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Abstract

We report a case of 59-year-old gentleman who suffered from low back pain for several months. Abdominal sonogram showed multiple heteroechoic nodules in bilateral liver and enlarged pancreatic head. Abdominal computer tomography (CT) favored pancreas head tumor with liver and bone metastsis. Endoscopic retrograde cholangiopancreatography (ERCP) disclosed pancreatic duct invasion over distal portion of pancreatic duct with prestenotic dilatation. Liver biopsy showed undifferential carcinoma. As suggested from pathologist, nasopharyngeal area checked by ENT doctor was negative and nasopharyngeal carcinoma was excluded. Therefore, patient was treated with Gemcitabine (1500 mg/wk), as suggested treatment schedule, for 24 wk in OPD. Sequential abdominal CT during follow up showed disappearance of liver metastasis and shrinkage of pancreatic tumor. Repeated ERCP after treatment showed rechannelization of pancreatic duct. During 11 years follow up, CT scan, performed in 5 times, disclosed not only disappearance of hepatic tumor but also no cancer recurrence. Besides, progressive shrinkage of pancreatic head was noted. Therefore, we can say this malignant case was cured by monotherapy with gemcitabine. 
( 2013 Baishideng. All rights reserved.
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INTRODUCTION 
Gemcitabine is a nucleoside analog with structural similarity to cytarabine. Initially, it has low objective response rate, around 6%-11%, ichemotherapy-naive patients with pancreas cancer administered single agent gemcitabine (800 mg/m2 IV weekly for 3 of every 4 wk)[1].
CASE REPORT
In 1999, a 59-year-old gentleman was referred from other hospital due to unknown malignance with liver and bone metastasis. He suffered from lower back pain and loss of body weight about 10 kg within 3 mo. There was no familial history of malignance. Physical examination showed pale conjunctiva, knocking pain over lumbar spine and mass lesion over right sternoclavicular junction. The laboratory data showed only normocystic anemia and the hemoglobin was 10.4 mg/dL. The tumor markers, such as carcinoembryonic antigen and CA 19-9, were within the normal limits. Abdominal sonogram showed many heterogeneous isoechoic tumors in bilateral lobes of liver with enlargement of pancreas head. Abdominal computed tomography (CT) showed suspicion of pancreas head cancer with liver and L3 metastasis (Figure 1A and B). The bone scan showed suspicion of metastasis over right sternoclavicular area, L-spine and ischium. Liver biopsy was done. Pathologist reported undifferential carcinoma (Figure 2) because of focally weakly positive with cytokeratin AE1/AE3 that is a sole marker of epithelial differential and nasopharyngeal check-up to rule out the possibility of nasopharyngeal carcinoma was suggested. ENT doctor disclosed smooth nasopharygeal mucosa and biopsy showed no malignance. Endoscopic retrograde cholangiopancreatography (ERCP) showed focal irregular stenosis, favor tumor invasion over pancreatic duct (Figure 1C). Clinically, pancreas cancer with liver and bone metastasis was highly impressed.

Patient was treated with monotherapy of gemcitabine 1500 mg/wk in GI-OPD. The dose was 1000 mg/m2 body surface area and medication was infused in 30 min. Patient received gemcitabine every week in first 7 wk and then rest a week. Thereafter, he received treatment weekly for 3 wk and then rest on week. Totally, patient received 19 doses within 24 wk. Throughout the treatment course, patient tolerated well and no blood transfusion is necessary. Repeat CT scan showed disappearance of liver mass (Figure 3A) and shrinkage of pancreatic head (Figure 3B). Repeat ERCP showed re-channelization of pancreatic duct (Figure 3C). The mass over right sternoclaviculqr joint became softer and smaller gradually. Lumbago improved gradually during gemcitabine therapy and finally vanished after treatment course. In following 11 years CT scan was repeated in 5 times. It showed progressive shrinkage of left lobe of liver (Figure 4A) and pancreatic head (Figure 4B). No cancer recurrence was noted. Also, repeat CA19-9 was normal. In 2010, 11 years after treatment, patient had senile dementia but still cancer free. Therefore we can say this patient was cured by gemcitabine. 
DISCUSSION 
Undifferential carcinoma with multiple metastasis was common, about 20%- 25%, in cancer of unknown primary site[2]. In our case, NPC was excluded by biopsy on grossly normal mucosa of nasopharyngeal area. In clinics, the mid or low third portion of thoracic esophageal carcinoma with intrabdominal metastasis was also common and the incidence was around 15%-17.4%[3,4]. However, the gastroscope was negative too. The positive reaction with IHC stain of AE1/AE3 was specific for carcinoma but carcinoma with pancreatic duct metastasis was very rare. Image studies of CT and ERCP together with liver biopsy, persuaded the diagnosis of pancreas adenocarcinma with multiple metastasis. 

In 1997, study of Burris et al[5] showed that clinical benefit and survival, gemcitabine (1000 mg/m2 weekly for seven weeks followed by a week of rest, then weekly for three out of every four weeks) was approved for first-line therapy of metastatic pancreatic cancer. However, there was no evidence to show that gemcitabine has ability to cure the advanced pancreas adenocarcinoma, even case with multiple organ metastasis. But, in our case, liver mass disappeared and atrophy of left lobe of liver was noted in following abdominal CT after treatment of Gemcitabine. The repeated ERCP also showed the re-channelization of irregular stenotic pancreaticd duct. During the eleven years follow-up, there was no cancer recurrence. It was amazing that Gemcitabine can cure the metastatic liver carinoma. 
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Figure 1 Diagnosis of pancreas adenocarcinoma. A. Multiple liver metastasis (arrow); B. Enlarged pancreas head(curved arrow); C. Focal stenosis over distal portion of pancreatic duct (apple-core like).
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Figure 2 Liver aspiration. A: Liver tissue with tumor arranged in solid sheet in the left side of the picture (HE stain, x 200); B: High power view shows tumor cells with hyperchromatic nuclei and high ucleus-to-cytoplasm (N/C) ratio (HE stain, x 400). Two patches of necrosis are found in lower and right upper part; C: Tumor cells in solid nest with hyperchromatic nuclei and high N/C ratio. The right side is normal liver tissue (HE stain, x 400); D: AE1/AE3 (IHC stain, x 400). Focal cytoplasmic positive reaction (black arrow).
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Figure 3 Tumor shrinkage after post-chemotherapy.A: Liver nodules was disappeared; B: The pancreas head was atrophy (white arrow); C: No stenosis of pancreatic duct was noted after chemotherapy.
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Figure 4 Shrinkage of left lobe of liver (A, black arrow) and pancreatic head (B, white arrow). 
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