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Abstract

:

Cancers of the digestive system remain highly lethal; therefore, the care of patients with malignant diseases of the digestive tract requires the expertise of providers from multiple health disciplines. Progress has been made to advance the understanding of epidemiology and genetics, diagnostic and screening evaluation, treatment modalities, and supportive care for patients with gastrointestinal cancers. At the Multi-Disciplinary Patient Care in Gastrointestinal Oncology conference at the Hershey Country Club in Hershey, Pennsylvania on 29 September 2017, the faculty members of the Penn State Health Milton S. Hershey Medical Center presented a variety of topics that focused on this oncological specialty. In this continuing medical education-certified conference, updates on the population sciences including health disparities and resistance training were presented. Progress made in various diagnostic evaluation and screening procedures was outlined. New developments in therapeutic modalities in surgical, radiation, and medical oncology were discussed. Cancer genetic testing and counseling and the supportive roles of music and arts in health and cancer were demonstrated. In summary, this disease-focused medical conference highlighted the new frontiers in gastrointestinal oncology, and showcase the multi-disciplinary care provided at the Penn State Cancer Institute.






Keywords:


gastrointestinal oncology; pancreatic carcinoma; hepatocellular carcinoma; biliary tract carcinoma; gastric carcinoma; colorectal carcinoma; stereotactic body radiation therapy; liver transplant; targeted therapy; psychosocial support












1. Introduction


The Multi-Disciplinary Patient Care in Gastrointestinal Oncology conference was held on September 29, 2017 at the Hershey Country Club in Hershey, Pennsylvania, U.S. This conference’s target audience included primary care physicians, gastroenterologists, medical oncologists, surgical oncologists, radiation oncologists, nurse practitioners, physician assistants, and nurses. The faculty members of the Penn State Cancer Institute and Penn State Health Milton S. Hershey Medical Center presented a variety of topics that focused on the frontiers in caring for patients with various gastrointestinal cancers. The purpose of this conference was to provide updates on new developments and emerging trends in caring for patients with various malignant diseases of the digestive system. The objectives of this program were to (1) recognize the risk factors and genetic mutations of cancers in the digestive system for prevention and early detection, (2) discuss diagnostic modalities and multi-disciplinary treatment of patients with digestive organ cancers, and (3) explore supportive interventions for patients with malignant diseases of the digestive system.




2. Population Sciences in Cancers of the Digestive System


2.1. Epidemiology of Cancers in the Digestive System


In 2018, the estimated number of new cases of cancer of the digestive system was the highest among all cancer sites in the United States [1]. Among the cancers of the digestive organs, colon cancer was the most prevalent. From 2007 to 2013, the five-year relative survival rates by all tumor stages at diagnosis for pancreatic cancer was the lowest among all cancer sites. The next lowest five-year relative survival rate was attributed to cancers in the liver, intrahepatic bile duct, esophagus, stomach, and lung. Lengerich, V.M.D., M.S., Associate Director of Health Disparities and Engagement, provided an overview of the epidemiology of digestive system cancer in the United States.



2.1.1. Health Disparities in Appalachia


Lengerich presented public health data on various cancers of the digestive system in Appalachia, in which certain counties of central Pennsylvania are located. Compared with the general population in the United States, the Appalachian residents tend to have less contact with physicians, lower levels of preventive care, and less health insurance coverage for non-elderly people. Lengerich reported epidemiological data on health disparities in the Appalachian communities. In particular, the incidence and mortality rates of colon cancer and rectal cancer in the Appalachia were greater than of the U.S. population [2,3,4]. These data suggest relatively little use of screening interventions for colorectal cancer in rural Appalachia. This may be related to the low level of awareness of regular screening for colorectal cancer among the general population in Appalachia. Other contributing factors may include low availability of screening centers, long distances to health care facilities, high rates of unemployment and poverty, and inability to afford travel to screening facilities [5].



Various strategies attempted to reduce health disparities in cancer in the Appalachian communities were presented. An active area of investigation is the use of screening interventions for prevention and early detection of colorectal cancer, including a national, multimedia campaign called Screen for Life, which aims to educate people aged 50 or older about the importance of regular screening tests for colorectal cancer [6]. The effectiveness and methods for dissemination of Screen for Life materials in rural Appalachia were examined by a network of investigators working in medically under-served regions. These reports indicated a substantial potential for the Screen for Life materials and campaign, though limited at the local level, in rural Appalachia [7,8,9]. However, these observations led to the hypothesis that the number of individuals in rural Appalachia seeking colorectal cancer screening could be increased by disseminating Screen for Life materials at state, regional, and community levels through health care practices and organizations [5]. Additionally, primary care physicians may help engage patients in screening for colorectal cancer by encouraging the use of fecal occult blood testing when colonoscopy is not possible and systems-based reminders that provide electronic resources that are not visit-dependent [10].



Limited access to healthcare services is challenging for those who live in rural communities, and strategies to involve Appalachian populations as participants in research and overcome that disparity were discussed. These include community-based participatory research in rural communities with the goals of increasing awareness of community assets and enhancing treatment-related care and psychosocial care [11]. Through collaboration with community physicians, these initiatives may help improve patients’ access to tertiary care and clinical studies at academic cancer centers, and facilitate education of patients and the general population. Other strategies include raising funding support for research on health disparities, increasing availability of screening interventions for early detection of cancer, and development of community plans to enhance survivorship by improving the long-term health and well-being of cancer survivors in rural locations.




2.1.2. Key Points and Recommendations


Despite advances in screening, early detection, diagnosis, and treatment of various malignant diseases, digestive system cancer incidence and mortality rates remain among the highest. The disparity in cancer care for people in Appalachia is a longstanding problem, which is partly a socioeconomic issue. Malignant diseases in the digestive organs besides colorectal cancer are largely unexplored in the Appalachian population. Special emphasis of research efforts, judicial allocation of funding support for research, and prudent distribution of resources will hopefully make a meaningful impact on health by lessening the burden of cancers of the digestive system.





2.2. Exercise in Cancer Patients and Survivors


Growing evidence suggests the roles of exercise in improving treatment response and reducing treatment-related toxicities in cancer patients, as well as preventing disease recurrence in cancer survivors. The report of a recent survey demonstrates that oncologists have little knowledge regarding exercise counseling, and they are not routinely discussing exercise with their patients [12]. Schmitz, Associate Director of Population Sciences, described the benefits of exercise in patients diagnosed with various malignant diseases with an emphasis on colon cancer.



2.2.1. Clinical Studies of Exercise in Cancer Patients and Survivors


Schmitz provided the existing and emerging evidence for the safety and efficacy of exercise training during and following systemic treatment of cancer. A large number of studies demonstrated that exercise is safe in patients with breast cancer, including those who had exercise training during chemotherapy or radiation therapy, as well as those who had exercise training following completion of chemotherapy or radiation therapy [13]. The adverse events reported in those studies, such as plantar fasciitis and other musculoskeletal injuries, were mild and rare. Notably, for women who have had surgical resection of their axillary lymph nodes and/or radiation therapy to the axilla, aerobic, and/or resistance training did not cause or worsen lymphedema. Additionally, studies of exercise interventions in survivors of prostate cancer showed that exercise is safe in this population [13]. Importantly, a significant association between high levels of exercise and low risks of cancer-specific mortality and cancer recurrence were observed in patients with breast cancer or prostate cancer as well as other malignant diseases [14].



Colon cancer is the third most common cancer, which is associated with a fairly good prognosis. Yet, few clinical studies have evaluated the potential benefits of exercise for reducing chemotherapy-related toxicities and improving treatment efficacy. None of the trials addressed safety or adverse events except one report, which indicated that there was no significant abnormality in electrocardiograms during maximal aerobic fitness testing [15]. However, one study reported a statistically significant association between high exercise levels and a low risk of recurrence and all-cause mortality of colorectal cancer [16]. A clinical study to investigate the effects of aerobic exercise on tumor recurrence and as the molecular and cellular pathways associated with physical activity among patients with stage II and III colon cancer was completed (www.clinicaltrials.gov NCT02250053). Analysis of the results of this important study pends.




2.2.2. Clinical Studies of Exercise in Cancer Patients at Penn State Cancer Institute


Currently, a clinical study is ongoing at the Penn State Cancer Institute and regional facilities to further investigate the safety and efficacy of resistance training in patients receiving chemotherapy for treatment of colorectal cancer (www.clinicaltrials.gov NCT03291951). This is a randomized, open-label, controlled trial of resistance training intervention in patients with newly-diagnosed stage II or III colon cancer receiving chemotherapy. The primary goal of this study is to examine the effects of resistance training on chemotherapy-related outcomes, including dose delays, dose reductions, early stoppage, and grade 3 and 4 toxicities. This clinical trial consists of two aspects: an in-person and telephone-based intervention to promote home-based resistance training, and a wait-list, control group. In the resistance training group, the subjects will work with an exercise professional on the same day as a chemotherapy infusion session, and the subjects will complete a series of exercises at home twice weekly throughout the intervention. For the control group, the subjects will be told to continue whatever exercise program they have been undertaking up to enrolling in the study, but to not increase exercise or begin weight-lifting over the period of study participation.



Another study is currently open for enrollment at Penn State Cancer Institute for patients who receive chemotherapy for treatment of any solid tumor including cancers in the digestive system (www.clinicaltrials.gov NCT03461471). The primary objective of this study is to assess the safety, feasibility, and acceptability of an exercise program within the course of chemotherapy. This is an open-label, single group study for patients diagnosed with a solid tumor malignancy at stages I to IV. Feasibility will be accomplished if one-third of the patients receiving chemotherapy actually perform the prescribed exercise (one exercise session per week for four weeks). Other outcome measures include changes in pain, physical function, nausea, emesis, and arthralgia as well as alterations of chemotherapy (dose delays and changes).




2.2.3. Key Points and Recommendations


Numerous clinical studies have demonstrated the benefits of exercise training in terms of physical functions and quality of life for patients with cancer. Significant association has been reported between high exercise levels and reduced risks of cancer recurrence and cancer-specific mortality. The evidence to date supports the recommendation of regular exercise for people with cancer as well as those who have completed cancer treatment. Ongoing studies are being designed and conducted to test the hypothesis that exercise is safe and improves treatment response, quality of life, and survival in patients, and reduces toxicities for various malignant diseases including those in the digestive system.






3. Diagnostic Evaluation of Esophageal, Pancreatic, Biliary Tract, and Hepatocellular Carcinoma


Technological advances have been made in the diagnostic evaluation of cancers of the digestive system. Improved accuracy of diagnosis and staging of malignant diseases in the upper gastrointestinal organs has been enabled by endoscopy along with various imaging modalities. Surveillance of hepatocellular carcinoma (HCC) and liver transplantation have become increasingly important for early detection and treatment of this disease.



3.1. Diagnostic Evaluation and Staging for Cancers of Esophagus, Pancreas, and Biliary System


Endoscopy plays a central role in the diagnosis of cancer in both the upper and lower gastrointestinal tracts. Maranki, Medical Director of Endoscopy, discussed the diagnostic evaluation and staging for cancers of the esophagus, pancreas, and biliary system. In particular, endoscopic ultrasonography (EUS) is an important diagnostic modality for patients with esophageal and pancreatic carcinoma by evaluating the extent of tumor invasion and any involvement of the regional lymph nodes, and by enabling tumor biopsy through fine needle aspiration. The use of a new technique via SpyGlassTM cholangioscopy has improved the diagnostic yield of biliary tract carcinoma through high-resolution direct visualization with biopsy of the bile ducts.



3.1.1. Diagnosis and Staging of Esophageal Cancer


Esophageal carcinoma, either squamous cell carcinoma or adenocarcinoma, is typically diagnosed by esophagogastroduodenoscopy with tissue biopsy. Computed tomography (CT) of the chest and abdomen and positron emission tomography (PET) in combination with CT scans are indicated to evaluate any metastatic disease. EUS plays an important role in staging the disease based on depth of invasion of the esophageal wall and involvement of any regional lymph nodes if there is no evidence of metastatic disease. Endoscopic mucosal resection of early stage tumors (T1a, T1b) can be therapeutic and curative.




3.1.2. Diagnosis and Staging of Pancreatic Cancer


Imaging studies for diagnosis of pancreatic carcinoma include dual-phase helical CT scans, transabdominal ultrasonography (US), EUS-guided fine needle aspiration (FNA), endoscopic retrograde cholangiopancreatography (ERCP), magnetic resonance cholangiopancreatography (MRCP), and PET scans. The accuracy of these imaging studies for diagnosis of pancreatic carcinoma (PC) was compared [17]. In particular, the sensitivity and specificity of EUS-guided FNA are 92% and 100%, respectively; those of ERCP are 70% and 94%, respectively. Moreover, the performance of EUS for pancreatic adenocarcinoma was compared to CT and MRI scans with regard to nodal staging, vascular invasion, and resectability.



As shown in Table 1, EUS appears less sensitive but more specific than CT scans for staging of lymph node involvement, detecting vascular invasion, and determining resectability of tumors. For nodal staging, EUS is more sensitive and less specific than MRI scans; for detecting vascular invasion, EUS is less sensitive and more specific than MRI scans. Notably, the performance of EUS is dependent on the operator, and EUS should be considered complementary to either CT or MRI scans for the staging of pancreatic adenocarcinoma.




3.1.3. Diagnosis and Staging of Cholangiocarcinoma


If a lesion in the biliary tract is identified on imaging studies, such as US, CT, MRI, or MRCP, EUS-guided FNA or ERCP with biliary brushings are indicated for establishing the diagnosis. CT-guided biopsy of the tissue is considered if necessary. All lesions suspicious of cholangiocarcinoma should be further evaluated with MRI or MRCP. However, diagnosis of cholangiocarcinoma by tissue biopsy can be challenging, and tissue may be obtained via several techniques. Of note, EUS-guided FNA is not advisable for hilar and intrahepatic lesions if the tumor is considered resectable. This is due to concerns of tumor seeding the needle tract. A new technique via SpyGlassTM cholangioscopy has been shown to improve diagnostic yield for cholangiocarcinoma.



SpyGlassTM cholangioscopy uses fiberoptic technology for high-resolution direct visualization of the bile ducts. Since the launch of the SpyglassTM Direct Visualization System, the sensitivity for detecting cholangiocarcinoma has been improved [18,19]. ERCP with SpyglassTM Direct Visualization System enables the direct visualization of the bile ducts, thus facilitating tissue biopsy and therapeutic intervention. With the implementation of a new digital system, the SpyGlassTM cholangioscopy provides a sensitivity and specificity of 90% and 95.8%, respectively, for diagnosis of malignant disease in the bile ducts [20].




3.1.4. Key Points and Recommendations


For diagnostic and staging evaluation of esophageal carcinoma, PET and CT scans and EUS are the standard of care. Besides CT scans, the role of EUS is particularly valuable for evaluating patients with localized pancreatic carcinoma that appears resectable on the initial imaging study. A new technique using ERCP with SpyglassTM Direct Visualization System has improved the sensitivity and specificity for the diagnosis of cholangiocarcinoma.





3.2. Hepatocellular Carcinoma


HCC is a major cause of cancer-related mortality worldwide. The incidence, disease burden, and mortality of HCC have been rising in the United States. Krok, Medical Director of Liver Transplantation, provided a hepatologist’s perspective on HCC. Krok’s presentation focused on the risk factors of HCC, screening modalities of HCC, and liver transplant for treatment of selected patients.



3.2.1. Risk Factors for HCC


An update on the risk factors for HCC in the United States was provided. For persons above 65 years old, diabetes and obesity represent the major risk factors for HCC, and they are followed by hepatitis C virus (HCV), alcoholism, smoking, hepatitis B virus (HBV), and rare genetic disorders [21]. In obese men, liver cancer is associated with the highest relative risk of death among all types of cancer [22]. For patients with hepatitis C viral (HCV) infection, HCC is generally developed in the setting of advanced hepatic cirrhosis [23]. HBV DNA is considered a key risk for the development of HCC, and the baseline serum level of HBV DNA is correlated with the incidence of HCC over time.




3.2.2. Screening of HCC


Surveillance of HCC has been shown to improve outcomes by early tumor detection, reduction of total mortality, and improved survival [24]. Surveillance guidelines for high-risk patients by ultrasonography (US), with or without serum alpha-fetoprotein (AFP) or prothrombin induced by vitamin K absence-II (PIVKA-II), have been recommended by various cancer organizations in the United States, Europe, Japan, and other Asian-Pacific countries. These screening tests are indicated at various time intervals, from every 3 months or 6 months to 12 months. Besides the U.S., other imaging modalities for surveillance of HCC, including CT and MRI scans, were described. Their advantages and disadvantages were compared, with MRI scans showing the highest sensitivity of detecting HCC [25]. Special emphasis was placed on contrast-enhanced ultrasonography (CEUS), which demonstrates higher sensitivity, negative predictive value, and overall accuracy that standard US [26]. Furthermore, a meta-analysis indicated that CEUS and gadoxetate-enhanced MRI scans show the highest sensitivity and positive predictive value for detecting HCC [27].




3.2.3. Liver Transplantation for Treatment of HCC


Liver transplant is a viable treatment option for many patients with HCC. Liver transplant can be a curative intervention of choice for HCC, especially for patients with cirrhosis that cannot easily have a surgical resection. The five-year survival rate is about 75%, which is comparable to patients without HCC who undergo liver transplant. Both cadaverous and living donor liver transplant can be offered. In the United States, there have been more than 1,000 liver transplants per year for patients with HCC since 2008. A total of 15,045 liver transplants have been performed for patients with HCC. Currently, there are 14,104 patients waiting for a liver transplant with a diagnosis of HCC. Currently, the Milan criteria are the most commonly used for evaluating candidates for liver transplant [28]. Once a patient is considered to be within the Milan criteria and meets all criteria for listing for liver transplant, they will be listed for transplant. Various modalities, including transcatheter arterial chemoembolization (TACE), radiofrequency ablation, and Yttrium-90, may be used for bridge treatment prior to liver transplantation. For HCC with vascular invasion, tumor recurrence following liver transplant progressively increases with time [29].




3.2.4. Key Points and Recommendations


The major risk factors for HCC in the United States include obesity, hepatitis C viral infection, and alcoholism. Interventions and research efforts should be focused on developing strategies, especially behavioral modification for preventing HCC. Imaging studies using US, CT, and MRI scans along with serum tumor markers, including AFP and PIVKA-II, facilitate early detection of HCC. For individuals at risk of developing HCC, active surveillance is indicated with the hope of detecting small tumors at a localized stage, so that they can be cured by liver transplantation or surgical resection. Whereas liver transplantation is a curative intervention for both HCC and the underlying hepatic cirrhosis, organ donation remains a limiting factor and requires continued public support.






4. Therapeutic Interventions by Surgical Resection, Radiation Therapy, and Systemic Treatment


A number of advances have been made in the localized, systemic, and targeted treatment of cancers of the digestive organs. New developments in surgical management as well as pre-operative and post-operative interventions have been applied for improved clinical outcomes. Refinement of criteria for radiation therapy continues, and new technologies for precise radiotherapy while minimizing toxicity has been investigated. Constant new developments have occurred in systemic therapies for improving the treatment response for patients with advanced or metastatic diseases.



4.1. Surgical Gastrointestinal Oncology


Surgical interventions have been playing a crucial role in the treatment of various malignant diseases in the digestive system. Gusani, Group Leader of Liver, Pancreas, and Foregut Program and Surgical Oncologist, presented new paradigms in the surgical management of gastrointestinal cancer. Gusani discussed the importance of treatment of the whole patient involving prehabilitation and survivorship, and treatment of advanced tumors by considering the whole range of treatment options. These include multi-visceral and extended resections and the use of neoadjuvant therapy. Improved surgical outcomes through better understanding of anatomy, surgical techniques, and peri-operative medicine, and minimally invasive surgery were also discussed.



Gusani presented a surgeon’s perspective on various aspects of gastrointestinal oncology. The surgical techniques for resection of gastric and gastroesophageal junction adenocarcinoma, hepatocellular carcinoma, metastatic colon adenocarcinoma in liver, and pancreatic tumors (adenocarcinoma, cysts, and neuroendocrine tumor) were described. Highlights of their presentation include the role and goal of physical activity in survivorship of patients who have undergone surgical resection of gastrointestinal carcinoma, and minimally invasive surgery that offers benefits in peri-operative outcomes while preserving oncologic outcomes.




4.2. Radiation Gastrointestinal Oncology


Technological advances have been made and applied in radiation oncology, and increasing evidence has indicated the clinical efficacy of stereotactic body radiation therapy (SBRT) in cancers of the digestive system. Mackley, Attending and Consultant Radiation Oncologist, provided an update on the general indications of radiation therapy for upper gastrointestinal malignancies based on the National Cancer Consortium Network (NCCN) treatment guidelines. This included current recommendations that support SBRT as an option in the treatment of unresectable PC and HCC. Tchelebi, Attending and Consultant Radiation Oncologist, further discussed the technical delivery of SBRT and the clinical evidence that supports this emerging treatment modality.



4.2.1. SBRT in Pancreatic Carcinoma


SBRT involves very high dose radiation delivered to a highly conformal treatment volume over a short treatment course (about one to five fractions over one to two weeks). As compared to three-dimensional conformal radiation therapy, SBRT may achieve superior tumor control by delivering a higher biological effective dose over a shorter overall treatment time with increased sparing of adjacent of critical organs. Moreover, Tchelebi presented data from recent clinical studies about using SBRT in the neoadjuvant setting for patients with borderline resectable pancreatic carcinoma (BRPC) and unresectable locally advanced pancreatic carcinoma (LAPC) [30]. Clinical data from an earlier study and recent studies on the use of SBRT as definitive treatment of locally advanced unresectable pancreatic carcinoma were also presented. Tchelebi concluded that SBRT improves resectability of BRPC and enables 5–10% of patients with unresectable LAPC to undergo resection. Additionally, clinical trials are ongoing to investigate chemotherapy (modified FOLFIRINOX) with or without SBRT in LAPC (www.clinicaltrials.gov NCT01926197), and using adjuvant SBRT for patients following radical resection of pancreatic carcinoma with advanced tumor stages or lymph node involvement (www.clinicaltrials.gov NCT02461836).




4.2.2. SBRT in Hepatocellular Carcinoma


External beam radiation therapy (EBRT) has been used for treatment of patients with HCC in various settings. EBRT may be considered for definitive treatment of HCC unsuitable for resection, liver transplant, or radiofrequency ablation; as a bridge to liver transplant; as definitive therapy for HCC unsuitable/refractory to TACE; or when there is tumor invasion of the portal vein. EBRT may be used at low doses for symptomatic HCC. Tchelebi reviewed the data from multiple clinical studies that investigated SBRT for HCC [30]. They discussed the advantages of SBRT for HCC including the effectiveness for large tumors (>10 cm), HCC with thrombosis in the portal vein, or when other local therapeutic modalities are contraindicated or less effective; sparing of adjacent un-involved liver; and producing complete pathological responses in patients who undergo liver transplant. Tchelebi concluded that SBRT can be used in HCC when other local therapies are not feasible (such as for large tumors or thrombosis in the portal vein), or in conjunction with TACE, or as a bridge to liver transplant.





4.3. Medical Gastrointestinal Oncology


Systemic therapies play important roles in various gastrointestinal malignancies at different tumor stages. Progressive advances have been made in improving the therapeutic efficacy of systemic treatment using chemotherapy, targeted therapy, and immunotherapy [31,32,33,34,35,36,37,38,39,40,41]. Results of recent clinical studies suggested new treatment options for patients with various malignant disease in the digestive system. Yee, Team Leader of Gastrointestinal Oncology and Attending and Consultant Medical Oncologist, provided an overview of the standard treatment of pancreatic, gastroesophageal, hepatobiliary, and colorectal carcinoma. Yee presented and discussed the most recent evidence from international medical conferences and medical literature on chemotherapy, targeted therapy, and immunotherapy in gastrointestinal oncology.



4.3.1. Systemic Treatment of Pancreatic Carcinoma


Systemic chemotherapy is an essential component of standard treatment for patients with PC diagnosed at all stages. New developments have been focusing on targeted agents directed against the tumor microenvironment and cancer stem cells. In a phase II clinical study of 246 patients, PEGylated hyaluronidase (PEGPH20), that degrades hyaluronan in the tumor-associated stroma, in combination with nab-paclitaxel and gemcitabine, significantly prolonged progression-free survival (PFS) and overall survival (OS), as compared to nab-paclitaxel and gemcitabine [42]. Moreover, this study suggested that hyaluronic acid is a potential predictive biomarker of tumor response to PEGPH20.



Results of a first-in-human clinical trial using napabucasin that targets cancer stem cells by inhibiting the activation of the signaling molecule STAT3 have been reported. In a phase 1b/II study of 66 patients with metastatic PC, the STAT3 inhibitor napabucasin that targets cancer stem cells, in combination with nab-paclitaxel and gemcitabine, produced anti-tumor response, with an overall response rate of 55%, disease control rate 93%, and progression-free survival 7.1 months [43]. A phase III study to investigate napabucasin in combination with nab-paclitaxel and gemcitabine versus nab-paclitaxel and gemcitabine is currently recruiting worldwide including at the Penn State Cancer Institute (www.clinicaltrials.gov NCT02993731).




4.3.2. Systemic Treatment of Gastric and Gastroesophageal Carcinoma


For localized gastric carcinoma (GC) and gastroesophageal junction carcinoma (GEJC), peri-operative systemic chemotherapy using a combination regimen consisting of cisplatin and 5-fluorouracil is the standard of care. In a phase III study of 716 patients, a group of patients received peri-operative FLOT (docetaxel, oxaliplatin, 5-fluorouracil), and another group received peri-operative ECF (epirubicin, cisplatin, 5-fluorouracil) or ECX (epirubicin, cisplatin, capecitabine) [44]. Peri-operative FLOT improved clinical outcomes with a significant prolongation of progression-free and overall survival, reduction in the progression of disease during or following pre-operative chemotherapy, and an increase in pT0, pT1, and R0 resection. Results of this study support peri-operative FLOT as the new standard of systemic treatment for patients with resectable GC or GEJC.



The anti-PD-1 antibodies pembrolizumab significantly improved the response rate and overall survival beyond second line treatment of patients with advanced GC or GEJC expressing PD-L1. Results of this study led to approval of pembrolizumab by the Food and Drug Administration (FDA) in this patient population [45].




4.3.3. Systemic Treatment of Hepatocellular and Biliary Tract Carcinoma


The anti-PD-1 antibody nivolumab was investigated in a study of 262 sorafenib naïve or sorafenib-treated patients with advanced HCC. Nivolumab produced tumor responses regardless of etiology of HCC or tumor expression of PD-L1 [46]. Results of this study led to FDA approval of nivolumab for treatment of patients with HCC following prior sorafenib regardless of PD-L1 status.



In a phase III trial, the clinical efficacy of adjuvant capecitabine was evaluated in resected biliary tract carcinoma (BTC). In this study, 447 patients were randomized to receive adjuvant capecitabine versus observation. Intrahepatic (19%), hilar (28%), extra-hepatic (35%), gallbladder (18%). Capecitabine 1250 mg/m2 on day 1 through day 14 of every 21-day cycle for a total of 8 cycles. The results of this study indicated that adjuvant capecitabine significantly prolonged overall survival in resected biliary tract carcinoma [47].




4.3.4. Systemic Treatment of Colorectal Carcinoma


Nivolumab, an anti-PD-1 antibody, has been recently FDA-approved for treatment of patients with metastatic colorectal carcinoma (CRC) with microsatellite instability-high (MSI-H) or mismatch repair-deficiency (dMMR) that has progressed following fluoropyrimidime, oxaliplatin, and irinotecan. This indication is based on the data from a multicenter, open-label, single-arm, phase 2 clinical trial (CheckMate 142) [48].



The benefits of three months vs. six months of adjuvant chemotherapy using FOLFOX (5-fluorouracil, leucovorin, and oxaliplatin) or CAPOX (capecitabine and oxaliplatin) in stage III or high-risk stage II CRC were investigated [49,50]. Results of these studies indicated that three months of adjuvant chemotherapy is not inferior to six months of treatment. As a result, three months of adjuvant chemotherapy is recommended for low-risk disease (T1-3, N1). However, the use of three months of adjuvant chemotherapy for high-risk disease (T4 or N2 tumors) should be tailored to the individual patient.





4.4. Key Points and Recommendations


Surgical interventions continue to play crucial roles in the treatment of various malignant diseases in the digestive system. Besides the importance of surgical techniques for resection, treatment of the whole patient involving prehabilitation, survivorship, and physical activity, as well as minimally invasive surgery, offer benefits in both peri-operative and oncological outcomes. While three-dimensional conformal radiation remains the conventional therapeutic modality in gastrointestinal oncology, SBRT that involves a highly conformal treatment volume over a short treatment course has emerged as a treatment option that provides benefits in efficacy and safety, particularly in PC and HCC. Results of the recent clinical trials that investigated chemotherapy, targeted therapy, and immunotherapy have led to U.S. FDA approval of nivolumab in HCC and CRC with dMMR or MSI-H, and pembrolizumab in GC or GEJC expressing PD-L1, as well as solid tumors that display dMMR. Peri-operative FLOT for resectable GC and GEJC, adjuvant capecitabine for resected (R0) BTC, and three months of adjuvant FOLFOX or CAPOX for low-risk CRC are expected to become the new standard of care.





5. Gastrointestinal Cancer Genetics


Convincing evidence indicated that the development of cancer typically involves genetic disposition and behavioral and environmental factors. Although certain risk factors are potentially modifiable [51], genetic testing of hereditary gastrointestinal cancer syndromes has become an integral part of patient care in oncology [52]. Technological advances in the next generation sequencing of human genomes have improved genetic testing for the screening of various malignant diseases, particularly cancers of the digestive system. Baker, Director of Cancer Genetics, provided an overview of the genetic syndromes that predispose a person to GC, CRC, and PC. They discussed the practical aspects and clinical application of next generation sequencing (NGS) panels for hereditary gastrointestinal cancer.



5.1. Cancer Genetic Testing and Counseling


The genetics of gastric, colorectal, and pancreatic carcinoma were presented. For GC, approximately 3–5% of patients have a hereditary risk, and three heritable syndromes are known to predispose primarily to GC: hereditary diffuse gastric cancer (HDGC), familial intestinal gastric cancer (FIGC), and gastric adenocarcinoma and proximal polyposis of the stomach (GAPPS). Specific genes and types of mutations were identified in HDGC (E-cadherin and α-E-catenin genes), and GAPPS (promoter 1B mutations the APC gene), whereas no known genetic variants have been identified in FIGC. The diagnostic criteria for both FIGC, and GAPPS were described, as was the testing criteria for HDGC [53]. Other cancer syndromes and the associated genes that predispose a person to GC were also presented. These include familial adenomatous polyposis (APC), hereditary breast and ovarian cancer syndrome (BRCA1, BRCA2), juvenile polyposis syndrome (SMAD4, BMPR1A), Li-Fraumeni syndrome (TP53), Lynch syndrome (MLH1, MSH2, MSH6, PMS2, EPCAM), and Peutz-Jeghers syndrome (STK11).



In addition to GC, the genetic syndromes associated with hereditary CRC [52] and PC [52,54] were presented. Other hereditary cancer syndromes with gastrointestinal involvement [55] and the standards for informed consent for genetic testing in gastrointestinal practice [52] were also described.




5.2. Next-Generation Sequencing Panels


The traditional approach to cancer genetic testing that entails analysis of one gene per condition at a time using Sanger sequencing was compared to the contemporary approach using NGS panels. Given the increased number of genes analyzed with NGS panels, the process of informed consent, out of necessity, had to change dramatically. No longer was each gene discussed independently, but rather genes were categorized into groups of high, moderate, or low susceptibility regarding their impact on cancer risk. Risks, benefits, and limitations of NGS panels were also discussed, using case examples for illustration. Potential benefits include the ability to simultaneously analyze multiple cancer susceptibility genes in a more cost-efficient manner, thus increasing the likelihood of identifying one or more cancer predisposition syndromes within a family. Potential risks and limitations, though, include the higher likelihood of identifying one or more variants of uncertain significance and the likelihood that a mutation may be identified in a gene for which our knowledge base is still evolving with regards to the spectrum of associated cancers, the estimated lifetime risks of these cancers, as well as appropriate management guidelines. In addition, unexpected findings may be identified such as a gene mutation that is not consistent with the family history of cancer or a mutation in a recessive gene that has reproductive implications.



Lastly, choosing a laboratory for NGS panels is a practical aspect of cancer genetic testing and a number of questions will need to be considered and addressed [56]. Evaluation of the technology being used involves consideration of the testing platform, depth of coverage, and presence of a deletion/duplication assay. Analysis of the genes involves considering the number of genes examined, whether a cancer site-specific panel or a pan-cancer panel would be more appropriate, looking at the proportion of genes that are “medically actionable”, and whether the option exists to modify the panel or create a custom panel. Other pertinent factors for consideration include the cost of testing and insurance coverage, the turn-around time, the rate of variants of uncertain significance (VUS), the reliability of the laboratory, and the ease of laboratory use.




5.3. Key Points and Recommendations


The genetic syndromes and the associated genetic mutations for GC, CRC, and PC have been identified. Clinicians should be vigilant about individuals with cancer and their family history of cancer, and should be prompt to refer patients to cancer geneticists for genetic testing and counseling. Patients with germline mutations that predispose to various malignant diseases will likely benefit from screening tests for early detection of tumors and taking appropriate measures for preventive and therapeutic interventions. Cancer genetic testing using NGS panels is expected to produce potential benefits by concurrent analysis of multiple cancer susceptibility genes in a cost-efficient manner, thus increasing the likelihood of identifying cancer predisposition syndromes within a family.





6. Supportive Care in Oncology


Complementary to the treatment of cancer, emotional, psychological, and social support are essential for the well-being of patients, particularly those with gastrointestinal cancers. In clinical practice, patients with advanced cancer are recommended to receive palliative care early in the disease course and concurrent with anti-cancer treatment [57]. At the Penn State Cancer Institute, supportive care services are provided by healthcare providers from multiple disciplines to patients with malignant diseases. They include palliative care physicians and nurses, clinical psychologists, kinesiologists, nutritionists, physical therapists, artists and music therapists, acupuncturists, and population scientists for smoking cessation. A support group that focuses on gastrointestinal cancer patients and survivors is underway at the Penn State Cancer Institute. The goals include improving the quality of life for cancer patients and survivors as well as the well-being of their caretakers.



6.1. Music and Arts in Health and Oncology


A program that integrates music, arts, and creative writing has been established at the Milton S. Hershey Medical Center through the Center for Humanistic Medicine and Center Stage Arts in Health. The goal of this program is to provide supportive care by psychological and cognitive improvement. This program is particularly needed for patients with gastrointestinal malignancies that are associated with high levels of psychosocial distress, disease burden, and mortality rate. de Boer, Director of Center Stage Arts in Health, provided an overview of the music and arts programs at Penn State Health including the Cancer Institute.




6.2. Center Stage Arts in Health


Center Stage Arts in Health is a multi-faceted program that aims to nourish well-being through the arts. At Center Stage, professional musicians play cheerful and reflective music with a variety of genres and instruments in the lobby and numerous clinical and family areas. The staff of Center Stage visit patients upon their admission to the hospital, and patients have the opportunity to choose artwork created by regional artists to hang in their room during their hospital stay [58]. Murals are created in the clinical and family waiting areas (https://sites.psu.edu/centerstage/murals/), and original art is commissioned for display throughout the hospital. A summer lunchtime concert series is conducted in the outdoor courtyard, featuring local professional ensembles including jazz, classical, and soft rock music. At Center Stage and the Penn State Cancer Institute, a set of arts workshops of multiple modalities, including an expressive workshop program, is offered to cancer patients and their caregivers. A brief video introduction of the Center Stage program can be watched at https://www.youtube.com/watch?time_continue=8&v=HT3wJn8OoF4.



Faculty-led investigations are ongoing to observe, explore, and quantify the impact of the arts on the experience of patients and caregivers. During the summer of 2017, a Pennsylvania State University undergraduate student, Julian Yee, who majors in psychology, participated in research as a Center Stage Intern. During the internship, Yee assisted the Center Stage Team to promote music and arts in health. First of all, Yee observed the pertinence of the social interactions between musical artists and visitors, staff, and patients. From there, Yee recorded the data of musical acts against the audience’s reactions. Then, they transported art supplies to guide cancer survivors and their families to make art crafts on Survivorship Day. Finally, they helped paint a mural in a hallway so when children pass by, they are reminded that the hospital can be a colorful environment.




6.3. Key Points and Recommendations


Emotional, psychological, and social support is an essential component of the multi-disciplinary care of patients, and particularly those with cancers in the digestive system. For patients with advanced gastrointestinal cancer, palliative care is recommended concurrent with anti-cancer treatment early in the disease course. The Center Stage Arts in Health integrates music, arts, and creative writing with the aim to nurture the well-being of patients through psychological and cognitive improvement.





7. Conclusions


Cancers of the digestive system continue to represent a major cause of physical and psychosocial burden. Healthcare practitioners and scientists with expertise in multiple disciplines play critical roles in providing optimal care for patients with these malignant diseases. Recent advances have been made in gastrointestinal cancer epidemiology and genetics, diagnostic evaluation, treatment modalities, and supportive care. This conference paper summarizes the presentations by the faculty members of the Penn State Health Milton S. Hershey Medical Center with a focus on gastrointestinal oncology. These specialists provided updates on new developments in (1) health disparities and resistance training, (2) diagnostic evaluation and screening procedures, (3) conventional and novel therapeutic modalities, (4) cancer genetic testing and counseling, and (5) music and arts in health and cancer. In summary, this medical conference highlighted the new frontiers in the multi-disciplinary care for patients with gastrointestinal cancers.







Author Contributions


N.S.Y., E.J.L., K.H.S., J.L.M., N.J.G., L.T., H.B.M., K.L.K., M.J.B., C.d.B., and J.D.Y. wrote the paper.




Acknowledgments


No grant has been received in support of this research work. No fund has been received for covering the costs to publish in open access.




Conflicts of Interest


The authors declare no conflict of interest.




References


	



Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer statistics, 2018. CA Cancer J. Clin. 2017, 68, 7–30. [Google Scholar] [CrossRef] [PubMed]

	



Lengerich, E.J.; Tucker, T.C.; Powell, R.K.; Colsher, P.; Lehman, E.; Ward, A.J.; Siedlecki, J.C.; Wyatt, S.W. Cancer incidence in Kentucky, Pennsylvania, and West Virginia: Disparities in Appalachia. J. Rural Health 2005, 21, 39–47. [Google Scholar] [CrossRef] [PubMed]

	



Centers for Disease Control and Prevention (CDC). Cancer Death Rates—Appalachia, 1994–1998. In MMWR Morb Mortal Wkly Rep; Centers for Disease Control and Prevention: Atlanta, GA, USA, 2002; Volume 51, pp. 527–529. [Google Scholar]

	



Armstrong, L.R.; Thompson, T.; Hall, H.I.; Coughlin, S.S.; Steel, B.; Rogers, J.D. Colorectal carcinoma mortality among Appalachian men and women, 1969–1999. Cancer 2004, 101, 2851–2858. [Google Scholar] [CrossRef] [PubMed]

	



Lengerich, E.J.; Rubio, A.; Brown, P.; Knight, E.A.; Wyatt, S.W. Results of Coordinated Investigations of a National Colorectal Cancer Education Campaign in Appalachia. Prev. Chronic Dis. 2006, 3, A32. [Google Scholar] [PubMed]

	



Jorgensen, C.M.; Gelb, C.A.; Merritt, T.L.; Seeff, L.C. Observations from the CDC: CDC’s Screen for Life: A National Colorectal Cancer Action Campaign. J. Womens Health Gend. Based Med. 2001, 10, 417–422. [Google Scholar] [CrossRef] [PubMed]

	



Vanderpool, R.C.; Coyne, C.A. Qualitative assessment of local distribution of Screen for Life mass media materials in Appalachia. Prev. Chronic. Dis. 2006, 3, A54. [Google Scholar] [PubMed]

	



Davis, R.E.; Armstrong, D.K.; Dignan, M.; Norling, G.R.; Redmond, J. Evaluation of educational materials on colorectal cancer screening in Appalachian Kentucky. Prev. Chronic. Dis. 2006, 3, A54. [Google Scholar]

	



Ward, A.J.; Kluhsman, B.C.; Lengerich, E.J.; Piccinin, A.M. The impact of cancer coalitions on the dissemination of colorectal cancer materials to community organizations in rural Appalachia. Prev. Chronic Dis. 2006, 3, A55. [Google Scholar] [PubMed]

	



Rosenwasser, L.A.; McCall-Hosenfeld, J.S.; Weisman, C.S.; Hillemeier, M.M.; Perry, A.N.; Chuang, C.H. Barriers to colorectal cancer screening among women in rural central Pennsylvania: Primary care physicians’ perspective. Rural Remote Health 2013, 13, 2504. [Google Scholar] [PubMed]

	



Lengerich, E.J.; Kluhsman, B.C.; Bencivenga, M.; Allen, R.; Miele, M.B.; Farace, E. Development of community plans to enhance survivorship from colorectal cancer: Community-based participatory research in rural communities. J. Cancer Surviv. 2007, 1, 205–211. [Google Scholar] [CrossRef] [PubMed]

	



Nadler, M.; Bainbridge, D.; Tomasone, J.; Cheifetz, O.; Juergens, R.A.; Sussman, J. Oncology care provider perspectives on exercise promotion in people with cancer: An examination of knowledge, practices, barriers, and facilitators. Support. Care Cancer 2017, 25, 2297–2304. [Google Scholar] [CrossRef] [PubMed]

	



Schmitz, K.H.; Courneya, K.S.; Matthews, C.; Demark-Wahnefried, W.; Galvão, D.A.; Pinto, B.M.; Irwin, M.L.; Wolin, K.Y.; Segal, R.J.; Lucia, A.; et al. American College of Sports Medicine Roundtable on exercise guidelines for cancer survivors. Med. Sci. Sport Exerc. 2010, 42, 1409–1426. [Google Scholar] [CrossRef] [PubMed]

	



Cromie, P.; Zopf, E.M.; Zhang, X.; Schmitz, K.H. The impact of exercise on cancer mortality, recurrence, and treatment-related adverse effects. Epidemiol. Rev. 2017, 39, 71–92. [Google Scholar] [CrossRef] [PubMed]

	



Allgayer, H.; Nicolaus, S.; Schreiber, S. Decreased interleukin-1 receptor antagonist response following moderate exercise in patients with colorectal carcinoma after primary treatment. Cancer Detect. Prev. 2004, 28, 208–213. [Google Scholar] [CrossRef] [PubMed]

	



Meyerhardt, J.A.; Heseltine, D.; Niedzwiecki, D.; Hollis, D.; Saltz, L.B.; Mayer, R.J.; Thomas, J.; Nelson, H.; Whittom, R.; Hantel, A.; et al. Impact of physical activity on cancer recurrence and survival in patients with stage III colon cancer: Findings from CALGB 89803. J. Clin. Oncol. 2006, 24, 3535–3541. [Google Scholar] [CrossRef] [PubMed]

	



Goncalves, B.; Soares, J.B.; Bastos, P. Endoscopic ultrasound in the diagnosis and staging of pancreatic cancer. GE Port. J. Gastroenterol. 2015, 22, 161–171. [Google Scholar] [CrossRef] [PubMed]

	



Chen, Y.K.; Pleskow, D.K. SpyGlass single-operator peroral cholangiopancreatoscopy system for the diagnosis and therapy of bile-duct disorders: A clinical feasibility study (with video). Gastrointest. Endosc. 2007, 65, 832–841. [Google Scholar] [CrossRef] [PubMed]

	



Theodoropoulou, A.; Vardas, E.; Voudoukis, E.; Tavernaraki, A.; Tribonias, G.; Konstantinidis, K.; Paspatis, G.A. SpyGlass direct visualization system facilitated management of iatrogenic biliary stricture: A novel approach in difficult cannulation. Endoscopy 2012, 44 (Suppl. 2), E433–E434. [Google Scholar] [CrossRef] [PubMed]

	



Navaneethan, U.; Hasan, M.K.; Kommaraju, K.; Zhu, X.; Hebert-Magee, S.; Hawes, R.H.; Vargo, J.J.; Varadarajulu, S.; Parsi, M.A. Digital, single-operator cholangiopancreatiscopy in the diagnosis and management of pancreatobiliary disorders: A multicenter clinical experience (with video). Gastrointest. Endosc. 2016, 84, 649–655. [Google Scholar] [CrossRef] [PubMed]

	



Makarova-Rusher, O.V.; Altekruse, S.F.; McNeel, T.S.; Ulahannan, S.; Duffy, A.G.; Graubard, B.I.; Greten, T.F.; McGlynn, K.A. Population attributable fractions of risk factors for hepatocellular carcinoma in the Unites States. Cancer 2016, 122, 1757–1765. [Google Scholar] [CrossRef] [PubMed]

	



Calle, E.E.; Rodriguez, C.; Walker-Thurmond, K.; Thun, M.J. Overweight, obesity, and mortality from cancer in a prospectively studied cohort of U.S. adults. New. Engl. J. Med. 2003, 348, 1625–1638. [Google Scholar] [CrossRef] [PubMed]

	



El Serag, H.B.; Kanwal, F.; Richardson, P.; Kramer, J. Risk of hepatocellular carcinoma after sustained virological response in Veterans with hepatitis C virus infection. Hepatology 2016, 64, 130–137. [Google Scholar] [CrossRef] [PubMed][Green Version]

	



Singal, A.G.; Pillai, A.; Tiro, J. Early detection, curative treatment, and survival rates for hepatocellular carcinoma surveillance in patients with cirrhosis: A meta-analysis. PLoS Med. 2014, 11, e1001624. [Google Scholar] [CrossRef] [PubMed]

	



Yu, N.C.; Chaudhari, V.; Raman, S.S.; Lassman, C.; Tong, M.J.; Busuttil, R.W.; Lu, D.S. CT and MRI improve detection of hepatocellular carcinoma, compared with ultrasound alone, in patients with cirrhosis. Clin. Gastroenterol. Hepatol. 2011, 9, 161–167. [Google Scholar] [CrossRef] [PubMed]

	



Xu, H.X.; Xie, X.Y.; Lu, M.D.; Liu, G.J.; Xu, Z.F.; Zheng, Y.L.; Liang, J.-Y.; Chen, L.D. Contrast-enhanced sonography in the diagnosis of small hepatocellular carcinoma < or = 2 cm. J. Clin. Ultrasound 2008, 36, 257–266. [Google Scholar] [PubMed]

	



Hanna, R.F.; Miloushev, V.Z.; Tang, A.; Finklestone, L.A.; Brejt, S.Z.; Sandhu, R.S.; Santillan, C.S.; Wolfson, T.; Gamst, A.; Sirlin, C.B. Comparative 13-year meta-analysis of the sensitivity and positive predictive value of ultrasound, CT, and MRI for detecting hepatocellular carcinoma. Abdom. Radiol. 2016, 41, 71–90. [Google Scholar] [CrossRef] [PubMed]

	



Mazzaferro, V.; Regalia, E.; Doci, R.; Andreola, S.; Pulvirenti, A.; Bozzetti, F.; Montalto, F.; Ammatuna, M.; Morabito, A.; Gennari, L. Liver transplantation for the treatment of small hepatocellular carcinoms in patients with cirrhosis. N. Engl. J. Med. 1996, 334, 693–699. [Google Scholar] [CrossRef] [PubMed]

	



Hemming, A.W.; Langham, M.R.; Reed, A.I.; van der Werf, W.J.; Howard, R.J. Resection of the inferior vena cava for hepatic malignancy. Am. Surg. 2001, 67, 1081–1087. [Google Scholar] [CrossRef] [PubMed]

	



Tchelebi, L.; Zaorsky, N.; Mackley, H. Stereotactic body radiation therapy in the management of upper GI malignancies. Biomedicines 2018, 6, 7–doi10. [Google Scholar] [CrossRef] [PubMed]

	



Yee, N.S. Toward the goal of personalized therapy in pancreatic cancer by targeting the molecular phenotype. Adv. Exp. Med. Biol. 2013, 779, 91–143. [Google Scholar] [PubMed]

	



Joshi, M.; Yang, Z.; Harvey, H.; Belani, C.; Yee, N.S. Current and emerging therapies in neuro-endocrine tumors: Impact of genetic targets on clinical outcomes. Clin. Cancer Drugs 2014, 1, 28–39. [Google Scholar] [CrossRef]

	



Yee, N.S.; Kazi, A.A.; Yee, R.K. Current systemic treatment and emerging therapeutic strategies in pancreatic adenocarcinoma. Curr. Clin. Pharmcol. 2015, 10, 256–266. [Google Scholar] [CrossRef]

	



Marks, E.I.; Yee, N.S. Immunotherapy in biliary tract carcinoma: Current status and emerging approaches. World J. Gastro. Oncol. 2015, 7, 338–346. [Google Scholar] [CrossRef] [PubMed]

	



Wyluda, E.; Yee, N.S. Systemic treatment of advanced biliary tract cancer: Emerging roles of targeted therapy and molecular profiling. Clin. Cancer Drug 2015, 2, 80–86. [Google Scholar] [CrossRef]

	



Kankeu Fonkoua, L.; Yee, N.S. Immunotherapy in gastric carcinoma: Current status and emerging strategies. Clin. Cancer Drug 2015, 2, 91–99. [Google Scholar] [CrossRef]

	



Marks, E.I.; Yee, N.S. Molecular genetics and targeted therapy in hepatocellular carcinoma. Curr. Cancer Drug Target 2015, 16, 53–70. [Google Scholar] [CrossRef]

	



Yee, N.S. Immunotherapeutic approaches in pancreatic adenocarcinoma: Current status and future perspectives. Curr. Mol. Pharmacol. 2016, 9, 231–241. [Google Scholar] [CrossRef] [PubMed]

	



Marks, E.I.; Yee, N.S. Molecular genetics and targeted therapeutics in biliary tract carcinoma. World J. Gastro. 2016, 22, 1335–1347. [Google Scholar] [CrossRef] [PubMed]

	



Balaban, E.P.; Mangu, P.B.; Khorana, A.A.; Shah, M.A.; Mukherjee, S.; Crane, C.H.; Javle, M.M.; Eads, J.R.; Allen, P.; Ko, A.H.; et al. Locally advanced, unresectable pancreatic cancer: American Society of Clinical Oncology clinical practice guideline. J. Clin. Oncol. 2016, 34, 2654–2658. [Google Scholar] [CrossRef] [PubMed]

	



Chen, Y.; Yee, N.S. Pharmacokinetics-guided dosing of 5-fluorouracil for precision cancer treatment: A focus on colorectal carcinoma. Appl. Clin. Res. Clin. Trials Regul. Aff. 2016, 3, 159–163. [Google Scholar] [CrossRef]

	



Hingorani, S.R.; Bullock, A.J.; Seery, T.E.; Zheng, L.; Sigal, D.; Ritch, P.S.; Braiteh, F.S.; Zalupski, M.; Bahary, N.; Harris, W.P.; et al. Randomized phase II study of PEGPH20 plus nab-paclitaxel/gemcitabine vs. nab-paclitaxel plus gemcitabine in patients with untreated, metastatic pancreatic ductal adenocarcinoma. J. Clin. Oncol. 2017, 35. [Google Scholar] [CrossRef]

	



Bekaii-Saab, T.S.; Starodub, A.; El-Rayes, B.F.; O’Neil, B.H.; Shahda, S.; Ciombor, K.K.; Noonan, A.M.; Hanna, W.T.; Sehdev, A.; Shaib, W.L.; et al. A phase Ib/II study of cancer stemness inhibitor napabucasin in combination with gemcitabine (gem) & nab-paclitaxel (nabPTX) in metastatic pancreatic adenocarcinoma (mPDAC) patients (pts). Ann. Oncol. 2017, 28 (Suppl. 3), 4106. [Google Scholar]

	



Al-Batran, S.E.; Homann, N.; Schmalenberg, H.; Kopp, H.G.; Haag, G.M.; Luley, K.B.; Schmiegel, W.H.; Folprecht, G.; Probst, S.; Prasnikar, N.; et al. Perioperative chemotherapy with docetaxel, oxaliplatin, and fluorouracil/leucovorin (FLOT) versus epirubicin, cisplatin, and fluorouracil or capecitabine (ECF/ECX) for resectable gastric or gastroesophageal junction (GEJ) adenocarcinoma (FLOT4-AIO): A multicenter, randomized phase 3 trial. J. Clin. Oncol. 2017, 35. [Google Scholar] [CrossRef]

	



Fuchs, C.S.; Doi, T.; Jang, R.W.; Muro, K.; Satoh, T.; Machado, M.; Sun, W.; Jalal, S.I.; Shah, M.A.; Metges, J.P.; et al. KEYNOTE-059 cohort 1: Efficacy and safety of pembrolizumab (pembro) monotherapy in patients with previously treated advanced gastric cancer. J. Clin. Oncol. 2017, 35. [Google Scholar] [CrossRef]

	



Todd, S.C.; El-Khoueiry, A.B.; Yau, T.; Melero, I.; Sangro, B.; Kudo, M. Nivolumab in sorafenib-naïve and -experienced patients with advanced hepatocellular carcinoma: CheckMate040 Study. J. Clin. Oncol. 2017, 35 (Suppl. 15), 4013. [Google Scholar]

	



Primrose, J.N.; Fox, R.; Palmer, D.H.; Prasad, R.; Mirza, D.; Anthoney, D.A.; Corrie, P.; Falk, S.; Wasan, H.S.; Ross, P.J.; et al. Adjuvant capecitabine for biliary tract cancer: The BILCAP randomized study. J. Clin. Oncol. 2017, 35. [Google Scholar] [CrossRef]

	



Overman, M.J.; McDermott, R.; Leach, J.L.; Lonardi, S.; Lenz, H.-J.; Morse, M.A.; Desai, J.; Hill, A.; Axelson, M.; Moss, R.A.; et al. Nivolumab in patients with metastatic DNA mismatch repair-deficient or microsatellite instability-high colorectal cancer (CheckMate 142): an open-label, multicenter, phase 2 study. Lancet Oncol. 2017, 18, 1182–1191. [Google Scholar] [CrossRef]

	



Shi, Q.; Sobrero, A.F.; Shields, A.F.; Yoshino, T.; Paul, J.; Taieb, J.; Sougklakos, I.; Kerr, R.; Labianca, R.; Meyerhardt, J.A.; et al. Prospective pooled analysis of six phase III trials investigating duration of adjuvant (adjuv) oxaliplatin-based therapy (3 vs. 6 months) for patients (pts) with stage III colon cancer (CC): The IDEA (International Duration Evaluation of Adjuvant chemotherapy) collaboration. J. Clin. Oncol. 2017, 35. [Google Scholar] [CrossRef]

	



Iveson, T.; Kerr, R.; Saunders, M.P.; Hollander, N.H.; Tabernero, J.; Haydon, A.M.; Glimelius, B.; Harkin, A.; Scudder, C.; Boyd, K.; et al. Final DFS results of the SCOT study: An international phase III randomized (1:1) non-inferiority trial comparing 3 versus 6 months of oxaliplatin based adjuvant chemotherapy for colorectal cancer. J. Clin. Oncol. 2017, 35. [Google Scholar] [CrossRef]

	



Islami, F.; Sauer, A.G.; Miller, K.D.; Siegel, R.L.; Fedewa, S.A.; Jacobs, E.J.; McCullough, M.L.; Patel, A.V.; Ma, J.; Soerjomataram, I.; et al. Proportion and number of cancer cases and death attributable to potentially modifiable risk factors in the United States. CA Cancer J. Clin. 2018, 68, 31–54. [Google Scholar] [CrossRef] [PubMed]

	



Syngal, S.; Brand, R.E.; Church, J.M.; Giardiello, F.M.; Hampel, H.L.; Burt, R.W. ACG Clinical guideline: Genetic testing and management of hereditary gastrointestinal cancer syndromes. Am. J. Gastroenterol. 2015, 110, 223–263. [Google Scholar] [CrossRef] [PubMed]

	



Colvin, H.; Yamamoto, K.; Wada, N.; Mori, M. Hereditary gastric cancer syndromes. Surg. Oncol. Clin. N. Am. 2015, 24, 765–777. [Google Scholar] [CrossRef] [PubMed]

	



Connor, A.A.; Gallinger, S. Hereditary pancreatic cancer syndromes. Surg. Oncol. Clin. N. Am. 2015, 24, 733–764. [Google Scholar] [CrossRef] [PubMed]

	



Rubinstein, W.S.; Weissman, S.M. Managing hereditary gastrointestinal cancer syndromes: The partnership between genetic counselors and gastroenterologists. Nat. Clin. Pract. Gastroenterol. Hepatol. 2008, 5, 569–582. [Google Scholar] [CrossRef] [PubMed]

	



Fecteau, H.; Vogel, K.J.; Hanson, K.; Morrill-Cornelius, S. The evoluation of cancer risk assessment in the era of next generation sequencing. J. Genet. Couns. 2014, 23, 633–639. [Google Scholar] [CrossRef] [PubMed]

	



Ferrell, B.R.; Temel, J.S.; Temin, S.; Alesi, E.R.; Balboni, T.A.; Basch, E.M.; Firn, J.I.; Paice, J.A.; Peppercorn, J.M.; Phillips, T.; et al. Integration of palliative care into standard oncology care: American Society of Clinical Oncology Clinical Practice Guideline Update. J. Clin. Oncol. 2017, 35, 96–112. [Google Scholar] [CrossRef] [PubMed]

	



George, D.R.; de Boer, C.; Green, M.J. “That landscape is where I’d like to be …” Offering patients with cancer a choice of artwork. JAMA 2017, 317, 890–892. [Google Scholar] [CrossRef] [PubMed]








[image: Table] 





Table 1. Comparison of endoscopic ultrasonography (EUS) and either computed tomography (CT) or magnetic resonance imaging (MRI) scans for pancreatic adenocarcinoma.
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EUS vs. CT

	
EUS vs. MRI




	
Sensitivity

	
Specificity

	
Sensitivity

	
Specificity






	
Nodal staging

	
24% vs. 58%

	
88% vs. 85%

	
36% vs. 15%

	
87% vs. 97%




	
Vascular invasion

	
58% vs. 86%

	
95% vs. 93%

	
42% vs. 59%

	
97% vs. 84%




	
Resectability

	
87% vs. 90%

	
89% vs. 69%

	
NA

	
NA








NA: not available. This table is modified from reference [17].
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