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The Prognostic Effect of Immunohistochemical Stain of Biomarkers in Gastric Cancer
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Background/Aims: The treatment of gastric cancer is still unsatisfactory, and it has been known that few prognostic biomarkers are available but have 
limited values. We aimed to investigate the prognostic effect of various biomarkers – p53, EGRF, HER-2, E-cadherin, Ki-67- in patients with gastric cancer. 
Methods: Between January 2014 and December 2016, we analyzed 505 gastric cancer tissues (279 early gastric cancers and 226 advanced gastric cancers) 
from the patients who had received radical gastric resection. All available immunohistochemical stained slides of surgical specimens for p53, EGRF, 
HER-2, E-cadherin, and Ki-67 were reviewed. We evaluated the various factors associated with disease recurrence during long-term follow-up. Results: 
The median follow-up duration was 32.5 months (range: 7~70 months). The higher levels of Ki-67 expression were in advanced gastric cancers, and 
otherwise were unremarkable. As for disease recurrence, lymphatic invasion and disease free interval, there was no prognostic effect of all biomarkers, 
except only HER-2 positive stage I gastric cancers. They had higher rate of disease recurrence (p<0.01) and microscopic lymphatic invasion (p=0.05). 
Conclusions: The immunohistochemical activities for various biomarkers in prognosis of gastric cancer had limited values. Only, HER-2 expression could 
be a biomarker for poor prognosis prediction for stage I gastric cancers.
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목적: Gastric intestinal-type adenocarcinoma with anastomosing glands (IAAG)는 구조적 이상을 갖는 것을 특징으로 하며 저분화도의 세포학적 특성을 보인
다. 많은 경우의 IAAGs는 mucosal layer에 국한되어 ESD가 좋은 치료 방안이나, 지금까지 IAAG를 ESD로 치료한 이후에 장기예후에 대한 자료는 많지 않다. 
이번 연구에서는 IAAG를 내시경 점막하 박리술(ESD)로 치료 했을때의 장기 예후에 대해 알아 보고자 하였다. 대상 및 방법: 이 연구에서는 내시경 점막하 박리
술(ESD)를 받은 조기위암 환자 2828명 (IAAG 78명, 고분화도 or 중등분화도의 환자 2893명)를 조사하였다. 이후 IAAG 환자군과 고분화도 or 중등분화도의 환
자군들의 EDS 시행 후 장기 예후에 대해 비교하였다. ESD 이후의 성과에 대한 자료는 삼성병원 내의 전산 자료를 통해 후향적으로 조사되었다. 결과: 치료적 
ESD를 받은 57명의 IAAG 환자 중, 2명은 추가로 위절제술을 받았다. 2명의 수술적 검체에서 잔존암이나 림프절 전이는 확인되지 않았다. 54명의 환자를 평균 
52개월간 (2-96개월) 추적 관찰한 결과, 국소전이, 변이 또는 위를 넘어서 재발하는 경우는 없었다. 비치료적 ESD를 받은 21명의 IAAG 환자들 중 20명에서, 14
명이 추가적 위절제술을 받았다. 14명 모두에서, 수술검체에서 림프절 전이는 확인 되지 않았다. 10명의 환자에서 비치료적 ESD를 받게 된 유일한 요인은 lateral 
margin 침범 이었다. 이 9명의 환자들 중 6명의 환자에서 절제된 검체에서 잔존종양이 확인되었다. 그러나 추가적으로 ESD를 받은 환자들 모두 추적관찰 기간 동
안 재발을 보이지 않았다. 결론: Gastric IAAGs 환자들을 ESD로 치료 하였을시, 장기예후는 좋은 성적을 보였다. 따라서 mucosa 나 minitue submucosal 침범을 
보이는 Gastric IAAGs 환자군에서 ESD는 좋은 치료안으로 여겨진다.
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NTRK fusion gene as a primary resistant mechanism of EGFR-mutated lung adenocarcinoma: a case report
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Introduction: In patients with EGFR activated mutation, EGFR-TKI response rate is as good as 70-80%. However, 20-30% of the patients show primary 
resistance, Various mechanisms have been suggested to explain the resistance. We present a case in which a rare neutrotrophic receptor tyrosine kinase 
(NTRK) fusion was the primary resistance mechanism of EGFR mutated adenocarcinoma. Recently, NTRK gene fusion has emerged as a target for cancer 
therapy. Case report: A 57-year-old male visited the emergency room (ER), complaining of Rt. Facial palsy. Under impression of cerebral infarction, 
brain MRI was performed. Two masses suspected of metastatic lesion was found in Lt. frontal area. A five-centimeter lung mass in the left upper lobe on 
chest CT was found during diagnostic work-up performed to find the primary cancer origin. The patient was referred to the department of pulmonology. 
The patient was a non-smoker, and metastatic lesions were observed on Lt. axillary lymph nodes, liver, sacrum and iliac bone. On the histopathologic ex-
amination, adenocarcinoma with EGFR exon 19 deletion mutation was confirmed. ALK and ROS immunohistochemistry (IHC) were negative. Treatment 
with Gefitinib (IRESSA®) was initiated. On the 49th day of the treatment, the patient presented at the ER with persisting left chest pain. IRESSA treatment 
was stopped and restaging work-up was performed. On PET-CT examination, there was an increase of the primary lung lesion, and Lt. 3rd-4th rib and pu-
bic bone metastasis were newly identified. Re-biopsy of the lung lesion was performed, and next generation sequencing of the tissue revealed NTRK3 
fusion. The patient was treated with pemetrexed and cisplatin chemotherapy. After 5 cycles of chemotherapy, the patient showed partial response (PR). In 
case the patient shows any sign of progressive disease, we plan to try Larotrectinib, an NTRK inhibitor. Conclusion: NTRK fusion gene is rare mutation.It 
was found as a primary resistance mechanism in TKI treatment of EGFR-mutated adenocarcinoma. NTRK inhibitor(Vitrakvi®) under clinical trial can be 
another treatment option for this patient.
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Background/Aims: Lymphangioleiomyomatosis (LAM) is a rare cystic lung disease that primarily affects women. Although sirolimus has become the 
standard of care for progressive LAM, the factors involved in the natural history of LAM are poorly understood. This study aims to identify the clinical fea-
tures and prognosis of LAM patients, and compare these features based on method of treatment. Methods: Medical records were retrospectively reviewed 
of patients diagnosed with LAM from 2005 to 2018 at Severance Hospital, South Korea. The diagnosis of LAM was made according to 2010 European 
Respiratory Society (ERS) criteria. The patients were classified into observation or treatment group, where those with progressive disease received either 
sirolimus or lung transplantation (LTx). Baseline clinical features, treatment methods, pulmonary function tests (PFT), and survival were analyzed. 
Results: Total 54 patients (52 definite, 2 probable) were enrolled in this study. Most patients (53/54, 98.1%) were female, and the median age at diagnosis 
was 36.5 years. Among 52 (96.3%) patients who were classified as definite LAM, 36 (66.7%) patients were biopsy-proven. Median follow-up duration was 
4.92 years. All patients presented with characteristic features of LAM on high-resolution computed tomography; 36 (66.7%) with pneumothorax; 27 (50%) 
with abdominal lymphadenopathy (LN); 18 (33.3%) with angiomyolipoma; 8 (14.8%) with tuberous sclerosis complex; 6 (11.1%) with chylothorax. Of the 
36 patients in treatment group, 23 patients (20 sirolimus, 3 Afinitor) received mTOR inhibitor and 13 patients underwent LTx. 18 patients remained under 
medical observation. Younger age at diagnosis, presence of abdominal LN, worse baseline PFT parameters were associated with treatment initiation rather 
than observation. The overall survival rates at 5 and 10 years after diagnosis were 92% and 74.7%, respectively. Conclusions: LAM is a rare disease with 
a diverse clinical course, but with relatively low mortality. This study reveals that younger age at diagnosis, abdominal LN, poor baseline lung function are 
factors associated with LAM treatment.
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