Name of journal: World Journal of Gastroenterology

Manuscript NO: 36816
Manuscript Type: ORIGINAL ARTICLE
Basic Study

Health-related quality of life, anxiety, depression and impulsivity in patients with advanced gastroenteropancreatic neuroendocrine tumours

Lewis A et al. HRQOL, anxiety, depression and impulsivity in GEPNETs
Alexandra Rebecca Lewis, Xin Wang, Laurice Magdalani, Paolo D’Arienzo, Colsom Bashir, Was Mansoor, Richard Hubner, Juan W Valle, Mairéad G McNamara

Alexandra R Lewis, Laurice Magdalani, Was Mansoor, Richard Hubner, Juan W Valle, Mairéad G McNamara, Department of Medical Oncology, The Christie NHS Foundation Trust, Manchester M20 4BX, United Kingdom
Xin Wang, Department of Biostatistics, The Christie NHS Foundation Trust, Manchester M20 4BX, United Kingdom
Paolo D’Arienzo, Division of Medical Sciences, Scuola Superiore Sant’Anna, Pisa 3356127, Italy
Colsom Bashir, Department of Clinical Psychology, The Christie NHS Foundation Trust, Manchester M20 4BX, United Kingdom

Juan W Valle, Mairéad G McNamara, Division of Cancer Sciences, University of Manchester, Manchester M20 4BX, United Kingdom
ORCID number: Alexandra Rebecca Lewis (0000-0002-6114-488X); Xin Wang (0000-0001-5192-8093); Laurice Magdalani (0000-0002-1363-6011); Paolo D’Arienzo (0000-0002-1581-5443); Colsom Bashir (0000-0002-3077-7641); Was Mansoor (0000-0002-1477-4934); Richard Hubner (0000-0002-7081-8823); Juan W Valle (0000-0002-1999-0863); Mairéad G McNamara (0000-0002-2272-3678).
Author contributions: Study design was by Lewis AR, Valle JW and McNamara MG with contributions from Bashir C. Data was collected by Lewis AR and Magdalani L. Data was analysed by Wang X. The manuscript was written by D’Arienzo P and Lewis AR and reviewed and revised by Wang X, Bashir C, Hubner R, Mansoor W, Valle JW and McNamara MG.
Institutional review board statement: CE16/1619 Quality of life, impulsivity, anxiety and depression in patients with Gastroenteropancreatic Neuroendocrine tumours (GEPNETs) approved by Clinical Audit committee 20.04.2016
Conflict-of-interest statement: There are no conflicts of interest to declare.
Data sharing statement: Technical appendix, statistical code, and dataset available from the corresponding author at Mairead.McNamara@christie.nhs.uk. Consent for data sharing was not obtained but the presented data are anonymized and risk of identification is low.
Open-Access: This article is an open-access article which was selected by an in-house editor and fully peer-reviewed by external reviewers. It is distributed in accordance with the Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which permits others to distribute, remix, adapt, build upon this work non-commercially, and license their derivative works on different terms, provided the original work is properly cited and the use is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/
Manuscript source: Unsolicited manuscript

Correspondence to: Mairéad G McNamara, BM BCh, PhD, Attending Doctor, Senior Lecturer, Department of Medical Oncology, The Christie NHS Foundation Trust, 550 Wilmslow Road, Manchester M20 4BX, United Kingdom. mairead.mcnamara@christie.nhs.uk
Telephone: +44-161-4468106
Fax: +44-161-4463468
​Received: October 25, 2017
Peer-review started: October 27, 2017
First decision: November 21, 2017
Revised: December 11, 2017
Accepted: December 20, 2017  

Article in press:

Published online:

Abstract
AIM

To compare health-related quality of life (HRQoL), anxiety, depression, and impulsivity scores in patients with and without carcinoid syndrome (CS), and correlated them with serum 5-hydroxyindoleacetic acid (5-HIAA) levels.
METHODS
Patients with advanced gastroenteropancreatic neuroendocrine tumours (GEPNET), with and without CS completed HRQoL QLQ-C30 and QLQ-GI.NET21, Hospital Anxiety and Depression Scale (HADS) and Barratt Impulsivity Scale (BIS) questionnaires. Two-sample Wilcoxon test was applied to assess differences in serum 5-HIAA levels, two-sample Mann-Whitney U test for HRQoL and BIS, and proportion test for HADS, between those with and without CS.
RESULTS
Fifty patients were included; 25 each with and without CS.  Median 5-HIAA in patients with and without CS was 367nmol/L and 86nmol/L, respectively (P = 0.003). Scores related to endocrine symptoms were significantly higher amongst patients with CS (P = 0.04) and scores for disease-related worries approached significance in the group without CS, but no other statistically-significant differences were reported between patients with and without CS in responses on QLQ-C30 or QLQ-GI.NET21. Fifteen patients (26%) scored ≥ 8/21 on anxiety scale, and 6 (12%) scored ≥ 8/21 on depression scale. There was no difference in median 5-HIAA between those scoring < or ≥ 8/21 on anxiety scale (P = 0.53).  There were no statistically significant differences between groups in first or second-order factors (BIS) or total sum (P = 0.23).
CONCLUSION
Excepting endocrine symptoms, there were no significant differences in HRQoL, anxiety, depression or impulsivity between patients with advanced GEPNET, with or without CS. Over one quarter of patients had high anxiety scores, unrelated to peripheral serotonin metabolism.
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Core tip:
Patients with functioning gastroenteropancreatic neuroendocrine tumours (GEPNETs) may have higher levels of psychological distress than other patients with cancer due to the symptoms of hormone hypersecretion. This study compares 25 patients with advanced GEPNET and carcinoid syndrome (CS) with 25 patients with advanced, but non-functioning GEPNET. Symptoms of anxiety, depression, impulsivity and health-related quality of life were assessed prospectively using symptom scales. Endocrine symptoms were significantly higher in patients with CS. Disease-related worries were more common in those with non-functioning tumours. This is a large study in this rare patient group and further prospective studies are required.
Lewis A, Wang X, Magdalani L, D’Arienzo P, Bashir C, Mansoor W, Hubner R, Valle JW, McNamara MG. Health-related quality of life, anxiety, depression and impulsivity in patients with advanced gastroenteropancreatic neuroendocrine tumours. World J Gastroenterol 2017; In press
INTRODUCTION
Gastroenteropancreatic neuroendocrine tumours (GEPNETs) are a varied group of neoplasms derived from cells of the diffuse endocrine system, normally distributed in the mucosa of organs originating from the embryological intestine[1]. GEPNETs are rare, representing only around 2% of all gastrointestinal malignancies[2], with an incidence of 5.25/100000/year and a prevalence of 35/100000/year[3]. 
Gastroenteropancreatic neuroendocrine tumours are classified according to site and can be further subdivided into functioning and non-functioning. Functioning tumours can cause symptoms due to hypersecretion of hormones, most commonly serotonin, which causes carcinoid syndrome (CS). Approximately 30%-55% of GEPNETs are functioning[3]. CS is associated with flushing, diarrhoea, bronchial constriction and endocardial fibrosis, which can lead to right heart failure[2].
Surgery is the only curative treatment available for patients with GEPNETs. Treatment options for advanced disease include somatostatin analogues (SSAs) which may control the disease[3,4,5], and result in the reduction of hormone levels and the control of symptoms related to hormone hypersecretion. Other treatment options include everolimus for non-functioning GEPNETs[6] the use of peptide receptor radionuclide therapy (PRRT)[7], and chemotherapy[8]. More recently, among patients with CS not adequately controlled by SSAs, treatment with telotristat ethyl (a tryptophan hydroxylase inhibitor) was reported to be safe and well tolerated and resulted in significant reductions in bowel motion frequency[9].
Despite the availability and use of these treatment options, psychological symptoms may be identified in patients with GEPNETs[10,11]. Psychiatric comorbidity in oncological patients is common. Two German studies including 502 and 4020 patients across all disease stages, have reported that about 30% of these patients can be diagnosed with a mental disorder according to the Diagnostic and Statistical Manual of Mental Disorders criteria[12,13]. The most prevalent mental disorders associated with cancer in these studies were anxiety disorders, with mood and adjustment disorders also being commonly reported, with rates between 6.5% and 13.5%. Other studies have reported rates of depression between 18% and 25%[14,15].
Patients with a diagnosis of a neuroendocrine tumour were not considered in these studies, which only addressed the most frequent tumour entities. Patients with advanced GEPNETs experience similar symptoms to those with a diagnosis of gastrointestinal cancers, and there is a perception amongst many treating physicians that patients with functional neuroendocrine tumours, presenting with CS may have higher levels of psychological distress compared to other patients with a cancer diagnosis. However, there is limited data to support this hypothesis[16,17].
It may be, in the case of neuroendocrine tumors, that psychological changes could be related to the effects of biochemical mediators produced by the tumour itself and released into the bloodstream, such as serotonin. For example, in a study by Jacobsen et al[18], which included eleven patients with advanced GEPNET and CS, it was reported that psychological distress decreased, and social functioning increased, following one month of treatment with SSAs.
Several studies and reports in the literature dating back to the 1960s, point out that several types of neuroendocrine tumours, can be associated with depression, sleep disturbances, anxiety, aggressive behaviour, psychosis and altered attention span[10,17,19-30]. Studies assessing mood in patients with neuroendocrine tumours are summarised in Table 1.
Previous studies on this topic have included small numbers of patients, without apparent control groups, with varying psychological tests applied, therefore the aim of this study was to compare health-related quality of life (HRQoL), anxiety, depression, and impulsivity in patients with advanced GEPNETs, with and without CS, and to correlate with biochemical markers of disease activity such as serum chromogranin A and 5-hydroxyindoleacetic acid (5-HIAA).
MATERIALS AND METHODS

Patients with advanced well-differentiated GEPNET tumours with liver metastases, with and without CS attending an outpatient NET clinic at a European Neuroendocrine Tumour (ENET) Centre of Excellence; The Christie NHS Foundation Trust, Manchester, United Kingdom, were asked to complete the European Organisation for Research and Treatment of Cancer (EORTC) health-related quality of life QLQ-C30[31] and neuroendocrine tumour-specific GINET-21 (GINET21) questionnaires[32], the Hospital Anxiety and Depression scale (HADS)[33] and the Barratt Impulsivity Scale (BIS)[34,35].  These were completed at a single time point between April and August 2016. The EORTC QLQ-C30 scores patients on scales that assess global health status, social, physical and emotional functioning and common symptoms. Various disease-specific scales have been developed to work in combination with the QLQ-C30 and the GINET-21 is specific to neuroendocrine tumours. In combination with the QLQ-C30, the GINET-21 questionnaire provides information on neuroendocrine symptoms including diarrhoea and flushing, treatment side-effects and disease-related worries[32].
The Barratt Impulsivity scale is a well validated score that examines first-order factors including attention, cognitive instability, motor and perseverance, self-control and cognitive complexity. Second-order factors analysed in this scale are attentional, motor and non-planning[34].
Baseline demographic data collected included age, tumour site, Eastern Cooperative Oncology Group performance status (ECOG PS), time from diagnosis, presence of recurrent disease following initial curative-intent surgery, any previous surgery and current and previous treatments, presence of co-morbidities and use of psychoactive medications.  Baseline serum chromogranin A and 5-HIAA at initial presentation with advanced disease, and at the time of questionnaire completion were recorded.  Patients identified within this study as having significant symptoms of anxiety and depression were offered referral to the psycho-oncology service.
Inclusion criteria for this study were a diagnosis of advanced GEPNET with liver metastases, with or without CS, understanding the English language and the physical ability to complete questionnaires. Patients with neuroendocrine tumours originating from sites other than the gastroenteropancreatic tract and without liver metastases were excluded, as were those with poorly-differentiated tumours.  Patients with functional tumours presenting with other syndromes e.g. gastrinoma were also excluded.
The sample size of 25 patients with CS (with matched controls) was selected on the basis of feasibility and as a representative sample in a large ENETs Centre of Excellence. A recent analysis of outcomes of patients with GEPNETs and CS presenting to The Christie over a 28 year period identified 139 patients[36]. With a median overall survival of 65.4 mo in this study, this would therefore suggest that approximately 40 patients would be alive at any one time. Accounting for patients who only attend the Christie for single appointments or experience ill health or language barriers preventing completion of the questionnaires, 25 patients was identified as an achievable patient group.
The local audit committee approved this study (reference number: CE16/1619).

Statistical methods
The median time from diagnosis of advanced disease (radiological or histological) was recorded up to date of completion of questionnaires.
The two-sample Wilcoxon (Mann-Whitney test) was applied to assess differences in serum chromogranin A and 5-HIAA in patients with and without CS.
Responses to the EORTC QLQ-C30 and the QLQ-GINET21 were linearly transformed to a 0-100 scale using EORTC guidelines. Two-sample Mann-Whitney U test were applied across scales/items to assess the difference between the patient groups with and without CS.  A P value less than 0.05 indicated a statistically significant difference. For the HADS, 8 out of 21 was used as the cut-off for both the “Anxiety” and “Depression” category as a level representing clinically-significant symptoms warranting further intervention[33]. The Proportion test was applied to both the "Anxiety" and "Depression" categories to assess whether there was a statistically significant difference in the proportion of "total score ≥ 8" between patient groups with and without CS. The two-sample Mann-Whitney U test was applied to first-order factors, second-order factors and total sum, to compare the patient groups with and without CS.
This study was an exploratory analysis. Detection of a specific effect size (hazard ratio) was not the target, and so power calculations were not used, as detection of an intended hazard ratio was not required.
RESULTS
The median age of all patients was 65.5 years. The majority of patients (88%) had an ECOG PS of 0-1. Most patients had tumours originating in the small intestine (58%) or the pancreas (22%). The most frequent current treatment in all patients was SSAs, either alone or in combination. These results are summarised in Table 2. The median time from initial diagnosis for all patients was 40 mo [95% confidence interval (CI): 22-48 mo]; 45 (95% CI: 20-49) and 36 mo (95% CI: 18-56), P = 0.66, in the groups with and without CS respectively.  Five patients (10%) were taking prescribed psychoactive medications; two patients with CS. The median serum 5-HIAA at diagnosis of advanced disease was 367.0 nmol/L (95% CI: 271.57-1127.89) and 124.0 nmol/L (95% CI: 73.05-200.98) in those patients with and without CS respectively (P < 0.001).  The median serum 5-HIAA at the time of questionnaire completion was 367.00 nmol/L (95% CI 176.7-855.5) and 86 nmol/L (95% CI: 66.8-123.9) in those patients with and without CS respectively (P < 0.001) (normal range 0-140 nmol/L), indicating biochemical differences between groups at baseline and at time of questionnaire completion.
The median baseline chromogranin A at diagnosis of advanced disease was 268 ng/mL (95% CI: 151.6-381.4) and 116 ng/mL (95% CI: 57.77-275.51) in those patients with and without CS respectively (P = 0.09).  The median chromogranin A measurement at the time of questionnaire completion was 322 ng/mL (95% CI: 215.2-456.5) and 198ng/mL (95% CI: 68.8-392.0) in patients with and without CS respectively (P = 0.13) (normal range 0-91ng/mL).
In the HRQoL QLQ-GI.NET21 questionnaire, scores related to endocrine symptoms (flushing and night sweats) were significantly higher in those with CS (P = 0.04). Disease-related worries (related to tumour progression, health in the future and test results) appeared more prominent in the group without CS and the difference approached statistical significance (P = 0.05). There were no significant differences in responses between those patients with and without CS for all other symptoms in both health-related quality of life questionnaires (QLQ-C30 and QLQ-GI.NET21).  These results are summarised in Table 3 and 4.
Out of the total of 50 patients, fifteen patients (30%) scored ≥ 8/21 on the HADS anxiety scale; 8 had CS, and 6 (12%) scored ≥ 8/21 on the HADS depression scale; 3 with CS. There was no difference in the median serum 5-HIAA between those scoring < or ≥ 8/21 on the anxiety scale (P = 0.53).  The Proportion test was not statistically significant between groups with and without CS for anxiety (P = 0.76) or depression (P = 1.0). There were no statistically-significant differences between groups with and without CS in first or second-order factors (BIS) or total sum (P = 0.23).
DISCUSSION
In this study, there were no significant differences identified in the majority of health-related quality of life responses, anxiety, depression or impulsivity in patients with advanced GEPNET, despite observed significant differences in median serum 5-HIAA between those patients with and without CS. There were more endocrine-related symptoms, specifically flushing and sweating, in patients with CS and those without CS had more disease-related worries (progression, test results and the future). The reasons for increased disease-related worries in those without CS may be due to masking of these symptoms in patients with CS, where the worry may be shifted due to endocrine symptoms.
In patients with GEPNETs, serotonin produced peripherally by the tumour, cannot cross the blood-brain barrier and, as a result, is unable to exert direct effects on the central nervous system (CNS)[29]. However, it has been hypothesised that diversion of dietary tryptophan to peripheral serotonin production, thereby causing a relative CNS depletion may be a cause of emotional disturbances in these patients[29]. Various studies have demonstrated cognitive changes when healthy control subjects have induced tryptophan depletion[37–43]. In a study testing the blockade of the enzyme tryptophan hydroxylase as a method of reducing CS symptoms[43], depression was a severe side-effect. The study investigating the effects of telotristat ethyl for symptom control in patients with CS specifically focused on depression as an “adverse event of special interest”, and did report increased rates of depression in the group taking 500 mg three times daily compared to those taking 250mg three times daily.  However, this did not delay treatments or require the introduction of anti-depressant therapy[9].
The lack of difference in scores on the majority of the symptom scales of the questionnaires completed in this study may be related to a long median time from diagnosis, and so many symptoms may be controlled on treatment, and thus there would be a reduced impact on the patient’s psychological distress. A meta-analysis of studies which included patients with early-stage and advanced disease reported a mean prevalence of depression amongst patients with cancer of 18%, and reported that rates tended to be lower for those greater than 1 year from diagnosis[14]. Similarly in a study by Larsson et al[11], patients with advanced GEPNETs completed the EORTC QLQC30 at baseline, 3, 6, 9 and 12 mo from commencement of treatment with interferon or SSAs. The authors reported that the scores for physical functioning decreased, whereas those for emotional role and cognitive function improved during the study.
In addition, it has previously been reported that global health scores may not be particularly sensitive in this patient population[32,44,45].  Similarly, with regards to physical symptoms, despite there being increased flushing reported, diarrhoea was not reported as a significant symptom in patients with CS in our study, and again could be a reflection of the impact of disease control on psychological state.
In the study by Russo et al[19], formal psychiatric interviews were used to assess patients with CS. The authors identified a significant proportion of patients with impulse dysregulation leading to reduced social functioning. The authors were able to make a diagnosis of “Personality change secondary to a medical condition” in some of these patients. In the study by Larsson et al[27] which examined distress and strategies for maintaining good mood in patients with carcinoid tumours, some factors contributing to distress in their study are not covered by either the EORTC-QLQ30 or the HADS questionnaire used in the current study.  Therefore, it is possible that the questionnaires used in the current study were not sufficiently sensitive to detect personality changes or some more subtle features of psychological distress. 
In the current study, a high number of patients with and without CS had high scores on the anxiety and depression scale.  The rate of depression in the current study was 12%, and since the median time from diagnosis was 40 mo in this study, the rate for depression seems proportional to the general cancer population[14].
However, the rates of anxiety reported in the current study (approximately 25% of the patients assessed) were significantly higher than those of 8%-11%[12,13] reported elsewhere in patients with cancer.  It is of note that our study included only patients with advanced GEPNET, whereas the studies by Mehnert et al[12] and Singer et al[13] included patients with early stage and advanced disease.
A limitation of this study was that it included only fifty patients and it may be that it was not large enough to detect small differences in psychological state between the patients with and without CS.  Another limitation is that patient questionnaires were completed at a single time point only, and this may not have been a representative view of the patient's psychological symptoms over the course of their disease.  There was also variation in time from diagnosis to completion of surveys which could have an impact on psychological effects. Furthermore, there may have been impact from treatments on results. Patients in the group without CS had undergone more prior lines of treatment (mean 2.12 vs 1.87 in the group with CS) and had received more systemic treatments including mTOR inhibitors and chemotherapy that are associated with toxicities, which may have an impact on psychological state. However, GEPNETs are a rare tumour group and most studies reported to date included an average of twenty patients without control groups, and so the current study is comparably more robust and informs on a poorly studied topic.
Limitations could potentially be overcome by conducting a prospective study with repeated questionnaire sampling from the time of diagnosis of advanced GEPNET and matching of controls by treatment.
In conclusion, this study contributes to the limited evidence base regarding psychological symptoms for this rare disease group, and includes a relatively large cohort of patients with a diagnosis of GEPNET, with and without CS, reviewed at a tertiary referral centre. This study also highlights the importance of recognition by treating physicians of psychological distress in patients with advanced GEPNET, and the need for input from the psycho-oncology services. Prospective multi-centre studies are required to further enhance the understanding of psychological distress in this disease group and the relation, if any, with biochemical abnormalities and indeed their therapeutic management.

ARTICLE HIGHLIGHTS
Research background

Psychological issues in patients with gastroenteropancreatic neuroendocrine tumours (GEPNETs), with or without carcinoid syndrome (CS), are rarely studied. There is a physician perception of higher levels of psychological distress amongst patients with CS.  There is some data to support this in the form of case reports, but not large comparative studies and it is unclear whether this takes the form of anxiety, depression or even impulsivity. The aim of this study was therefore to compare health-related quality of life, anxiety, depression, and impulsivity in patients with advanced GEPNET, with and without CS, and to correlate with biochemical markers of disease activity.
Research motivation
An improved understanding of the psychological issues for these patients will help better inform management of their symptoms.
Research objectives
To assess whether patients with advanced GEPNET and CS have increased levels of anxiety, depression, impulsivity or worse quality of life than patients with advanced GEPNET, but non-functioning tumours.
Research methods
Patients with advanced GEPNET with and without CS were invited to fill out questionnaires at outpatient clinics at The Christie NHS Foundation Trust, which is a European centre of excellence for neuroendocrine tumours. Patients completed the hospital anxiety and depression scale (HADS), the EORTC QLQ-C30 and GINET-21 quality of life scales and the Barrett Impulsivity scale (BIS) at a single time point. Demographic information with regards to gender, time from diagnosis and treatment history was collected from casenotes, as were serum markers of disease [5-hydroxyindoleacetic acid (5-HIAA)].
Research results

Fifty patients were included; 25 each with and without CS (CS).  Median serum 5-HIAA in patients with and without CS was 367nmol/L and 86nmol/L, respectively (P = 0.003). Scores related to endocrine symptoms were significantly higher amongst patients with CS (P = 0.04) and scores for disease-related worries approached significance in the group without CS, but no other statistically-significant differences were reported between patients with and without CS in responses on QLQ-C30 or QLQ-GI.NET21. Fifteen patients (26%) scored ≥ 8/21 on anxiety scale, and 6 (12%) scored ≥ 8/21 on depression scale. There was no difference in median 5-HIAA between those scoring < or ≥ 8/21 on anxiety scale (P = 0.53).  There were no statistically significant differences between groups in first or second-order factors (BIS) or total sum (P = 0.23).
Research conclusions
There were no significant differences between groups with regards to anxiety, depression or impulsivity. Serum 5-HIAA and endocrine symptoms were more prevalent in the group with CS as would be expected. Disease-related worries were higher in the group without CS. Results may have been impacted by a long time from diagnosis in the CS group or limited sensitivity of screening tools to detect subtle differences in mental state. Results may also have been impacted by small sample size however in this rare disease group the sample size is robust in a comparative study. Levels of anxiety and depression were high in both groups and may be higher in patients with GEPNET than with other solid tumours. This is one of few comparative prospective studies in this patient group and established methods of assessment were used and correlated with serum biochemistry. More sensitive tools need to be developed to assess psychological symptoms in these patients.

Research perspectives
This prospective comparative study included single time point assessment of symptoms. Studies with questionnaires distributed at varying times would be helpful to assess the impact of changes throughout the patient journey.

Futures prospective studies are needed, ideally involving multiple centres with considered methodology such as psychiatric interviews including the use and development of more selective psychological assessment tools.
REFERENCES

1 Rosai J. The origin of neuroendocrine tumors and the neural crest saga. Mod Pathol 2011; 24 Suppl 2: S53-S57 [PMID: 21455201 DOI: 10.1038/modpathol.2010.166]

2 Kulke MH MRCT. ARCINOID tumors were first described over 100 years ago by Lubarsch, who found mul- tiple tumors in the distal ileum of two pa- tients at autopsy. 1 The term. October 1999
3 Öberg K, Knigge U, Kwekkeboom D, Perren A; ESMO Guidelines Working Group. Neuroendocrine gastro-entero-pancreatic tumors: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol 2012; 23 Suppl 7: vii124-vii130 [PMID: 22997445 DOI: 10.1093/annonc/mds295]

4 Rinke A, Müller HH, Schade-Brittinger C, Klose KJ, Barth P, Wied M, Mayer C, Aminossadati B, Pape UF, Bläker M, Harder J, Arnold C, Gress T, Arnold R; PROMID Study Group. Placebo-controlled, double-blind, prospective, randomized study on the effect of octreotide LAR in the control of tumor growth in patients with metastatic neuroendocrine midgut tumors: a report from the PROMID Study Group. J Clin Oncol 2009; 27: 4656-4663 [PMID: 19704057 DOI: 10.1159/000443612]

5 Caplin ME, Pavel M, Ćwikła JB, Phan AT, Raderer M, Sedláčková E, Cadiot G, Wolin EM, Capdevila J, Wall L, Rindi G, Langley A, Martinez S, Blumberg J, Ruszniewski P; CLARINET Investigators. Lanreotide in metastatic enteropancreatic neuroendocrine tumors. N Engl J Med 2014; 371: 224-233 [PMID: 25014687 DOI: 10.1056/NEJMoa1316158]

6 Yao JC, Fazio N, Singh S, Buzzoni R, Carnaghi C, Wolin E, Tomasek J, Raderer M, Lahner H, Voi M, Pacaud LB, Rouyrre N, Sachs C, Valle JW, Fave GD, Van Cutsem E, Tesselaar M, Shimada Y, Oh DY, Strosberg J, Kulke MH, Pavel ME; RAD001 in Advanced Neuroendocrine Tumours, Fourth Trial (RADIANT-4) Study Group. Everolimus for the treatment of advanced, non-functional neuroendocrine tumours of the lung or gastrointestinal tract (RADIANT-4): a randomised, placebo-controlled, phase 3 study. Lancet 2016; 387: 968-977 [PMID: 26703889 DOI: 10.1016/S0140-6736(15)00817-X]

7 Strosberg J, El-Haddad G, Wolin E, Hendifar A, Yao J, Chasen B, Mittra E, Kunz PL, Kulke MH, Jacene H, Bushnell D, O'Dorisio TM, Baum RP, Kulkarni HR, Caplin M, Lebtahi R, Hobday T, Delpassand E, Van Cutsem E, Benson A, Srirajaskanthan R, Pavel M, Mora J, Berlin J, Grande E, Reed N, Seregni E, Öberg K, Lopera Sierra M, Santoro P, Thevenet T, Erion JL, Ruszniewski P, Kwekkeboom D, Krenning E; NETTER-1 Trial Investigators. Phase 3 Trial of <sup>177</sup>Lu-Dotatate for Midgut Neuroendocrine Tumors. N Engl J Med 2017; 376: 125-135 [PMID: 28076709 DOI: 10.1056/NEJMoa1607427]

8 Fine RL, Gulati AP, Krantz BA, Moss RA, Schreibman S, Tsushima DA, Mowatt KB, Dinnen RD, Mao Y, Stevens PD, Schrope B, Allendorf J, Lee JA, Sherman WH, Chabot JA. Capecitabine and temozolomide (CAPTEM) for metastatic, well-differentiated neuroendocrine cancers: The Pancreas Center at Columbia University experience. Cancer Chemother Pharmacol 2013; 71: 663-670 [PMID: 23370660 DOI: 10.1007/s00280-012-2055-z]

9 Kulke MH,  Hörsch D, Caplin ME, Anthony LB, Bergsland E, Öberg K, Welin S, Warner RRP, Lombard-Bohas C, Kunz PL, Grande E, Valle JW, Fleming D, Lapuerta P, Banks P, Jackson S, Zambrowicz B, Sands AT, Pavel M. Telotristat ethyl, a tryptophan hydroxylase inhibitor for the treatment of carcinoid syndrome. J Clin Oncol 2017; 35: 14–23 [PMID: 27918724 DOI: 10.1200/JCO.2016.69.2780]

10 Bonomaully M, Khong T, Fotriadou M, Tully J. Anxiety and depression related to elevated dopamine in a patient with multiple mediastinal paragangliomas. Gen Hosp Psychiatry 2014; 36: 449.e7-449.e8 [PMID: 24721219 DOI: 10.1016/j.genhosppsych.2014.03.003]

11 Larsson G,  Sjö dé P-O, È berg KO, Eriksson B, von Essen L. Health-related Quality of Life, Anxiety and Depression in Patients with Midgut Carcinoid Tumours. Acta Oncol 2001; 40: 825–831 [PMID: 11859981 DOI: 10.1080/02841860152703445]
12 Mehnert A, Brähler E, Faller H, Härter M, Keller M, Schulz H, Wegscheider K, Weis J, Boehncke A, Hund B, Reuter K, Richard M, Sehner S, Sommerfeldt S, Szalai C, Wittchen HU, Koch U. Four-week prevalence of mental disorders in patients with cancer across major tumor entities. J Clin Oncol 2014; 32: 3540-3546 [PMID: 25287821 DOI: 10.1200/JCO.2014.56.0086]

13 Singer S, Szalai C, Briest S, Brown A, Dietz A, Einenkel J, Jonas S, Konnopka A, Papsdorf K, Langanke D, Löbner M, Schiefke F, Stolzenburg JU, Weimann A, Wirtz H, König HH, Riedel-Heller S. Co-morbid mental health conditions in cancer patients at working age--prevalence, risk profiles, and care uptake. Psychooncology 2013; 22: 2291-2297 [PMID: 23494948 DOI: 10.1002/pon.3282]

14 Krebber AM, Buffart LM, Kleijn G, Riepma IC, de Bree R, Leemans CR, Becker A, Brug J, van Straten A, Cuijpers P, Verdonck-de Leeuw IM. Prevalence of depression in cancer patients: a meta-analysis of diagnostic interviews and self-report instruments. Psychooncology 2014; 23: 121-130 [PMID: 24105788 DOI: 10.1002/pon.3409]

15 Mitchell AJ, Chan M, Bhatti H, Halton M, Grassi L, Johansen C, Meader N. Prevalence of depression, anxiety, and adjustment disorder in oncological, haematological, and palliative-care settings: a meta-analysis of 94 interview-based studies. Lancet Oncol 2011; 12: 160-174 [PMID: 21251875 DOI: 10.1016/S1470-2045(11)70002-X]

16 Larsson G, von Essen L, Sjödén PO. Health-related quality of life in patients with endocrine tumours of the gastrointestinal tract. Acta Oncol 1999; 38: 481-490 [PMID: 10418716 DOI: 10.1080/028418699432022]

17  Major LBG. Carcinoid and psychiatric symptoms. South Med J 1973; 66: 787–790 [PMID: 4752229 DOI: 10.1097/00007611-197307000-00013]

18 Jacobsen MB, Hanssen LE. Clinical effects of octreotide compared to placebo in patients with gastrointestinal neuroendocrine tumours. Report on a double-blind, randomized trial. J Intern Med 1995; 237: 269-275 [PMID: 7534331 DOI: 10.1111/j.1365-2796.1995.tb01175.x]

19 Russo S, Boon JC, Kema IP, Willemse PH, den Boer JA, Korf J, de Vries EG. Patients with carcinoid syndrome exhibit symptoms of aggressive impulse dysregulation. Psychosom Med 2004; 66: 422-425 [PMID: 15184706 DOI: 10.1097/01.psy.0000126204.97565.91]

20 Moretti P, Dennis JL, Stella A, Alpini A, Cotichelli P, Ferolla P, Scarpelli G, Quartesan R, Piselli M. [Comorbility between anxiety and depression in patients with carcinoid tumors]. Riv Psichiatr 2013; 48: 301-306 [PMID: 24056829 DOI: 10.1708/1319.14626]

21 Vinik A, Feliberti E PR. Glucagonoma Syndrome. In: Endotext. 2000.

22 Malabu UH, Gowda D, Tan YM. Insulinoma presenting with long-standing depression, primary hypogonadism, and sertoli cell only syndrome. Case Rep Endocrinol 2013; 2013: 926385 [PMID: 24455334 DOI: 10.1155/2013/926385]

23 Manger WM. The protean manifestations of pheochromocytoma. Horm Metab Res 2009; 41: 658-663 [PMID: 19242899 DOI: 10.1055/s-0028-1128139]

24 Milkiewicz P, Olliff S, Johnson AP, Elias E. Obstructive sleep apnoea syndrome (OSAS) as a complication of carcinoid syndrome treated successfully by hepatic artery embolization. Eur J Gastroenterol Hepatol 1997; 9: 217-220 [PMID: 9058639 DOI: 10.1097/00042737-199702000-00022]

25 Mina Hanna S, Hospital S. Carcinoid syndrome associated with psychosis. Postgrad Med J 1965; 41 [DOI: 10.1136/pgmj.41.479.566]

26 Kohen I, Arbouet S. Neuroendocrine carcinoid cancer associated with psychosis. Psychiatry (Edgmont) 2008; 5: 29-30 [PMID: 19727280]

27 Larsson G, Haglund K, Von Essen L. Distress, quality of life and strategies to 'keep a good mood' in patients with carcinoid tumours: patient and staff perceptions. Eur J Cancer Care (Engl) 2003; 12: 46-57 [PMID: 12641556 DOI: 10.1046/j.1365-2354.2003.00322.x]

28 Garcia-Hernandez J, Khan M, Goodhand J, Toumpanakis C, Caplin M. Assessment of quality of life, coping strategies and personal beliefs in neuroendocrine tumour patients. Gut 2012; 61: A82 [DOI: 10.1136/gutjnl-2012-302514b.23]

29 Russo S, Nielen MM, Boon JC, Kema IP, Willemse PH, de Vries EG, Korf J, den Boer JA. Neuropsychological investigation into the carcinoid syndrome. Psychopharmacology (Berl) 2003; 168: 324-328 [PMID: 12695876 DOI: 10.1007/s00213-003-1455-5]

30 American Psychiatric Association. DSM-IV. 2000.

31 Aaronson NK, Ahmedzai S, Bergman B, Bullinger M, Cull A, Duez NJ, Filiberti A, Flechtner H, Fleishman SB, de Haes JC. The European Organization for Research and Treatment of Cancer QLQ-C30: a quality-of-life instrument for use in international clinical trials in oncology. J Natl Cancer Inst 1993; 85: 365-376 [PMID: 8433390 DOI: 10.1093/jnci/85.5.365]

32 Yadegarfar G, Friend L, Jones L, Plum LM, Ardill J, Taal B, Larsson G, Jeziorski K, Kwekkeboom D, Ramage JK; EORTC Quality of Life Group. Validation of the EORTC QLQ-GINET21 questionnaire for assessing quality of life of patients with gastrointestinal neuroendocrine tumours. Br J Cancer 2013; 108: 301-310 [PMID: 23322194 DOI: 10.1038/bjc.2012.560]

33 Bjelland I, Dahl AA, Haug TT, Neckelmann D. The validity of the Hospital Anxiety and Depression Scale. An updated literature review. J Psychosom Res 2002; 52: 69-77 [PMID: 11832252 DOI: 10.1016/S0022-3999(01)00296-3]

34 Patton JH, Stanford MS, Barratt ES. Factor structure of the Barratt impulsiveness scale. J Clin Psychol 1995; 51: 768-774 [PMID: 8778124 DOI: 10.1002/1097-4679(199511)51:63.0.CO;2-1]

35 Holt MK, Finkelhor D, Kantor GK. Multiple victimization experiences of urban elementary school students: associations with psychosocial functioning and academic performance. Child Abuse Negl 2007; 31: 503-515 [PMID: 17537507 DOI: 10.1016/j.paid.2009.04.008]

36 d’Arienzo PD, Amir E, Lewis AR, Magdalani L, Mansoor W, Hubner RA, Valle JW. Carcinoid syndrome: patient outcomes from a European Neuroendocrine Tumour Society (ENETs) Centre of Excellence. Ann Oncol 2017; 28: 142–157 [DOI: 10.1093/annonc/mdx368.016]

37 Park SB, Coull JT, McShane RH, Young AH, Sahakian BJ, Robbins TW, Cowen PJ. Tryptophan depletion in normal volunteers produces selective impairments in learning and memory. Neuropharmacology 1994; 33: 575-588 [PMID: 7984295 DOI: 10.1016/0028-3908(94)90089-2]

38 Riedel WJ, Klaassen T, Deutz NE, van Someren A, van Praag HM. Tryptophan depletion in normal volunteers produces selective impairment in memory consolidation. Psychopharmacology (Berl) 1999; 141: 362-369 [PMID: 10090643 DOI: 10.1007/s002130050845]

39 Rubinsztein JS, Rogers RD, Riedel WJ, Mehta MA, Robbins TW, Sahakian BJ. Acute dietary tryptophan depletion impairs maintenance of "affective set" and delayed visual recognition in healthy volunteers. Psychopharmacology (Berl) 2001; 154: 319-326 [PMID: 11351939 DOI: 10.1007/s002130000655]

40 Coull JT, Sahakian BJ, Middleton HC, Young AH, Park SB, McShane RH, Cowen PJ, Robbins TW. Differential effects of clonidine, haloperidol, diazepam and tryptophan depletion on focused attention and attentional search. Psychopharmacology (Berl) 1995; 121: 222-230 [PMID: 8545528 DOI: 10.1007/BF02245633]

41 Rogers RD, Blackshaw AJ, Middleton HC, Matthews K, Hawtin K, Crowley C, Hopwood A, Wallace C, Deakin JF, Sahakian BJ, Robbins TW. Tryptophan depletion impairs stimulus-reward learning while methylphenidate disrupts attentional control in healthy young adults: implications for the monoaminergic basis of impulsive behaviour. Psychopharmacology (Berl) 1999; 146: 482-491 [PMID: 10550499 DOI: 10.1007/PL00005494]

42 Schmitt JA, Jorissen BL, Sobczak S, van Boxtel MP, Hogervorst E, Deutz NE, Riedel WJ. Tryptophan depletion impairs memory consolidation but improves focussed attention in healthy young volunteers. J Psychopharmacol 2000; 14: 21-29 [PMID: 10757249 DOI: 10.1177/026988110001400102]

43 Engelman K, Lovenberg W, Sjoerdsma A. Inhibition of serotonin synthesis by para-chlorophenylalanine in patients with the carcinoid syndrome. N Engl J Med 1967; 277: 1103-1108 [PMID: 6054996 DOI: 10.1056/NEJM196711232772101]

44 Chau I, Casciano R, Willet J, Wang X, Yao JC. Quality of life, resource utilisation and health economics assessment in advanced neuroendocrine tumours: a systematic review. Eur J Cancer Care (Engl) 2013; 22: 714-725 [PMID: 23895457 DOI: 10.1111/ecc.12085]

45 Jiménez-Fonseca P, Carmona-Bayonas A, Martín-Pérez E, Crespo G, Serrano R, Llanos M, Villabona C, García-Carbonero R, Aller J, Capdevila J, Grande E; Spanish Neuroendocrine Tumor Group (GETNE). Health-related quality of life in well-differentiated metastatic gastroenteropancreatic neuroendocrine tumors. Cancer Metastasis Rev 2015; 34: 381-400 [PMID: 26245646 DOI: 10.1007/s10555-015-9573-1]

P-Reviewer: Andrianello S S-Editor: Chen K L-Editor:   E-Editor:

Specialty type: Gastroenterology and hepatology
Country of origin: United Kingdom 

Peer-review report classification

Grade A (Excellent): 0

Grade B (Very good): 0

Grade C (Good): C
Grade D (Fair): 0

Grade E (Poor): 0

Table 1 Summary of studies investigating psychological symptoms in patients with neuroendocrine tumours
	Author
	Primary disease site
	Correlation with treatment
	Treatment
	Number of  patients with carcinoid syndrome/total patients
	Method of investigation
	Key results

	Major et al[17] 1972 
	Metastatic carcinoid
	No
	Not reported
	22/22
	Not reported
	50% displaying depressive symptoms

	Larsson et al[11]
2001 

	Midgut carcinoid
	Yes – prior to and following 12 mo of treatment with somatostatin analogues
	Somatostatin analogues
	20/24
	Questionnaire – EORTC- QLQC30*
	Anxiety scores significantly lower at 12 mo than baseline, depression scores significantly higher at 9 mo

	Russo et al[29] 2003 
	Metastatic mid-gut carcinoid
	No. Experimental tryptophan depletion
	12 patients somatostatin analogues, 
2 patients  no treatment
	14/14
	Cambridge Neuropsychological tests automated battery (CANTAB): intra-/extra- dimensional shift task, matching to sample visual search, rapid visual information processing and spatial working memory.
	Impaired sustained attention. Not mimicking patients with depression

	Larsson et al[27] 2003 
	Carcinoid tumour
	Yes 
	Somatostatin analogues or interferon
	19/19
	Semi-structured interview
	Fatigue, diarrhoea, worry about diagnosis and limited physical ability most commonly reported symptoms

	Russo et al[19] 2004 
	Mid-gut carcinoid tumour with carcinoid syndrome
	No
	14 patients on somatostatin analogues, 2 patients on interferon 2 patients no active treatment. 2 patients on somatostatin analogues + interferon
	20/20
	Semi-structured psychiatric interview
	Impulse dysregulation leading to diagnosis of personality change secondary to a medical disorder in 15 patients (75%)


European Organisation for Research and Treatment of Cancer (EORTC) health-related quality of life QLQ-C30 questionnaire.

Table 2 Patient characteristics – advanced gastroenteropancreatic neuroendocrine tumours with and without carcinoid syndrome n (%)
	
	All patients
n = 50

	With carcinoid syndrome
n = 25 
	Without carcinoid syndrome
n = 25 
	P value

	Age (median)
95% CI
	65.5
(61.5-68.5)
	67
(61.3-70.9)
	62
(58.0-68.9)
	0.19

	Gender
	F:21 (42) M:29 (58)
	F:9 (36) M:16 (64)
	F: 12 (48) M: 13 (52)
	0.39

	Median time since diagnosis (mo)
(95% CI)
	39
(21.54-48.46)
	45
(20.10-48.90)
	36
(18.21-56)
	0.66

	Prior Surgery
	24 (48)
	9 (36)
	15 (60)
	0.09

	Recurrent disease following  previous curative intent treatment
	8 (16)
	3 (12)
	5 (20)
	0.44

	Primary disease site
	

	Stomach
	1 (2)
	0 (0)
	1 (4)
	

	Small bowel
	29 (58)
	18 (72)
	11 (44)
	

	Pancreas
	11 (22)
	1 (4)
	10 (40)
	

	Large bowel
	3 (6)
	1 (4)
	2 (8)
	

	Unknown GI tract
	6 (12)
	5 (20)
	1 (4)
	

	Median Ki-67
	

	% (95% CI)
	3 (2-4.8)
	2 (2-5)
	3 (2-7.7)
	0.55

	ECOG PS N (%)
	

	0
	14 (27)
	7 (28)
	7 (28)
	

	1
	30 (60)
	16 (64)
	14 (56)
	

	2
	4 (8)
	1 (4)
	3 (12)
	

	3
	2 (4)
	1 (4)
	1 (4)
	

	Current treatment
	

	Nil
	5 (10)
	2 (8)
	4 (16)
	

	Best supportive       care
	1 (2)
	0 (0)
	1 (4)
	

	Chemotherapy
	5 (10)
	0 (0)
	5 (20)
	

	interferon + Somatostatin analogue
	2 (4)
	2 (8)
	0 (0)
	

	Peptide receptor radionuclide Therapy
	2 (4)
	1 (4)
	1 (4)
	

	Peptide receptor radionuclide therapy + Somatostatin   analogues
	2 (4)
	1 (4)
	1 (4)
	

	Somatostatin analogues
	28 (56)
	8 (72)
	9 (36)
	

	tryptophan hydroxylase inhibitor + Somatostatin     analogues
	1 (2)
	1 (4)
	0 (0)
	

	mTOR inhibitor
	4 (8)
	0 (0)
	4 (16)
	

	Use of psychoactive medications
	

	Nil
	44 (88)
	22 (88)
	22 (88)
	

	Selective serotonin Reuptake inhibitors
	3 (6)
	1 (4)
	2 (8)
	

	Benzodiazepine
	1 (2)
	1 (4)
	0 (0)
	

	Selective serotonin reuptake inhibitors + benzodiazepine
	1 (2)
	0 (0)
	1 (4)
	

	Unknown
	1 (2)
	1 (4)
	0 (0)
	


CI: Confidence interval; ECOG PS: Eastern Cooperative Oncology Group performance status.
Table 3 Comparison of responses in patients with and without carcinoid syndrome in the HRQoL QLQ-C30 questionnaire
	
	Without carcinoid syndrome
	With Carcinoid syndrome
	Difference between groups
	P value

	
	Mean score
	(95%CI)
	Mean score
	(95%CI)
	
	

	Global health status
	63
	52.3-73.7
	61.7

	49.6-73.7
	1.3

	0.92


	Physical functioning
	79.9
	73.0-86.8
	77.9
	67.9-87.9
	2.0
	0.79

	Role functioning
	74
	61.3-86.7
	70.7
	56.3-85.0
	3.3
	0.77

	Emotional functioning
	73
	63.0 – 83.0
	74.7
	63.7-85.6
	-1.7
	0.73

	Cognitive functioning
	76.7
	66.3-87.0
	74
	61.0-87.0
	2.7
	0.93

	Social functioning
	70
	58.6- 81.4
	79.3
	67.2-91.5
	-9.3
	0.15

	Fatigue
	34.7
	23.6-45.8
	37.8
	23.9-51.7
	-3.1
	0.84

	Nausea and vomiting
	11.3
	4.0-18.7
	8
	1.4-14.6
	3.3
	0.31

	Pain
	25.3
	11.8-38.8
	26.7
	13.5-39.8
	-1.3
	0.81

	Dyspnoea
	12.5
	1.7-23.3
	24
	10.5-37.5
	-11.5
	0.15

	Insomnia
	36
	22.9-39.1
	22.7
	10.9-34.3
	13.3
	0.12

	Appetite loss
	18.7
	8.1-29.2
	22.7
	9.7-35.7
	-4
	0.81

	Constipation
	9.3
	1.9-16.8
	9.3
	1.9-16.8
	0
	1.00

	Diarrhoea
	24
	9.4-38.6
	32
	17.4-46.6
	-8
	0.27

	Financial difficulties
	13.3
	3.6-23.1
	8
	-1.1-17.1
	5.3
	0.30


HRQoL: Health-related quality of life.
Table 4 Comparison of responses in patients with and without carcinoid syndrome in the HRQoL QLQ-GI.NET21 questionnaire 

	
	Without carcinoid syndrome
	With Carcinoid syndrome
	Difference between groups
	P value

	
	Mean score
	(95%CI)
	Mean score
	(95%CI)
	
	

	Endocrine symptoms
	16.7
	8.4-24.9
	28.4
	18.1-38.8
	-11.8
	0.04

	Gastrointestinal symptoms
	18.9
	12.7-25.3
	24
	16.5-31.5
	-5.1
	0.37

	Treatment-related symptoms
	17.5
	8.6-26.4
	10.1
	4.1-16.2
	7.4
	0.20

	Social functioning
	60
	50.0-70.0
	68.4
	58.7-78.1
	-8.4
	0.19

	Disease-related worries
	56.9
	43.0-70.8
	38.7
	26.2-51.2
	18.2
	0.05

	Body image
	15.3
	4.3-26.2
	13.3
	2.1-24.6
	1.9
	0.57

	Weight gain
	18.7
	7.4-30.0
	13.3
	2.1-24.6
	5.3
	0.30

	Muscle/bone pain
	41.3
	28.6-54.1
	46.7
	31.3-62.1
	-5.3
	0.62

	Information
	10.7
	2.0-19.3
	16
	4.7-27.3
	-5.3
	0.51

	Sexual functioning
	60.8
	35.6-85.9
	68.4
	47.4-89.5
	-7.6
	0.82
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