.
  In summary, choroidal or cutaneous metastasis of gastric cancer is rare. We report a patient of gastric adenocarcinoma who presented both choroidal and cutaneous metastasis of the gastric cancer as an initial symptoms.　 
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Figure legends

Figure 1 Cutaneous metastasis lesion in the head.

A: One of the two cutaneous nodules on his head at first visit; B: The size of the cutaneous tumor was rapidly enlarged at 1 month after the first visit.

Figure 2 An elevated choroidal neoplasm.

A: Fundoscopic examination; B: optical coherence tomographic examination; C: MRI T1-weighted image; D:MRI T2- weighted image.

Figure 3 N-isopropyl-p-[123I] iodoamphetamine single photon emission computed tomography findings.

123I-IMP SPECT showed no accumulation in bilateral eyes.

Figure 4 Esophagogastroduodenoscopy and pathological findings of gastric cancer.

A: Esoophagogastroduodenoscopy (EGD) was underwent and revealed an advanced gastric cancer; B: The gastric biopsy specimens revealed moderately differentiated adenocarcinoma.(HE stain, ×400)

Figure 5 Response to chemotherapy.

A: The primary gastric lesion was markedly reduced after 2 cycles of the chemotherapy; B,C: The choroidal metastatic tumor was also markedly reduced; D: The larger cutaneous nodule of head enlarged from 25mm to 32mm, and headache vanished.

[image: image1.jpg]



[image: image2.jpg]



[image: image3.jpg]Fig 3




[image: image4.jpg]



[image: image5.jpg]Fig 5





