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Background: Local excision by Endoscopic Microsurgery (TEM) has remained controversial in rectal
carcinomas stage T2 and above due to higher rates of local recurrence principally from occult nodal
metastases. There has been considerable interest in the use of TEM combined with radiotherapy as an
alternative to radical resection.

Aim: Evaluate the efficacy of TEM and radiotherapy as an alternative to radical resection in stage T2 rectal
carcinomas.

Method: Records of 12 patients who underwent TEM for stage T2 rectal carcinoma at the Royal Preston
Hospital were reviewed. Their treatments and outcomes were recorded.

Results: 6 patients received radiotherapy and 6 did not because they either elected for subsequent radical
surgery (3 patients) or were unfit for further treatment and underwent follow-up (3 patients). Median follow-up
was 20 months. In the no-radiotherapy group, 1 patient who underwent subsequent radical surgery had
involved mesorectal lymph nodes and 1 patient undergoing follow-up without radical surgery developed
mesorectal nodal recurrence. In the radiotherapy group, all 6 patients underwent follow-up with no recurrences
to date. There was no 90 day surgical mortality.

Discussion and Conclusion: Whilst the numbers in the study were not sufficient for valid statistical comparison,
the lack of tumour recurrences in the group receiving radiotherapy does support the use of TEM with
radiotherapy as a promising alternative treatment modality for stage T2 rectal carcinoma particularly in patients
who are at high risk for radical surgery, have a near complete response to pre-op radiotherapy or are keen to
avoid a permanent stoma.
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Breast Cancer is a major clinical problem . Around 20% of the UK's 50,000 annual cases of breast cancer
have over amplification of HER2 receptors, leading to such tumours being classified as HER2 positive. HER2
is a membrane tyrosine kinase and oncogene. Herceptin® (trastuzumab) is a humanised monoclonal antibody
that binds to the extracellular domain of HER2 and is a targeted cancer therapy for HER2 positive cancers.
This presentation aims to present a literature review, summarising the scientific consensus of trastuzumab’s
mechanisms of action, how resistance develops, its side effects and to consider future advances in the drug
class. | argue that trastuzumab uses the immune system to create antibody dependent cellular cytotoxicity
directed against malignant cells, inhibits intracellular pathways, prevents dimerization of receptors and
angiogenesis. Resistance develops through mutations in the HER2 receptor and its corresponding pathways
preventing trastuzumab from functioning effectively. One in five patients experience reversible cardiotoxicity.
Second generation monoclonal antibodies utilizing the same principal as trastuzumab offer an exciting future
for targeted cancer therapy. To conclude, more research is needed around resistance, cardiotoxicity and
mechanisms of action. Better understanding of such processes could result in future generations of
trastuzumab delivering improved efficacy, fewer side effects and longer therapeutic windows before resistance
develops. In addition, the lessons learned from the development of trastuzumab as a monoclonal antibody
can be further applied to development of new targeted therapies in oncology and other medical areas.
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Background and Aims: A universally accepted measure of significant response to neoadjuvant therapy in
oesophageal adenocarcinoma (OAC) is required to stratify patients for precision treatment. Our study aimed to
define the utility of Mandard tumour regression grade (TRG) in UK clinical practice, assess its reliability, and
validate a clinically meaningful endpoint of significant pathological response.

Methods: A questionnaire assessed current clinical use of TRG in 11 UK centres. 7 centres provided
prospectively collected clinicopathological data from patients with treated OAC (2001-2016). Pathological
primary tumour response to neoadjuvant therapy was assessed using TRG, with blinded validation of scoring.
Lymph node downstaging (LDS) was assessed by comparing clinical and pathological staging (cN+ to ypNO).

Results: TRG was recorded by 73% of centres with 63% using TRG 1-3 to define a significant response to
therapy. Of 1258 patients studied, a significant overall survival advantage was seen with TRG 1-2
(responders, n=189) compared to TRG 3-5 (non-responders, n=1069) (mean overall survival; TRG 1-2: 10.4
years, 95% CI: 9.4-11.3 vs TRG 3-5: 4.8 years, 95% CI. 4.3-5.2, p<0.0001). A subset of non-responders
demonstrated LDS with a subsequent survival advantage (mean overall survival; TRG 3-5 with LDS, n=155:
7.9 years, 95% CI: 7.0-8.7 vs TRG 3-5 without LDS, n=581: 3.2 years, 95% CI: 2.9-3.6, p<0.0001).

Discussion and Conclusion: This multi-centre study validates responders to neoadjuvant therapy with overall
survival double that of non-responders. Assessment of response should not be confined to the primary tumour
as a cohort of apparent non-responders gain a survival advantage by lymph node down staging.
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Background: Nrf2 upregulates the transcription of detoxifying genes to minimise harm caused by oxidative and
chemical stress. Nrf2 is over-expressed in a various cancers and may confer a survival advantage to these
cells. Inhibition of Nrf2 could, therefore, be of therapeutic value. Brusatol has previously been investigated as
an inhibitor of Nrf2 in vitro and has been shown to inhibit tumour growth in a CRC mouse model by
researchers at The University of Liverpool. We explored the ability of brusatol to inhibit Nrf2, and the
subsequent impact on NQOL, at the protein and genetic level in tissue taken from the CRC mouse model.

Methods: Using liver and colon tissue from the CRC mouse model, western blotting and gPCR was performed.

Results: For Nrf2 protein quantification, there was a statistically significant decrease in brusatol-treated
samples compared with control of 94.4% (p = 0.0225) and 94.6% (p = 0.008) for liver and colon samples
respectively. No results for NQO1 were obtained. There was a small reduction in mRNA expression for both
Nrf2 and NQO1 however these results did not reach significance.

Conclusion: The results indicate that brusatol is an excellent inhibitor of Nrf2 at the post-translational level in
vivo. This suggests that there is potential for brusatol to act as a therapeutic agent against a variety of tumours
over-expressing Nrf2.
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BACKGROUND:

Previous studies have identified that the silencing of O6-methylguanine-DNA methyltransferase (MGMT) via
methylation of its promoter region renders Glioblastoma Multiforme (GBM) more sensitive to Temozolomide,
improving patients' prognoses.

AlM:
This study aims to confirm the above relationship in the NHS Tayside patient population.
METHODS:

A retrospective study involving 27 patients with GBM treated at NHS Tayside between 2012 and 2016 was
carried out. Data collected using patients’ case notes and electronic data bases: MGMT methylation status
and percentage expression; treatment received; overall survival; progression free survival.

RESULTS:
14 patients out of 27 patients were MGMT methylation positive (defined as 8.7% methylation and above).
All patients were commenced on TMZ chemotherapy with the exception of 4 due to palliative reasons.

The average overall survival time for patients with positive MGMT methylation was 17 months 24 days as
compared to 8 months 23 days for MGMT unmethylated patients.

Average progression free survival was also significantly longer for MGMT methylation positive patients (15
months 13 days) compared to methylation negative patients (7 months and 6 days).

Above the threshold for positive MGMT methylation (8.7%), there was no correlation between higher MGMT
percentage levels with patient overall survival and progression free survival.

DISCUSSION:

In this study, a clear benefit is shown between positive MGMT methylation status and patient outcome. This
further validates the application of MGMT methylation as a prognostic factor in real world, non-trial patients
with GBM.

CONCLUSIONS:

MGMT methylation status should be consistently investigated in all GBM patients to predict response to TMZ
and for patient prognostication.
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Background: Breastfeeding is hypothesised to decrease breast cancer risk. If this association holds true,
breastfeeding — being a potentially modifiable behaviour — could be used to reduce the incidence of breast
cancer. This is paramount as breast cancer is currently the most common cancer in the UK.

Aims: This poster aims to review some previous epidemiological findings to determine whether there is
evidence or not of the protective benefit of lactation.

Methods: A Medline search was carried out to identify eligible systematic reviews and/or meta-analyses.

Results: The collective epidemiologic evidence is largely inconsistent. An inverse association between lifetime
duration of breastfeeding and breast cancer risk looks likely, although the protective benefit has not been
consistently incremental. Ever breastfeeding appears to have no or a slight effect on overall risk of breast
cancer, but was associated with a significant decrease in risk of hormone receptor-negative (HR-) breast
cancers.

Discussion: Investigating the protective effect of breastfeeding against breast cancers in general may have
underestimated the risk reduction reported by previous studies. Since HR- breast cancers are more common
in younger women and have a poor prognosis, the protective effect of lactation against this subtype has major
public health implications. The biological basis is still unclear though.

Conclusion: Once the mechanism of action of the protective effect of breastfeeding is established, at-risk
women should be encouraged to breastfeed to reduce the incidence of HR- breast cancers.
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Background: Annually there are over 500,000 instances of head and neck squamous cell carcinoma (HNSCC)
worldwidel. Research demonstrates that response of HNSCC to treatment is associated with high risk types
of human papilloma virus (HPV)2. HPV positive HNSCC responds better to radiotherapy than HPV negative
HNSCC3. Can this be improved in cell lines by heat sensitisation?

Aims:

- Do HPV positive cell lines (HPVPCL) and HPV negative cell lines (HPVNCL) differ in % survival after
radiation exposure

- Does heat sensitisation reduce %cell survival of HPVNCL when exposed to radiation

- Are there increased chromosome aberrations in HPVNCL exposed to heat and radiation treatment compared
with controls

Methods: Chlonogenic, heat and radiation treatment and chromosome analysis were undertaken to determine
the effect HPV status had on cell survival and how this was affected by heat sensitisation.

Results: HPVPCL decreased in %survival when exposed to radiation from 100% to 12.75%, compared to
100% to 32.23% for HPVNCL. Using heat sensitisation the %survival of HPVNCL to radiation treatment
decreased to 17.4% and % of chromosome aberrations increased by 217% compared to controls

Discussion: HPVNCL showed an improved cell survival to radiation exposure compared to HPVPCL. However,
heat sensitisation and radiation treatment together reduced this survival by 54% on average in HPVNCL. Heat
and radiation treatment together also increased the percentage of chromosome aberrations seen in HPVNCL.

Conclusion: heat sensitisation prior to radiation treatment on in vitro cell lines has been shown to decrease the
%survival and increase the % of DNA damage in HPV negative HNSCC cell lines.
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Background: Brain metastases from malignant melanoma carry a poor prognosis. Novel systemic agents have
improved overall survival (OS), but the value of whole-brain radiotherapy (WBRT) and stereotactic
radiosurgery (SRS) remains uncertain (Dyer et al 2014). The melanoma-specific graded prognostic
assessment (msGPA) provides useful prognostic information, but the relevance to the modern-day population
has not been validated (Wilkins et al 2015).

Aims: Validation of the msGPA and the role of SRS combined with other treatment versus WBRT alone.

Methods: Since 2011, 48 patients received treatment for brain metastases from malignant melanoma at the
Rosemere Cancer Centre medical oncology clinic. Data were collated on demographic factors and survival.
Survival analyses were performed using Kaplan-Meier methods. Cox regression was used to identify
prognostic factors on univariate and multivariate analysis.

Results: OS from the date of diagnosis of brain metastases was 6.07 months (95% CI 2.13-10.0). On
univariate analysis, BRAF, performance status and msGPA were significant prognostic indicators for OS
(p=0.0086, p=0.0014 and p=0.0001 respectively), and remained significant on multivariate analysis. OS for
BRAF-positive treated patients (n=21) was 8.2 months, versus 3.7 months for BRAF-negative patients (n=23).
SRS combined with systemic agents (n=16) produced an OS of 13.5 months. Patients receiving WBRT alone
(n=12) had a poor prognosis (1.6 months).

Discussion and Conclusions: The msGPA remains a valid prognostic indicator in the era of novel systemic
treatments for melanoma. Incorporation of BRAF-status may produce a model with even greater prognostic
discrimination. WBRT alone has no role in the active management of melanoma brain metastases.
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Background: Diffuse large B-cell ymphoma (DLBCL) is the most common high-grade non-Hodgkin lymphoma.
Sixty-three percent of cases of DLBCL are in those aged 65 years and over. Comorbidities, physiological
decline and geriatric symptoms complicate the management of DLBCL in elderly patients.

Aims: The aims were to describe the demographic profile; gain a better insight into the biology; evaluate the
role of prognostic screening; correlate baseline parameters with outcomes; and assess immunochemotherapy
delivery in elderly patients with DLBCL.

Methods: A retrospective study that included all patents aged 60 years and over who were diagnosed with de
novo DLBCL at University Hospital Southampton from 2010 to 2012. Paper and electronic medicals records
were reviewed in all cases. Clinical and pathological variables were assessed.

Results: Sixty-eight patients were eligible. Median age was 74 years (range 60-90). 3-year overall survival
(0OS) was 50% (95% confidence interval: 38.1-61.9). Multivariate analysis revealed that age over 80 years
(hazard ratio [HR]: 2.9, p=0.044); Ann Arbor stage Il or IV disease (HR: 3.2, p=0.021); ECOG performance
score of 2, 3 or 4 (HR: 3.7, p=0.021); elevated white blood cell count (HR: 0.1, p=0.015) and elevated
neutrophil count (HR: 0.08, p=0.023) were associated with a reduction in 3-year OS. The age-adjusted
International Prognostic Index effectively stratified elderly patients.

Discussion: The study highlighted the importance of clinical and haematological parameters but indicated that
immunohistochemical markers are not useful in prognostication.

Conclusion: A better understanding of the factors associated with poorer outcome in elderly patients will assist
clinical decision making.
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Background: Patients with high PSA are referred to urology in accordance with NICE guidelines (NG12, 2015).
Upon discharge, GPs should provide follow-up PSA testing according to recommended schedules in urology
discharge letters. Aims: This audit examines primary care compliance with Locally Enhanced Service
Monitoring of Patients with Stable Prostate Cancer in Primary Care (2013) guidance on follow-up PSA testing
and the GP practice standard of offering annual follow-up for 5 years following a high PSA test result. Method:
We audited 241 patients who had a PSA test in the last 5 years and identified those referred to urology. We
assessed whether, upon discharge back to primary care, PSA follow-up was conducted according to local
guidelines. Results: The GP practice achieved full compliance with local guidelines on PSA follow-ups for
patients with stable prostate cancer, and good compliance with urology recommendations for other discharged
patients. Discussion: PSA is useful for monitoring recurrence of prostate disease. Timely testing in at-risk
individuals allows early detection and reduction in prostate cancer mortality (Schrdoder FH, et al., 2014).
Urology discharge instructions were sometimes less well-defined, and in such cases a clinical decision by the
GP on appropriate alert schedule may be needed. Conclusion: This practice could achieve 100% compliance
with urology discharge recommended monitoring schedules by implementing a manual alert system.
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Introduction

Breast cancers present with differential expression levels of hormone receptors (ER, PR, HER2), which
modern chemotherapy targets, resulting in 8 different subtypes. Research has shown that each subtype
presents with different histopathological features, thus affecting survival. We aim to investigate the prevalence
of breast cancer receptor subtypes between Asian and Caucasian women; and to compare their prognostic
indices.

METHODS

231 Asian patients with invasive breast carcinoma (IBC), age-matched with equal numbers of Caucasian
patients; were included in this retrospective cohort study (n=462). Receptor profiles and histopathological
features were extracted from medical records; Nottingham Prognostic Index (NPI) was calculated.

RESULTS

Across all receptor subtypes, Asian patients presented with higher NPI; lymph node status; invasive grade;
and larger tumour sizes (p<0.005); and had higher prevalence of HER2-positive subtypes (30.3%, p=0.002);
whereas Caucasian patients have a higher proportion of ER+/PR+/HER2- subtype (p=0.030), which is
associated with favourable prognostic indices. TNBC prevalence is similar in both groups, demonstrating the
highest proportion of grade 3 tumours, while HER2-positive subtypes demonstrated the highest NPI.
Furthermore, prognostic indices were worse in younger patients.

CONCLUSION

Consistent with recent literature, our study had provided evidence that Asian patients were more prone to
HER2-overexpressing breast cancer, but not TNBC subtypes, Also, poor clinico-pathological features were
associated with these 2 subtypes, correlating to a poor prognosis. Given the poor prognostic indices they
presented with and high treatment costs involved with these subtypes, our results have implications for clinical
care and future research.
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Multiple myeloma is a blood cancer originated from the plasma cells. Autologous stem cell transplants form the
standard of treatment for younger patients but are less common in those over the aged 65. Given that the
median age at diagnosis of multiple myeloma patients is 70 many older patients may benefit from such
transplants. In this study we look at how patient’s aged 65 and over vary from their younger counterparts
across a variety of outcomes. We compare 31 patients younger than 65 with 11 patients aged 65 and over.
Across a range of measures few differences were observed between the older and younger patient groups,
although more research is required into the effects of staging of disease and fitness on outcomes from
transplants.
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Background

Developments in advanced colorectal cancer treatment have seen the introduction of drugs targeting the
epidermal growth factor receptor (EGFr). KRAS mutation status has been shown to be a prognostic biomarker
of response to such therapies.

Aims

This study aims to establish whether there is a correlation between expression of phosphorylated AKT (pAKT),
a protein downstream to KRAS, and KRAS mutation status, potentially resulting in an additional biomarker of
response to anti-EGFr therapy.

Methods

Colorectal cancer tissue from patients with advanced colorectal cancer was collected and sequenced to
determine patients’ KRAS mutational status. Immunohistochemistry was performed on tissue microarrays
using a pAKT monoclonal antibody and staining intensity was scored.

Results

KRAS mutation status was available for 163 patients. Of these, 76 (46.6%) were KRAS mutant and 87 (53.4%)
were KRAS wildtype. Staining was nuclear and/or cytoplasmic for p-AKT, so cores were given two scores.
There was no significant difference between the distribution of either nuclear (46% v 42.5%, p=0.75) or
cytoplasmic (44.7% v 34%, p=0.30) pAKT overexpression in the KRAS-mutant versus KRAS-wildtype
populations respectively.

Discussion

Determination of pAKT protein expression appears not to discriminate between tumours with KRAS mutations,
and those without. Although one previous study found a correlation between p-AKT expression and KRAS
status (Davies, 2011), our study supports the results of a few existing studies conducted in colon and rectal
cancer (Davies 2010, Kato 2007).

Conclusions

Based on this study, we suggest that the use of pAKT expression levels as a biomarker of potential response
to anti-EGFr therapy is not at this time justified.
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Background

Breast cancer is the most common malighancy in women in UK. Incidence of breast cancer increases with age
with approximately 46% of the breast cancer cases diagnosed in females over the age of 65 years(Dixon,
2012). Literature suggests that older patients are less likely to receive standard management for breast
cancer(Lavelle et al., 2007).

Aim
To investigate the effect of age on treatment delivery in patients with invasive breast cancer.
Method

Data was collected retrospectively from 500 patients over 2012-2014. This included details regarding tumour
characteristics such as staging, hormone receptor status, functional status and comorbidities. Logistic
regression was employed to adjust for these variables to explore the effect of age on delivery of
chemotherapy, radiotherapy and endocrine treatment.

Results and Discussion

Elderly patients are less likely to receive chemotherapy when tumour characteristics, functional status and
comorbidities are accounted for. Compared to much younger patients(20-40 years), the odds of receiving
chemotherapy is significantly lower in patients aged 71-80 years(OR=0.06,95% CI:0.01-0.31). Patients aged
above 70 years are more likely to undergo dosage reductions and fewer chemotherapy cycles due to
treatment toxicities(Lyman et al., 2013). Therefore, fewer patients diagnosed at 70 years or above accept
chemotherapy when offered by clinicians. The likelihood of patients receiving radiotherapy increases with age
when the same variables are accounted for. Compared to patients aged 20-40 years, patients aged 71-80
years have increased odds of receiving radiotherapy(OR=2.54,95% CI:0.39- 16.5). No substantial change is
observed in endocrine treatment delivery with increasing age.

Conclusion

There is need to implement changes in current practice to decrease treatment discrepancies between older
and younger patients.
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Introduction: Chemotherapy causes complications that occur in an out-of-hospital environment. This study
aims to investigate the potential of wearable technology for remote monitoring of patients, enabling earlier
detection of complications, such as neutropaenic sepsis, thereby reducing admissions, reducing costs and
increasing patients QoL.

Method: Questionnaires were developed for chemotherapy patients and their carers to determine opinions on
overall care and follow-up, desire for further monitoring and levels of anxiety and depression. Following a
review of commercial fitness monitors, three devices (Fitbit Charge-HR, Jawbone Up-3 and Pulse-Ox) were
chosen for head-to-head comparison, which resulted in selection of the Fitbit. Subsequently, 11 healthy
volunteers wore the device for 1 week, while keeping a diary of activities and completing a questionnaire.

Results: 39 patients (average age=62 years, 24 men), and 29 carers (average age=59 years, 7 men)
completed the questionnaire. Responses confirmed a desire for remote outpatient monitoring and,
interestingly, greater levels of treatment-related anxiety in carers than patients (P=0.0004).

Studies in volunteers demonstrated the Fitbit’s ability to accurately capture data on heart rate, activity levels
and sleep, however there were problems with remotely accessing the data.

Conclusion: This study has demonstrated a clear enthusiasm among patients and carers for wearable
technology, and furthermore shown the capability of existing monitors to capture accurate and reliable data.
Challenges regarding software and the ability to measure temperature and oxygen saturation are likely to be
resolved in the near future, with this technology offering a significant advancement in out-of-hospital
monitoring in oncology.
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Background

Breast reconstruction is recommended for women undergoing therapeutic or prophylactic mastectomyl1. While
the conventional approach of sub-pectparallel presentation implant-based breast reconstruction confers good
cosmesis, pectparallel presentationis muscle detachment is associated with some potential disadvantages,
including post-operative pain, disruption of muscle function and animation deformity. The development of
acellular dermal matrices (ADMs) has facilitated implant-based breast reconstruction.

Aims

Our aim was to assess the feasibility of the novel technique of pre-pectparallel presentation implant-based
breast reconstruction with total ADM cover.

Methods

This approach was adopted in 68 patients (100 breasts) between June 2013 and June 2016. The cohort
included patients undergoing immediate and delayed breast reconstruction as well as those requiring revision
breast reconstruction. Patient demographics, surgical complications and outcomes were analysed.

Results

Minor and major complications occurred in fourteen breasts (14%), including seroma in six, skin necrosis and
cellulitis in two, and delayed wound healing, rippling, wound dehiscence, and stitch abscess in one breast. No
patient required more than a one-night inpatient stay with no delays to adjuvant treatment. To date, patient
satisfaction and cosmetic outcomes have been excellent.

Discussion

The use of ADM in breast reconstruction allows immediate breast reconstruction with accurate implant
positioning without compromising the pectparallel presentationis muscle. This has psychological benefits in
terms of preservation of body image and less stress in the post-operative period2.

Conclusion

This novel technique offers an adequate cosmetic outcome for patients wanting a quick recovery without
potential compromise of pectparallel presentation muscle function. Whilst our cohort showed promising initial
results, longer-term outcomes and studies are awaited.

References
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Background: Due to advancements in cancer treatment and higher survival rates, chemotherapy-induced
peripheral neuropathy (CIPN) has become an increasingly important side effect. CIPN mainly affects sensory
nerves, resulting in neuropathic symptoms that can negatively impact quality of life (QoL).

Aims: To investigate the incidence of CIPN in patients receiving neurotoxic drugs and the impact of
neurotoxicity on QoL.

Methods: Thirty-eight patients receiving treatment with either carboplatin, cisplatin, paclitaxel or docetaxel
were enrolled into this prospective observational study. Neurotoxicity was evaluated using the NCI-CTC
neuropathy score while the impact of CIPN on QoL was assessed using the EORTC QLQ-C30, EORTC QLQ-
CIPN20, FACT-G and FACT/GOG-Ntx questionnaires. CIPN and QoL assessments were performed at
baseline and at every subsequent chemotherapy cycle.

Results: CIPN presented as a predominantly sensory neuropathy. Eighteen patients developed CIPN over a
median of 4 chemotherapy cycles. FACT-G and FACT/GOG-Ntx assessments demonstrated CIPN to have a
negative impact on QoL, especially on the domains of physical, social/family and functional well-being.

Discussion: As the incidence of CIPN and its negative impact on QoL has been shown to be significant, CIPN
and QoL assessments should be incorporated into routine cancer care. This is especially important since
clinical decision-making regarding chemotherapy is based on a fine balance between the benefits and side
effects of treatment.

Conclusions: CIPN is a common side effect that negatively impacts QoL. As such, evaluation of CIPN and QoL
should be integrated into cancer management so as to improve clinical outcomes and QoL.
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Background: Endometrial cancer is the most common gynaecological malignancy in the UK. Endometrial
hyperplasia is an irregular proliferation of endometrial glands which presents as irregular
menstrual/postmenopausal bleeding with or without polyp involvement. Endometrial hyperplasia with atypia
can progress to endometrial cancer whilst hyperplasia without atypia is not considered premalignant.

Aims: This audit aimed to investigate outcomes of the Lancashire Teaching Hospital NHS Foundation Trust's
management of endometrial hyperplasia in premenopausal and postmenopausal patients compared to the
Royal College of Obstetricians and Gynaecologist's management of endometrial hyperplasia guideline
(February 2016).

Methods: 68 patients diagnosed with endometrial hyperplasia were audited. 19 were premenopausal (13
without atypia, 6 with atypia) and 49 were postmenopausal (18 without atypia, 31 with atypia). 55 patients had
polyp involvement.

Results: 71.0% of patients without atypia, 63.3% of patients with atypia and 94.5% of patients with polyp
involvement were managed correctly. Incorrect management in those without atypia was due to patient choice
with regards to management and incomplete treatment length prescriptions. Incorrect management in those
with atypia was due to refusal of surgery, surgical technical difficulty and inappropriate medical management.

Discussion: Autonomy must be respected in patient management especially when recommended treatments
influence wellbeing and fertility. Surgical operations may be unsuitable for those at high risk and preferable for
others at low risk.

Conclusions: This audit has found results which fall short of current management guidelines. Local guidelines
should ensure correct treatment lengths are prescribed and that medical management is not a routine first line
treatment of atypia.

References
No, RCOG Green Top Guideline, 2016. 67. Management of Endometrial Hyperplasia. London (UK).



Application No. ABSTR024

Title Retrospective Analysis of Sperm Banking for Oncology Patients
Presenting Author Lisa Jachertz, University of Manchester

Other Authors Natalie Croghan, University of Manchester

Subsection Medical Oncology/Haematology

Consider for Poster & Oral

Contents

Background

The combination of increased cancer incidence and increased survival has shifted the focus of cancer
treatment from survival alone to survival and post-treatment quality of life. Ability to father a family is a concern
amongst oncology patients and sperm banking is essential to preserve fertility against gonadotoxic treatments.

Aims

To identify: referral patterns of oncology patients to St Mary’s, effects of cancer on sperm quality, sample
usage rate, sample disposal rate and long term outcomes from sample use.

Methods

The database was analysed retrospectively, and information was compiled into a suitable excel spreadsheet.
Results

From 1976 to 2016 4,341 men between the ages of 12 and 67 were referred with cancer, of these 4,194
attended and 3,756 successfully banked a sample. 20% of men that could need sperm banking in the North
West of England were referred. Referral rates are increasing year on year. Testicular cancer was the most
common referral. Sperm concentration was significantly lower in testicular cancer. Usage rate was 9.7% and
disposal rate was 9.5%. 75% of samples are still in storage. Most disposals and usages occurred within 5
years of banking.

Conclusion

Referrals for sperm banking are low - further work with oncologists is needed to increase this. Testicular
cancer is the most common referral and most likely to have abnormal sperm quality before treatment.
Measures to increase disposal, or usage rates should be implemented. Inviting patients for semen analysis at
5 years after banking may help them make a decision regarding their banked sperm.
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Background: In 2015, The Christie published a report of 30-day mortality after treatment with systemic anti-
cancer therapy (SACT) in response to benchmarks set out by the National Confidential Enquiry into Patient
Outcomes and Death (NCEPOD).

Aims: The number of treatment-related deaths within 30-days following SACT in HPB/NET malignancies was
audited.

Methods: Electronic records of patients who died within 30 days of starting a cycle of SACT from 2009-2015
were assessed retrospectively to determine: (1) number of SACT-related deaths, (2) clinical characteristics, (3)
causes of death and (4) standard of care received using NCEPOD benchmarks.

Results: Within this period, 48,421 received SACT; 1853 died (4%) within 30 days. Of these, 101 (5%) were
treated for HPB/NET malignancies (98 [97%] in advanced setting); majority (67%) had pancreatic cancer;
median age was 65 years (range 39-85). Eastern Co-operative Oncology Group Performance Score (PS) was
not systematically recorded throughout treatment, but was available initially; O for 21 patients, 1 for 47, 2 for 27
and 3 for six. Decision to treat was deemed appropriate in 95%. Standard-of-care received preceding death
was available in 99/101 patients; 80% received “good care”, 18% had “insufficient information”. Three deaths
in HPB/NET patients (3%) were SACT-attributable; one “definitely”, two “probably”. One patient received
adjuvant treatment, two palliative chemotherapy and received “good care” prior to death.

Discussion/Conclusion: Percentage of patients with a HPB/NET diagnosis dying within 30 days of SACT was
low and standard-of-care was appropriate antecedent to death. Information regarding PS was incomplete;
thorough documentation of PS is recommended.
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Background - Treatment planning for prostate cancer radiotherapy (RT) uses imaging to calculate a
tumoricidal radiation dose to the prostate. Accurate RT planning limits toxicity to surrounding structures, such
as the bladder and rectum. Current treatment planning involves a computed tomography (CT) planning scan,
on which clinicians delineate pelvic organs manually, generating contours.

Aims — To investigate alternative methods of RT planning. Comparing the use of magnetic resonance imaging
(MRI) with existing CT imaging. Analysing the accuracy of contours automatically generated by computer
software using atlas data from different patients (inter-patient contouring) and the same patient (intra-patient
contouring).

Methods - MRI images of 15 patients undergoing radical RT for prostate cancer were manually contoured for
comparison purposes. Automatic-contours were propagated using ADMIRE atlas-based auto-segmentation
software for inter-patient data. Intra-patient data was generated for second-visit MRI scans of 6 patients.
Structure delineation performed by 5 clinicians was compared between MRI and CT images for 3 patients.

Results - Visual evaluation of automatic-contours revealed inaccuracies for bladder, rectum and superior and
inferior poles of prostate for inter-patient and intra-patient data. Intra-patient prostate contouring was superior
(DICE 0.830 vs 0.767). No significant difference was observed for clinician contour variation (inter-observer
variation) between MRI and CT imaging.

Discussion and Conclusions — Supplementary manual editing by clinicians would be required for automatic-
contouring using atlas-based propagation to generate feasible treatment planning contours. MRI provided
improved contour accuracy of the superior and inferior prostate. Further studies with additional clinician
contours may display benefits for MRI use in treatment planning.
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Background: Whilst the five-year survival rates of children with cancer continue to improve, research in the
adverse long term effects, such as premature ovarian insufficiency (POI), is deficient. Current markers of
ovarian reserve, follicle stimulating hormone (FSH), anti-Mullerian hormone (AMH) and antral follicle count
(AFC), show predictive capacity in assessing time until menopause and thus risk of POI, but have not been
fully investigated. This ability to accurately predict the risk of POI would lead to more appropriate clinical
counselling with increased awareness of interventions.

Aims: To compare data on the aforementioned ovarian reserve markers, and use this information to create a
preliminary quantitative model to assess time until menopause and hence, risk of POI.

Methods: A review of the literature was conducted; using this data and values from Hansen et al in 2012, a
preliminary quantitative model to predict time until menopause was created.

Results: AMH shows the greatest relative importance to predict ovarian reserve, however is of ultimate use in
conjunction with antral follicle count. The multiclass AUC for the preliminary quantitative model using AMH and
AFC was 95%.

Discussion: The data used in the study was based upon the normal population, leading to an incongruence
when to applying to childhood cancer survivors, it illustrated the potential role of AMH to assess ovarian
reserve and thus determine risk of POI.

Conclusions: AMH appears to be the greatest marker to assess risk of premature ovarian insufficiency,
therefore shows the greatest need for further investigation to assess its clinical use.

Reference:
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Introduction: The prognosis for patients with pancreatic adenocarcinoma is poor and only 15-20% of patients
are suitable for potentially-curative surgery at time of diagnosis. In advanced disease, gemcitabine +/- nab-
paclitaxel or 5-fluorouracil (5-FU)-based triple combination chemotherapy are first-line options. For patients
progressing on first-line treatment, there are few accepted second-line chemotherapy options; median overall
survival (OS) of approximately 6 months.

Aims: To assess progression-free (PFS) and OS in patients with inoperable pancreatic adenocarcinoma who
received second-line chemotherapy at The Christie NHS Foundation Trust and compare outcomes to historical
controls.

Methods: Case notes of consecutive patients with advanced pancreas cancer receiving second-line
chemotherapy treated from January 2012-April 2016 were reviewed retrospectively. Reasons why patients did
not receive second-line treatment were documented. The Kaplan-Meier method was used to determine
survival outcomes.

Results: One-hundred and ninety-five patients of 414 seen (47%) received first-line chemotherapy. Thirty-five
patients (15%) received second-line chemotherapy; these patients had a median age of 62 years (range 46-
78), 54% were female and 97% had an Eastern Cooperative Oncology Group Performance Score (PS) of 0-1.
The most common reasons for non-receipt of second-line chemotherapy were patient death (33%) and poor
PS (31%). The median OS from starting second-line treatment was 7.4 months (95%-Confidence Interval 5.5-
10); 5.7 months, 6.9 months and 11.5 months for those receiving Oxaliplatin/5-FU (N=15), Gemcitabine (N=7)
and Gemcitabine/Capecitabine (N=6) respectively.

Discussion/conclusion: Few patients with pancreatic adenocarcinoma were fit enough to receive second-line
chemotherapy. Survival outcomes in those receiving second-line chemotherapy at The Christie were
comparable to historical data.
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Background: Colorectal cancer (CRC) is a major cause of death worldwide, with current therapeutic
interventions offering limited success in treatment. Photodynamic therapy (PDT) is a promising alternative
strategy that involves light mediated activation of a photosensitising agent, such as the second-generation
photosensitiser Foscan; resulting in phototoxic cell death. Simple in-vitro tumour models play vital roles in
facilitating this research.

Aims: Assess the cytotoxic effect of Foscan-PDT in CRC cell lines and to investigate differences in Foscan-
PDT between 2D and 3D in-vitro culture platforms.

Methods: Foscan-PDT was assessed in 2D monolayer (HT-29, SW-480) and 3D spheroid (HT-29) models of
CRC. A light dose of 1J/cm2 was administered and cytotoxicity in monolayers was determined, using a dye
exclusion based viability assay. Qualitative images were taken of spheroids.

Results: Significant light and Foscan® dependant relationships were observed in HT-29 and SW-480
monolayers: (p=0.004) and (p=0.003) respectively. In 2D, HT-29 demonstrated greater resistance than SW-
480. In 3D, the effects of PDT were only observed at the highest concentration of Foscan®

Discussion: Foscan-PDT might offer advantages to conventional chemotherapy in the treatment of CRC.
Different cell responses were observed between cell lines and culture models, with spheroids bring more
resistant to PDT than 2D cultures. This indicates that the 3D structure and physiological gradients influence
response to treatment, highlighting the importance of effective pre-clinical models for clinical translation.

Conclusions: Foscan-PDT induces cytotoxicity in 2D and 3D CRC cultures. 3D multicellular spheroids appear
more resistant than 2D cultures.
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Background: The introduction of anti-CD20 monoclonal antibodies revolutionised the treatment of B-cell
malignancies. Despite promising results, patients still relapse and many gain resistance to therapy. Research
is now focused on enhancing their efficacy. Therapies such as farnesyltransferase inhibitors (FTIs) up-regulate
CD20 expression on B-cells are predicted to synergistically enhance anti-CD20 monoclonal antibody
mechanisms of cell death.

Aims: This study aimed to further investigate the effect of FTls (L-744,832) on anti-CD20 monoclonal antibody
induced cell death.

Method: The effect of L-744,832 on CD20 expression in vitro on Raji and Daudi cells at 24 hours was
investigated. Pre-treated tumour cells and/or neutrophils were cultured together for 4 hours to assess if L-
744,832 enhances anti-CD20 monoclonal antibody mediated antibody-dependent cellular phagocytosis.

Results: L-744,832 pre-treatment of tumour cells and/or neutrophils did not enhance anti-CD20 monoclonal
antibody dependent phagocytosis. L-744,832 did not activate neutrophils. L-744,832 treatment produced a
reduction in tumour cell number, with preliminary data suggesting L-744,832 has an anti-proliferative role on
tumour cells.

Discussion: Further preliminary data suggests L-744,832 was not able to up-regulate CD20 expression in B-
chronic lymphoblastic leukaemia cells, and recent studies suggest this may be due to an insufficiency in PU.1.
Macrophages are another effector cell that induce phagocytosis and should be investigated as a potential
mediator.

Conclusion: L-744,832 does not act via neutrophils. Future work should analyse other mechanisms of anti-
CD20 monoclonal antibody cell death in vitro and in vivo and further explore the effect of FTIs on CD20
expression and cell death in other B-cell malignancies.
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Background: One in eight women will be diagnosed with Breast Cancer during their lifetime. The majority of
these patients will undergo adjuvant chemotherapy. In some patients, this is fraught with severe and life-
threatening side-effects.

It has been shown that in assessing certain variables it may be possible to highlight those susceptible to
severe chemotoxicity. If correctly identified these patients may be offered a reduced chemotherapy-dose to
optimise safety. Current practice deploys a very subject method in which age and a few other factors are
quickly assessed in the clinician’s mind. It is therefore vital that a concrete scoring system is developed
provides accurate guidelines.

Methods: Review of literature identified two scoring systems that have been developed in prognosticating
chemotherapy side-effects. With aid from these we produced our own tool; The Prognostic Index.
Retrospective analysis of 100 breast cancer patients was conducted in order to test it.

Results: The Prognostic Index showed promise in assessing risk of chemotoxicity. We then analysed
individual parameters and found that performance status, comorbidity and evidence of metastases strongly
correlated to adverse events. Interestingly, age (extensively used in current protocol), was a poor marker of
toxicity.

Discussion: We find that The Prognostic Index aids in pre-empting chemotoxicity. We have proven that it is
possible to design a tool which can aid clinicians. Further prospective work on a large cohort is now required to
increase the accuracy of this tool. In doing so we hope it will replace current practice which is deemed out-
dated and inaccurate.
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Background: Over 30% of patients with non-small cell lung cancer (NSCLC) develop brain metastases during
the course of their illness (Langley et al., 2013). Brain metastases signify poor prognosis measured in a matter
of months even with optimal treatment. The NICE (2011) guidelines recommend considering a brain scan at
diagnosis in those selected for curative treatment to allow aggressive management of brain metastases and
prevent futile treatment to the lung.

Aims: To conduct an audit to see whether these NICE guidelines are being followed at the Christie. In addition,
we wanted to identify which patients developed brain metastases, how brain metastases were diagnosed and
treated, and also, the outcome of these patients, post-diagnosis.

Method: | carried out an audit using data from electronic patient records and the PACS system.

Results: 156 patients included. 9 patients out of 56 who were treated with curative intent had a brain scan at
diagnosis, representing only 16% of patients who fulfilled the criteria. No intracranial metastases were
diagnosed on screening. From the whole cohort audited, 17 patients developed brain metastases. All of these
patients presented with either stage Il or stage IV disease and 12 out of the 17 were adenocarcinomas.
Median survival after diagnosis of brain metastases was 40 days.

Conclusion: The majority of patients undergoing curative treatment were not screened at diagnosis. Those
diagnosed with brain metastases had brain scans after experiencing neurological symptoms. The
recommendation is to screen patients who present with stage Ill disease and are receiving intensive curative
treatment.
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BACKGROUND - Adjuvant chemotherapy is often an important component of breast cancer management,
reducing the risk of disease recurrence following local treatment. A large number of drugs are available, in a
growing number of combination regimens, with no single best or standard regimen agreed or identified. Within
the Lancashire and South Cumbria Cancer Network, five regimens are routinely used, with local guidelines
providing some guidance in selection.

AIMS — To audit current practice of adjuvant chemotherapy use within the network, focussing on choice of
regimen and tolerance. To explore patient experiences of chemotherapy treatment, including any variation
between regimens.

METHODS - Audit of 359 patients who commenced adjuvant chemotherapy in the twelve months prior to May
2016. 88 of these also completed questionnaires, describing the impact of treatment on their health and quality
of life, and experiences of side-effects.

RESULTS - Significant variation in regimen selection between clinicians and treatment locations was
identified. All questionnaire respondents reported impacts from chemotherapy on their health and quality of
life, particularly on social and employment activity. There was no evidence of a superior regimen in terms of
tolerability. Patient experiences suggest areas for improvement in the management of some side-effects.

DISCUSSION — Regimen selection may reflect clinicians’ own interpretation of the evidence, or local
population comorbidity. This data will be used to inform future local guidelines. Protocol changes could reduce
the incidence and severity of side-effects for some patients. Treatment experiences provided by questionnaire
respondents can be used to create information resources for future patients.
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Background

Neurofibromatosis type 2 (NF2) is an autosomal dominant tumour predisposition syndrome that leads to the
formation of multiple meningiomas, schwannomas and ependymomas along the cranio-spinal axis and
hallmark feature of bilateral vestibular schwannomas (VS). It is inherited in half of patients and other half occur
de novo. Previous studies have analysed severity with regard to meningioma count, mortality rates, and age at
diagnosis and presenting symptoms.

Aim

To determine the relationship between genotype and clinical severity by looking at baseline age, cranial nerve
schwannoma size and growth rates.

Method

MRI scans and data from patients registered with the Manchester NF2 centre were used in this study, dating
back to 2006. Schwannomas that had treatment before baseline scans were excluded, and patients with 2 or
more scans were used to calculate growth rate.

Results

153 patients met the inclusion criteria and 378 schwannomas were identified: 150 VSs, 93 Trigeminal nerve
(CNV), 86 Lower cranial nerve complex (CN9-12), 9 Occulomotor nerve (CN3) and 2 Abducens nerve (CN6).
92 schwannomas were excluded: 89VSs, 1 CN5, 2 CN9-12 due to treatment prior to baseline scan. There was
a strong correlation between genotype and genetic severity classification rt=.981, p=.001. Genetic severity
was negatively correlated to age for VS, CN5 and CN9-12 schwannomas (p<.001), and positively correlated to
baseline size and growth rate for VS and CN5 schwannomas (p<.05).

Conclusion

Genotype is an important factor influencing clinical severity of the NF2 condition. This was most significant
seen in VS and CN5 schwannomas.
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Aims — The aim of this study was to quantify the risk of adverse functional outcomes in patients undergoing
salvage laryngectomy and pharyngolaryngectomy for the treatment of laryngeal and hypopharyngeal
squamous cell carcinoma. This will also enable comparison of the risks and will show whether one type of
surgery has more favourable outcomes than another. This will give centre specific information when
consenting patients for surgery, and also aids in planning surgery.

Method — This was a cohort study of 46 patients who had undergone either a salvage total laryngectomy (TL),
circumferential pharyngolaryngectomy (cPL), or partial pharyngolaryngectomy (pPL) over 14 years at
Manchester Royal Infirmary (MRI). The data was collected using computerised and paper patient records and
The Christie and MRI hospitals.

Results — There is significant risk of patients losing the ability to swallow solid food and also to lose their ability
to communicate through speech. The risk of swallowing (p=0.005) and voice (p=<0.001) complications are
variable depending on the type of operation. Fistula appears to play a significant role in increasing the risks of
swallowing (p=0.003) and voice (p=<0.001) complications. Fistula formation also increases the length of
hospital stay (p=0.001).

Conclusions — The risks of these surgical procedures are fistulation formation, increased hospital stay,
swallowing and voice complications. These centre specific risks can now be quantified for patients. The
outcomes of these procedures vary somewhat. The highest fistula rates occur in the cPL group. This
association suggests that if oncologically possible a pPL will result in better functional outcomes than a cPL.
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Background and Aims

Brachytherapy is a well-recognised cervical cancer treatment. Evidence states effectiveness of this
intervention is dependent on the (1) relationship between HRCTV and D90 HRCTV1, (2) rate of local control
with respect to HRCTV2 and D90 HRCTV3, and (3) association between D2cc and toxicity to surrounding
pelvic organs2. All three determinants will be assessed throughout this study.

Methods

147 patients that received brachytherapy for primary cervical cancer were identified. Patient parameters
surrounding demographics, disease stage and treatment were noted. HRCTV, D90 HRCTV and D2cc to the
bowel, rectum and bladder were outlined from IGABT treatment plans. CTCAE v4.0 grades of toxicity were
recorded. Comparative variables were analysed using Stata® software. Follow up for local control was
documented from initial consultation until death, disease recurrence or most recent outpatient appointment.

Results

A negative correlation was identified between HRCTV and D90 HRCTV. From 140 patients with recorded
HRCTYV values, a 10% local recurrence was observed. Four and ten patient recurrences had HRCTV values of
230cm3 and <30cm3, respectively. D90 HRCTYV values from 122 patients highlighted that incidence of local
recurrence occurred more frequently within individuals receiving 290Gy compared to <90Gy. Furthermore, a
positive correlation was noted between increasing D2cc and severity of toxicity to pelvic organs.

Relationship between DOO HRCTV and HRCTV
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Discussion

Predicted observations were confirmed regarding both dose-volume relationship and organ toxicity.
Expectations that larger HRCTV and D90 HRCTYV values result in increased and decreased disease
recurrence, respectively were contradicted.

Conclusion

Advances in interstitial brachytherapy techniques intend to improve patient outcomes further.
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Background: Aromatase inhibitors (Als) are used as adjuvant treatment in oestrogen-sensitive breast cancers.
Recent evidence supports extending length of treatment from five years to ten years.[1] Guidelines are in
place to reduce the risk of treatment-induced osteoporosis.[2]

Aims: This study aimed to evaluate the effect on quality of life caused by side effects of letrozole, as well as
two-year outcomes of bone mineral density (BMD) monitoring within Lancashire Teaching Hospitals Trust
(LTHTR).

Methods: Forty patients were interviewed using a structured questionnaire to explore their experiences of Als.
A retrospective audit was conducted to assess whether bone management guidelines were being followed.

Results: Eighty-three percent of patients reported experiencing side effects, with 5% rated severely. Although
guality of life had been affected in 21% of patients, 89% would extend their treatment to 10 years, with high
tolerability reported. Vitamin D deficiency and low BMD were found in 49% of patients checked at baseline.
Vitamin D measurements were not carried out in 63% of patients already taking supplementation, despite
deficiency being found in half of those checked. DEXA scans were omitted in 9% of patients at baseline and
16% at follow-up. Low BMD was found in 48% of patients at follow-up.

Conclusions: The majority of patients would be happy to extend the length of their Al treatment. Bone health
remained stable across the cohort over two years, presumably through appropriate use of lifestyle advice,
Vitamin D supplementation, and bisphosphonates. Further staff and patient education could help improve
compliance with guidelines to 100%.
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Background

SAEs in clinical trials can significantly impact patients’ morbidity and mortality. In Phase | trials in healthy
volunteers, SAE rates of less than 0.5% have been reported. SAE rates among Phase | oncology trials are
poorly defined.

Aims

We aimed to identify the SAE rate in Phase | oncology trials within the ECMT.

Methods

SAEs occurring between 04/05/2014 and 08/03/2016 were identified and retrospectively interrogated using
clinical trial site files, trial workbooks, case report forms and electronic patient records.

Results

Of 136 patients enrolled in 25 Phase | trials, 42 (30%) patients experienced an SAE (some experienced
multiple SAEs). Overall, 68 SAEs were reported across 13 trials (no SAEs in 12 trials). Hospitalisation was the
most frequent outcome reported in 93% of SAEs (each SAE may have multiple outcomes) with no deaths
reported. Most SAEs (42%) were defined as Grade 2, 38% Grade 3, 13% Grade 1 and 8% Grade 4 as per the
Common Terminology Criteria for AEs. Causes of SAE were investigational medicinal product (IMP)-related,
disease-related and unrelated to IMP/disease (38%, 31% and 31% respectively). The average SAE duration
was 5.5 days. Following the SAE, the IMP was continued on the same dose in 43% of cases followed by
interruption, dose reduction and discontinuation in 21%, 4% and 25% of cases respectively.

Discussion
SAEs were more prevalent in patients on Phase | oncology trials compared to healthy volunteers.
Conclusions

There is need for active SAE monitoring in Phase | oncology trials and subsequently an ‘SAE tracker’ has
been established within the ECMT.
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Background

Cytotoxic T lymphocytes (CTLs) recognise and eliminate neoplastic cells, however, tumours are able to evade
the immune response. One of these immune-evasion mechanisms involves regulatory T cells (Treg) which
prevent protective anti-tumour CTL responses. Treg depletion in the CT26 mouse tumour model revealed the
emergence of potent anti-tumour CTL, highlighting the importance of priming in this response (James et al.,
2010). In addition, checkpoint inhibition immunotherapy induces protective anti-tumour responses in ~30% of
mice. Why immunotherapy only works in a minority of mice is unknown, but it is likely to alter the anti-tumour T
cell repertoire.

Aims

1) To investigate whether tumour cells migrate to draining lymph nodes

2) To characterise the effects of immunotherapy on anti-tumour T cell repertoires
Methods

PCR techniques were used to detect cancer specific genome changes in tumour challenged draining lymph
nodes. The V3 composition of tumour antigen GSW11-specific TCRs were analysed by flow cytometry at
different time points in anti-PD1 treated and control tumour challenged mice.

Results

Tumour cells were detected in draining lymph nodes of challenged mice. Anti-PD1 treated mice show a much
more diverse TCR repertoire with more oligoclonal expansion compared to the control group.

Discussion and conclusions

These findings support recent studies that suggest tumours restrict TCR repertoires and that immunotherapy
acts to broaden the TCR composition to enhance antitumour potency (Luo et al., 2014, Jia et al., 2015). These
changes may therefore allow the prediction of response signatures following immunotherapy.
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Background:

Obesity, which multiples the risk of endometrial cancer (EC) by 5-fold1 contributes to the annual 1% incidence
rise amongst young, premenopausal women2 who may decline the current standard and definitive
intervention, total (laparoscopic) hysterectomy (TLH) = bilateral salpingo-oophrectomy (BSO). Furthermore,
obesity and its associated co-morbidities complicate the feasibility of TLH-BSO. Presently, the Mirena
levonorgestrel-releasing intrauterine system (LNG-1US) is an off-license non-surgical, fertility-sparing
alternative, but robust data demonstrating its efficacy and place in treatment is lacking.

Aim:

To assess LNG-IUS performance in terms of disease control, patient experience, and cost-effectiveness in
women with Grade 1 EC and BMI 230 km/m2.

Methods:

Clinical and histopathological progress of obese women diagnosed with Grade 1 EC who were primarily
treated using LNG-IUS at our centre from 2013-2016 were retrospectively analysed. Women unsuitable for
LNG-IUS or who underwent radical surgery + adjuvant therapy for endometrial disease were excluded.

Results:

Symptoms, regardless of histological features, persisted in 67 of 143 (46.85%, 95% ClI, 45-48%) person-
months of follow-up (range 2-35 months). Of eight women, two achieved histological and symptom remission.
Half the cohort ultimately received additional progesterone or TLH-BSO despite initial contraindications.

Discussion:

Abandonment of examination secondary to patients’ physique and inconsistent institutional monitoring in the
absence of recognised protocol compromises optimal management. New guidelines recommend regular
surveillance until hysterectomy is performed.3

Conclusion:

Response to LNG-IUS was variable and unpredictable. Despite symptom relief and/or histological regression
in certain women, radical surgery remains first-line.

Lacking long term outcomes limit calculation of cost-effectiveness versus hysterectomy.
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Background

Neutropenic sepsis is a potentially fatal complication of chemotherapy requiring treatment with intravenous
antibiotics. Recovery is dependent on prompt treatment as delay in giving treatment can result in septic shock
and potentially death. NICE Guidelines recommend door to needle time for first dose of antibiotics within one
hour of presentation.

Aim
To investigate the compliance in giving antibiotics within one hour of presentation to patients in Aberdeen

Royal Infirmary with suspected neutropenic sepsis and the effectiveness of reducing door to needle time for
antibiotics using a clinical proforma.

Method

Case notes of 60 patients presenting to the acute medical ward with suspected neutropenic sepsis were
assessed over two month period. Patient arrival time and time of antibiotics given were documented. The
same data were then collected prospectively over another two month period after the clinical proforma was
implemented.

Results

Initially only 30% of suspected neutropenic patients received IV antibiotics within one hour of presentation.
Results showed that 95% of suspected neutropenic patients received IV antibiotics within one hour of
presentation after the clinical proforma has been implemented.

Discussion

It is well known that expeditious use of antibiotics in patients with suspected neutropenic sepsis has reduced
mortality and morbidity rates. The changes implemented from the clinical proforma have resulted in a positive
outcome for patients with a reduction in morbidity and mortality from neutropenic sepsis through the use of a
dedicated clinical proforma.

Conclusion

Implementation of a clinical proforma has resulted in reduction in morbidity and mortality from neutropenic
sepsis.
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Background/Aims

The incidence rate of childhood cancer, coupled with the concept of increased survival, has established an
ageing population who are a specific at-risk group. This group is susceptible to a range of late effects requiring
specialised healthcare.

Late effects are somewhat unknown outside the paediatric oncology setting.

Raised clinical suspicion and awareness regarding late effects amongst all healthcare professionals would
ideally enable efficient monitoring and recognition of complications.

Methods

Recent case histories, where professionals failed to recognise links between the current problem and past
childhood cancer treatment, were examined.

Questionnaires to both primary and secondary care practitioners were used to ascertain individuals’
experience and understanding of late effects and how they would seek further information.

Results

In primary care all practitioners had experience of caring for childhood cancer survivors, compared to 17% in
the secondary care study. Only one practitioner in secondary care was able to correctly identify recurrence or
progression as the leading cause of mortality amongst survivors. 71% of respondents noted that survivors may
face risks of recurrence, yet consensus regarding any other late effects varied (Cardiac 35%, Respiratory
17%, Infertility 29%).

Discussion/Conclusion

The necessity and potential to improve patient care by increasing awareness of late effects has been identified
by this initial study.

A mnemonic known as CE-RISK has been developed with each letter representing a late effect-
C-cardiovascular

E-endocrine

R-relapse or secondary neoplasm

I-infertility

S-syndromes-metabolic

K-kidney function

Further work aims to co-create patient held alerts using CE-RISK that health professionals would also find
beneficial.
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Background: Every day 7 teenagers and young adults (TYA’s), between the ages of 16-24
are diagnosed with cancer. Many of them present to GP’s or A+E departments which are
unaccustomed to dealing with young cancer patients, and it is common for them to have poor
communication experiences from medical professionals.

Aims: To take the experiences of TYA who have received a cancer diagnosis and combine
them in order to create materials that can be used to improve communication skills of the next
generation of doctors.

Methods: Following a literature review, patients were interviewed using a specifically
designed interview schedule. Two assessors then collated the interviews and analysed the
key themes which emerged. These themes, along with quotations were taken and used to
form a document, written in first person, aimed at providing guidance to all professionals.
Discussion: It was that many patients had experience of poor communication from
professionals. A European study of over 300 patients (1) showed TYA'’s endorsed
communication research as their 2nd highest priority in cancer care. Evidence from another
large study (2), suggests that medical professionals who receive communication skills training
based on patient experience and preference are better able to meet patients’ needs vs. those
who don't.

Conclusion: There is a very clear need to improve communications teaching within the
medical profession. Evidence suggests basing material on patient experience improves
doctor’s abilities to meet patient needs. Therefore, documents like those created by this study
should be used in the context of undergraduate medical education.
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Background: Fanconi Anaemia (FA) is a rare inherited condition associated with congenital and developmental
abnormalities. FA confers an extreme risk for the development of acute myeloid leukaemia, however a few
cases of T-cell lymphoblastic leukaemia have also been associated with FA. Two of these are associated with
mutations in FANCD2, which included the L153S mutation in both cases.

Aim: This project aimed to investigate aspects of a possible role of the L153S mutated FANCD2 protein in the
development of T-cell leukaemia.

Methods: Effects of the L153S mutation on the FANCD?2 protein was analysed in silico and experimentally.
Patient-derived cells with the mutated and wildtype cells were cultured with and without MMC-induced DNA
damage and analysed for FANCD2 by immunofluorescence and Western blot on cell lysates and after
immunoprecipitation.

Results: In silico analysis predicted a strong destabilising effect of the L153S mutation on the FANCD2
structure. By immunofluorescence, FANCD2 was detected in L153S mutated cells, but not by Western Blot.
Detection of FANCD?2 in wildtype cells may be improved by immunoprecipitation.

Discussion: The L153S mutation of FANCD2 may have a destabilising effect on the protein. Discrepancy
between FANCD?2 signals by Western Blot and immunofluorescence could result from low levels of mutated
protein below detection levels by Western blot. Further optimisation of the immunoprecipitation is needed
before it can be used in mutated cells to increase the signal of FANCD2, and together with
immunofluorescence might allow specific investigation of the L153S mutated protein for haematopoietic
lineage commitment and T-cell leukaemogenesis.
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Background

Diffuse large B-cell lymphoma (DLBCL) is an aggressive disease that represents 30-40% of new diagnoses of
non-Hodgkin lymphoma. Large tumour bulk is a recognised adverse prognostic factor in DLBCL and has
previously been recorded using an "X modifier’ to clinical staging for maximum tumour diameter (MTD) 210cm,
with a view to applying consolidation radiotherapy to sites of bulk. Significant evidence now commends
consolidation radiotherapy to sites with MTD=7.5¢cm.

Aims

We audited recording of bulk disease and proposal of radiotherapy at MDT, and assessed which patients
subsequently received radiotherapy. Our audit standards were:

Only patients with MTD=10cm should receive an X modifier at clinical staging.

Where an X modifier is given and radiotherapy not proposed, a discussion about the use of radiotherapy
should be documented at MDT.

Methods

MDT outcomes forms were used to assess recording of bulk; all other data was collected using these forms
alongside other patient records, including clinic letters and imaging results.

Results

68% of patients given an X modifier at had MTD=10cm on pre-MDT scan; 8% had MTD<7.5cm. 93% of
patients without X modifiers had MTD<7.5cm; 4% had MTD=10cm. 64% of patients with X modifiers
subsequently received radiotherapy.

Discussion and Conclusions

Current recording of bulk disease using the X modifier with MTD=10cm does not reflect current literature;
instead, MTD should be quantitatively recorded and all MTD=7.5cm considered for radiotherapy. If bulk
disease is documented, the current standard should be radiotherapy and if radiotherapy is not proposed,
reasons for this should be recorded at the discussion.
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Background

Acute lymphoblastic leukaemia (ALL) in paediatrics has a high cure rate; therefore particular care is taken in
reducing long-term complications such as osteoporosis. Osteoporosis can negatively affect quality of life but
its diagnosis is difficult in children. Vitamin D plays an important role in the maintenance of bone mineral
density, with vitamin D deficiency contributing to the risk of osteoporosis (Haddy et al., 2001).

Aim

To assess the diagnosis and management of vitamin D deficiency in ALL patients at Alder Hey Children’s
Hospital, to provide recommendations for change based on current guidelines.

Method

A retrospective audit of patients included in the UKALL 2003 trial.

34 had
82 included in UKALL 2003 presentation of 29 had casenotes
osteoporosis in available for audit
clinicletters

Figure 1 Selection of patients included in the audit

Standards are based on ‘Interim guidelines for oncology patients with osteopenia/osteoporosis’ set by Alder
Hey’s Oncology Department.

Results

Mean age at diagnosis of ALL was 8.1 years and the mean age at first presentation of osteoporosis was 11.1
years.

Figure 2 shows initial investigations.
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Figure 2 Graph showing the completion of initial investigations



27 patients (93.1%) had their vitamin D measured, results shown in figure 3.

Vitamin D levels of patients presenting with osteoporosis
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Figure 3 Graph showing results of vitamin levels

Of 18 patients with inadequate levels, 13 (72.2%) received replacement therapy — 9 (69.2%) with
Ergocalciferol.

Discussion

Data shows inconsistencies in the investigation of osteoporosis and vitamin D deficiency, most evident in the
measurement of TFTs and LH/FSH.

Replacement therapy was initiated in those with deficiency as per the guidelines.

Conclusion

Musculoskeletal pain can be a manifestation of ALL or a side effect of treatment so knowing when to
investigate can be difficult (Riccio et al., 2013).

Measuring vitamin D routinely from diagnosis of ALL could allow identification and treatment of low levels to
reduce the risk of deficiency and subsequent osteoporosis.
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Background

Breast cancer is the most common form of cancer in women in Myanmar(1). Lack of awareness of breast
cancer is resulting in late diagnosis and poor health outcomes (2, 3). Exploration of breast cancer awareness
in women in Myanmar is necessary to make recommendations for how to improve health education thus
improve health outcomes.

Aim
To explore the knowledge and awareness of breast cancer amongst a group of women in Hlaingthaya,

Yangon and to explore their sources of health information in order to provide recommendations to improve
existing health education services in Myanmar.

Method

Primary qualitative data was collected in June 2016 via semi-structured interviews with 10 women. Participants
within the inclusion criteria were recruited and interviewed within their local area. Data was analysed using
thematic coding.

Results

While there was awareness about the prevalence of breast cancer among women, there was little knowledge
about the causes, symptoms, screening and treatment. Discussion with friends and TV programmes formed
the core sources of health information.

Discussion

All women demonstrated an interest in greater education on breast cancer, specifically on prevention and
screening using most popular methods such as education days and distribution of leaflets. These were
deemed to be the most accessible, effective and cost-effective methods of health education.

Conclusion

This project offers an insight into awareness of breast cancer among women in Hlaingthaya Myanmar. The
Ministry of Health must work with NGOs to provide community health education days to raise awareness about
screening for breast cancer.
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Background WEE1 is a protein kinase that regulates DNA synthesis through cyclin-dependent kinase 1
(CDK1) phosphorylation. AZD1775, a WEEL1 inhibitor, has been shown to be an effective anticancer therapy in
pre-clinical studies by impairing DNA synthesis through nucleotide exhaustion. However, there is limited
evidence for its efficacy in colorectal cancer and the importance of p53 status is unclear.

Aims To determine the anticancer effects and mechanism of action of AZD1775 on two colorectal cancer cell
lines with differing p53 status.

Methods HT29 (p53 mutated) and HCT116 (p53 wild type) colorectal cancer cells were investigated.
Proliferation was assessed using a 48 hour WST-1 assay and apoptosis was measured using a caspase-3
assay. Flow cytometry was used to detect levels of double-stranded DNA breaks.

Results AZD1775 (1 yM) significantly inhibited proliferation of HT29 and HCT116 cells by 59.6% (p=0.001)
and 62.0% (p<0.001) respectively. It caused increased double-stranded DNA breaks (HT29: 0.6% vs 43%
p<0.001, HCT116: 1% vs. 25% p<0.001) and increased apoptosis (HT29: 0.8% vs 8.1% p=0.02, HCT116:
2.1% vs. 9.3% p<0.02) in both cell lines compared to vehicle control. Double-stranded DNA breaks could be
partially reversed in both cell lines when co-treated with either a CDK1 inhibitor or exogenous nucleoside
addition.

Discussion and Conclusions AZD1775 triggers nucleotide shortage promoting double-stranded DNA breaks
and apoptotic cell death in colorectal cancer cell lines. These effects appear to occur independently of p53
status.
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Background

Pancreatic cancer is notoriously difficult to treat. This is partly due to cancer stem cells (CSCs), a highly
tumorigenic sub-population of cells. Gemcitabine is a first line chemotherapeutic for locally advanced
pancreatic cancer. Nab-Paclitaxel is a novel formulation of Paclitaxel used to treat a variety of cancers.

Aim

To investigate any evidence of synergy when combining Gemcitabine and Nab-Paclitaxel in the treatment of
pancreatic cancer and its effects on CSC survival.

Method

Samples of the pancreatic cancer cell line MiaPaCa2 were treated with each drug individually, and then in a
series of combinations. Treatment efficacy was determined using cell count analysis and calculation of IC50
values. CSC survival was investigated using the expression of ‘Nanog’ as an indicator of stem-ness.

Results

The inhibitory effects of drug combination on the growth of MiaPaCa2 cells was superior to both individual
drug treatments. Cell growth remained inhibited when using combinations with low dose Nab-Paclitaxel. There
was some evidence of this combination specifically targeting CSC populations, though this is inconclusive.

Discussion

This drug combination may elicit greater therapeutic effects at lower doses than either drug monotherapy. The
possibility of CSC-focussed treatment could slow metastasis leading to better long-term prognosis.

Conclusion

The combination of Gemcitabine and Nab-Paclitaxel may provide a novel treatment for pancreatic cancer with
fewer side-effects and delayed development of chemo-resistance. Further investigation is required to elucidate
the mechanism of this drug combination and its effect on CSC survival.
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Background:

Tumour budding has shown promise as a prognostic factor in colorectal cancer. However, the molecular
profiles of tumour buds have only been investigated in relation to their ability to migrate (Epithelial-
Mesenchymal-Transition). Since much literature has linked EMT to stem-cell abilities, it is only natural to
inquire about the relationship between these two parameters and tumour budding.

Aims:

To investigate EMT and the expression of stem cell biomarkers in tumour buds and correlate subsequent
findings to disease-specific-death.

Methods:

Immunofluorescence analysis was carried out for four putative stem-cell markers (CD133, Lgr5, Nanog,
S0OX2) and two EMT markers (Ki67, E-Cad). The analysis was carried out on a tissue microarray containing
multiple tissue samples from 51 high-budding stage Il colorectal cancer patients. The intensity of biomarkers
was scored by eye, and correlations between the biomarkers and survival were made.

Results:

Most tumour buds did not express Ki67 or E-Cad, and only a small subset expressed SOX2. Univariate
analysis revealed that expression of SOX2 within tumour buds was significantly associated with disease
specific death (p= 0.0058).

Discussion:

The data suggested that the presence of EMT in tumour buds alone was insufficient to affect prognosis; it was
in fact the presence of stem-like ability that seemed to accurately predict disease-specific-death.

Conclusion:

The presence of SOX2 in tumour buds has proved to be an accurate parameter of prognosis in this study. The
novel combination of these two characteristics in prognostication may also shed light onto the underlying
mechanism of metastases. Further research is necessary to further validate the prognostic value of this
parameter.
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Background

The FOCUS study aimed to determine most effective use of chemotherapeutics Irinotecan and Oxaliplatin.
Genetic factors influencing response to these drugs are complex. Of particular interest are DNA damage repair
genes. This project explores common variants within two such genes: XRCC2 and XRCC3.

Aims

To test the hypothesis that 12 inherited genetic variants (single nucleotide polymorphisms; SNP) in XRCC2
and XRCC3 are associated with survival in patients with metastatic colorectal cancer.

Methods

Analyses focused on effects of SNP genotype, and interaction between genotype and treatment, on failure-
free survival during the trial, and overall survival, using Kaplan-Meier curves and a Cox proportional-hazards
regression model. SNP data were available from 1076 subjects.

Results

Both the heterozygote and rare homozygote genotypes of SNP rs3218408 in the XRCC2 gene were
associated with statistically significant improved survival in the trial, with hazard ratios (HR) and 95%
confidence intervals (95% CI) of 0.86 (0.75-0.99) and 0.70 (0.53-0.93) respectively; Ptrend=0.036. These
effects remained significant after controlling for treatment group (Ptrend=0.024). The heterozygote genotype
for SNP rs861528 was associated with statistically significant poorer prognosis, but there was no effect of the
rare homozygote genotype.

There was no evidence for interaction between SNPs and treatment group. SNPs rs3218454 and rs3218536
yielded statistically significant improved survival when the treatment was 5-Fluorouracil and Irinotecan and 5-
Fluorouracil and Oxaliplatin respectively from the start.

Discussion

Results from these experiments show trends between genetic variants and overall survival from metastatic
CRC. These results require validation in independent datasets.
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Background

Chronic lymphocytic leukaemia (CLL) is a B-cell malignancy in which antigenic stimulation of the B-cell
receptor (BCR) drives pathogenesis/progression.1 Inhibitors of BCR-associated signalling kinases, such as
the BTK and PI3K- inhibitors ibrutinib and idelalisib, have yielded dramatic clinical results associated with
rapid re-localisation of malignant cells from protective tissue microenvironments to the blood.2,3 The
mechanisms underlying redistribution are unknown but presumably involve effects on migration-controlling
receptors. This study aimed to characterise the effects of kinase inhibitors on BCR-induced down-modulation
of CXC-motif receptor-4 (CXCR4), a crucial determinant of CLL cell tissue homing/retention.

Methods

Primary peripheral blood mononuclear cells from 32 untreated CLL patients were stimulated in vitro using
immobilised anti-IgM antibodies as surrogate antigen in the presence or absence of BCR-signalling inhibitors.
CXCR4 expression was quantified using flow cytometry.

Results

BCR stimulation of CLL cells resulted in significant down-modulation of CXCR4 (mean 50% decrease). This
BCR-induced receptor ‘cross-talk’ was effectively inhibited by idelalisib or tamatinib (SYK inhibitor). Receptor
cross-talk was partially abrogated by ibrutinib, but not by the more selective BTK inhibitor acalabrutinib.

Discussion

These findings suggest that SYK and PI3K-, but not BTK, are required for BCR-CXCR4 crosstalk. Partial
inhibition by ibrutinib is likely due to its off-target effects; its spectrum of interactions are likely to be key to its
marked re-localisation effects.

Conclusions

These findings provide important insights into how BCR-associated kinase-inhibitors influence CXCR4. The
data add to the characterisation of these exciting new therapies, supporting targeting of patient sub-
populations based on laboratory parameters such as CXCR4 expression.

References
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Background: Adenoid cystic carcinoma(ACC) are rare tumours (1% of all head and neck malignancies) arising
most commonly the salivary glands. They are characterised by slow growth but a high propensity for local
recurrence and metastatic spread. Coupled with a lack of established systemic therapies, they represent an
unmet clinical need.

Objective: To identify a cohort of ACC patients treated at a tertiary care centre over a 34 year period and
evaluate their clinical outcomes.

Method: A retrospective analysis was performed of 63 patients diagnosed with ACC from August 1982 to June
2016 at the Christie NHS Foundation Trust.

Results: 63 patients(20 male, and 43 female) were identified. Median follow-up duration was 9.9 years (range
1.5-31.7).

5-, 10- and 15-year survival rates were 87%, 63% and 45% respectively. Primary tumours of the major salivary
glands versus other sites had better prognosis with 10-year survival rates of 85% versus 40% respectively
(P=0.02). Metastases developed in the lungs (n=24, 65%), bone (n=10, 27%) and liver (n=10, 27%). Only
3(8%) patients were disease-free with a mean disease-free survival of 16.4 years.

After the appearance of distant metastases, 5- and 10-year survival rates were 55% and 11% respectively.
Patients with bone versus lung metastases had a particularly poor prognosis with 4-year survival rates of 10%
versus 74% respectively (P=0.01).

Discussion: Acknowledging the limitations of retrospective data collection, survival rates from diagnosis were
comparable to previous reports. Survival after distant metastases were at the higher end of published data,
which may reflect associated bias in patient selection in a tertiary cancer centre. An improved understanding of
the molecular pathology of ACC is essential to improve treatments and outcomes and this is the subject of
ongoing research.
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BACKGROUND & AIMS: Approximately 1% of patients with pancreatic ductal adenocarcinoma (PDAC) have a
germline predisposition for developing this malignancy. Mutation identification may enable the use of targeted
therapies and guide family screening for carrier detection. The referral practice for genetic
screening/counselling in patients diagnosed with PDAC was assessed.

METHODS: Electronic case records for consecutive patients with PDAC seen at The Christie between Aug-13
and Dec-15 were reviewed. Patients’ demographic and cancer risk factor data were collected and analysed.
The EUROPAC criteria(1) was utilised for identification of patients appropriate for genetic counselling referral.
Univariate and multivariable logistic regression identified patients likely to fulfil the EUROPAC criteria.

RESULTS: A total of 400 patients were identified; 334 had the required personal/family history documented to
assess whether EUROPAC criteria were met. Of 49 patients meeting the criteria, 8 (16.3%) were referred,
41.7% of patients referred attended their appointment; reason for non-attendance was primarily related to poor
performance status or death. Three BRCA2 mutations were identified in the patient population (0.75%); one of
these didn’t fulfil the EUROPAC criteria (PDAC diagnosis at young age). The presence of any family history of
malignancy was predictive of meeting EUROPAC criteria (multivariable analysis Odds Ratio 12.3 [95%-
confidence interval 2.9-52.6]; p=0.01)

DISCUSSION & CONCLUSIONS: Of patients meeting referral criteria, few were referred. Earlier referral in the
cancer pathway may enhance this. Consultation of EUROPAC criteria should be considered for patients with
any family history of cancer. Expansion of criteria may be required to capture all relevant cases.

References

1. The European Registry of Hereditary Pancreatitis and Familial Pancreatic Cancer (EUROPAC). Familial
Pancreatic Cancer Entry Criteria. [Available from: http://www.europac-org.eu/.



Application No. ABSTRO061

Title Evaluation of PIM kinase as a novel opportunity to target c-Myc driven prostate cancer
Presenting Author Nicholas Pearson, University of Manchester

Other Authors Neil Smith, AstraZeneca, Dr Mick Brown and Professor Noel Clarke

Subsection Translational Oncology/Basic Science

Consider for Poster

Contents

Background: Prostate cancer (PCa) is the most common malignancy in men and is the cause of 1-2% of
deaths in men (Attarrd et al, 2016). Biomarkers that stratify patients based on risk could improve PCa care and
present new drug targets. One such biomarker is the transcription factor c-Myc, which is frequently amplified in
human cancers and raised mRNA levels are seen in most PCa (Gurel et al, 2008). Yet c-Myc is considered
“‘undruggable” having no active site and being required for normal proliferation. PIM family kinases have been
shown to cooperate synergistically with c-Myc, driving tumourigenesis in in vivo tumour models (Wang et al,
2010). Current evidence supporting the relationship between c-Myc and PIM in PCa is derived from preclinical
data.

Aims: Here we attempted to explore whether this translates to a clinical setting and further evaluate PIM as a
target for c-Myc.

Methods: To achieve this we firstly validated immunohistochemistry assays for c-Myc and PIM, and then
correlated the protein expression data from 284 PCa patient tissue samples, with their clinicopathological data.

Results: There was no strong correlation between the protein expressions of c-Myc or PIM and either Gleason
grade or D’Amico score. From Kaplan-Meier plots the D’Amico score was superior to the Gleason grade and
applications of prostate specific antigen serum levels at predicting prognosis. High nuclei c-Myc protein levels
were associated with poor prognosis (overall survival).

Discussion: c-Myc and PIM appeared to have no synergistic relationship while PIM had minimal association
with prognosis.
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Background and aims

It is recognised that small molecule inhibitors of intracellular signalling achieve clinical benefit (at least in part)
by modifying dynamic interactions of chronic lymphocytic leukaemia (CLL) within the tumour microenvironment
(TME). This project aimed to establish robust measures of interactive behaviour of live primary CLL
lymphocytes that could describe, quantify and compare effects of signal inhibitor drugs.

Methods

CLL lymphocytes were cultured in vitro together with accessory cell types and exposed to different intracellular
signal inhibitors. Fixed or live cultures were prepared and probed using microscopic and flow cytometric
techniques before evaluation using objective morphometric (shape analysis) approaches to quantitatively
describe and statistically evaluate behaviour.

Results

Cell shape and cell interaction were visualised using antibody or F-actin probes to demonstrate the formation
of communicative F-actin structures (filopodia, lamellipodia and ruffles), cell groups and shape change, that
were then quantified using novel analyses of binary image shape, antigen-co-localisation, and cell proximity,
combined with live-cell analyses using skeletonised cell-groups and individual cell tracking. These analyses
demonstrated that different dynamic interactions could be detected and evaluated to demonstrate objective
statistical differences that reflected the cell-signal inhibitor used.

Discussion and conclusions

These approaches successfully demonstrated that different drug treatments profoundly altered interactive
cytoskeletal structures in different ways, and showed that functional changes could be quantified and
statistically evaluated. This approach may be combined with biochemical assays and measures of proliferation
and survival to test new agents or combination therapies that may improve clinical outcomes in CLL.
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Background: Despite the high cure rates in newly diagnosed acute lymphoblastic leukaemia (ALL), 10-15% of
the children relapse(1). Relapse is associated with poor outcome and cannot be explained by genetic
heterogeneity alone. The bone marrow microenvironment also plays a role in disease recurrence(2).

Aim: To investigate bone marrow stromal cell (BMSC) mediated ALL cell survival in hypoxia.

Methods: ALL cells were cultured under normoxic (20% oxygen) and hypoxic (1% oxygen) conditions. Cell
viability and cell count were checked using trypan blue. Western blot was utilised to analyse expression of the
proteins of interest. Gene knockdown was carried out by lentivirus-mediated shRNA interference. For analysis
of reactive oxygen species (ROS) flow cytometry was used.

Results: Cell survival was significantly better in normoxia compared to hypoxia while BMSC protected primary
ALL cells in hypoxia. The addition of superoxide scavengers, tempol and tiron, significantly increased cell
survival in hypoxia. Cells cultured in BMSC-derived conditioned medium had increased expression of the
transcription factor forkhead box-O (FOXQ)3a and the antioxidant manganese superoxide dismutase
(MnSOD) compared to those cultured in normal medium. Knockdown of FOXO3a increased ROS levels and
decreased survival in hypoxia. Increasing mitochondrial superoxide production by mitochondrial complex |
(MCI) inhibitor BAY 87-2243 significantly decreased cell survival.

Conclusions: In hypoxia, high levels of superoxide cause cell death. BMSC support cell survival by up-
regulating the expression of FOX0O3a and MnSOD, which reduce superoxide levels. Increasing superoxide
levels by interfering with MCI may be used as a therapeutic strategy in ALL to suppress BMSC mediated
protection.
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BACKGROUND: Hepatocellular carcinoma (HCC) is the second most common cause of cancer-related
mortality. The characterization of circulating tumour cells (CTCs) from peripheral blood, may provide
information which may help to predict prognosis or stratify patients for targeted therapies. Asialoglycoprotein
receptor-1 (ASGPR1) is predominantly expressed by hepatocytes and this may be utilised as a biomarker to
detect liver-specific CTCs. Some CTCs undergo the epithelial-to-mesenchymal-transition (EMT) and express
Vimentin. This additional biomarker could aid with identifying CTCs.

AIM: To detect CTCs in blood samples from patients with HCC, by targeting cells expressing ASGPR1 or
Vimentin using imagestreamX flow cytometry

METHODS: Blood samples were obtained from 8 consenting patients with HCC. Red blood cells and
leucocytes were depleted, in order to enrich the CTCs. Following this, patient samples were stained with a
panel of antibodies conjugated with fluorochromes, in order to identify Vimentin, Cytokeratin or ASGPR1
biomarker positive CTCs using ImagestreamX. Furthermore, CTC detection was based on additional
parameters such as surface area (>200um2), the absence of CD45+ expression and a large nuclear content.

RESULTS and DISCUSSION: ASGPR1 and Cytokeratin were the most common biomarkers expressed by
CTCs detected in 62% (5/8) of patients. A greater number of CTCs detected expressed Vimentin alone
(n=20), in comparison to Cytokeratin (n=5). This confirmed that CTCs downregulated the expression of
epithelial biomarkers such as Cytokeratin, due to EMT.

CONCLUSIONS: We have designed a novel sensitive panel of antibodies that detected biomarker positive
CTCs which expressed ASGPR1, Vimentin and Cytokeratin from peripheral blood samples, using
imagestreamX.
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Background:

‘Prehabilitation’ is an effective concept for improving a patient’s pre-operative status to make them fit for
surgery’. Focusing on physical, nutritional and psychosocial aspects, these programmes are labour intensive
to implement; thus requiring multiple home or clinic visits. Using Fitbit devices could be a potential avenue for
delivering more efficient prehabilitation programme.

Aims:

This study aims to develop a technology based prehabilitation programme consisting of exercise, nutritional
and psychological components. The feasibility of delivering this programme via a Fitbit device was also
assessed.

Methods:

12 patients were recruited into a questionnaire based patient perception study following major abdominal
surgery to evaluate compliance and perception towards wearable technology and prehabilitation. A further 6
healthy volunteers were recruited to wear a Fitbit device for 2 weeks and actively participate in the
programme. The ability to perform 10,000 daily steps and the 6 minute walking test was assessed; along with
comparison of completing manual vs digital nutritional diaries and monitoring of resting heart rate. Data was
collected using the Fitbit Wellness Programme with subsequent qualitative analysis.

Results:

Patients responded positively towards a technology based prehabilitation programme and were happy to be
actively monitored via a Fitbit. The device proved to be further efficacious through remote monitoring and the
use of notification to encourage adherence.

Conclusion:

Smart devices could potentially provide a useful method of delivering efficient prehabilitation programmes with
improved patient compliance. Further development is recommended to improve the technological interface in
order to collect data for certain vital parameters.
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Background:

Colorectal cancer is one of the most prevalent malignant tumors in the world and it has high rates of mortality.
A right election of a treatment could be a huge benefit for the patient.

Aims:

To assess the predictive value of the KRAS mutation status in order to choose the best treatment option for
each patient.

Methods:

Literature review in different databases including articles related to the topic published from 2007 to the
present.

Results:

The results of five studies are presented ( OPUS, CRYSTAL, PRIME, CO-17 and the one of Amado et al.)
and they have been evaluated efficacy and safety data related to anti-EGFR (Epidermal Growth Factor
Receptor), as Cetuximab and Panitumumab, both when they are used alone or in combination with traditional
chemotherapy drugs (FOLFOX y FOLFIRI).

Discussion and conclusions:

KRAS mutation status has a high predictive value in patients with mCRC (Metastatic Colorectal Cancer) in
treatment with anti-EFGR, as monotherapy and in combination with chemotherapy. The use of monoclonal
antibodies like Cmab and Pmab as frist line treatment in combination with chemotherapy in patients with Wild
Type KRAS increase overall survival and the response to the treatment.

Studying the safety, it is observed that skin toxicity also have some predictive value in patients with anti-EFGR
therapies.

Amado, R.G. et al., 2008. Wild-type KRAS is required for panitumumab efficacy in patients with metastatic
colorectal cancer. Journal of Clinical Oncology, 26(10), pp.1626—1634.
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FOLFOX4 for first-line treatment of metastatic colorectal cancer. Annals of oncology : official journal of the
European Society for Medical Oncology / ESMO, 25(7), pp.1346-55.
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Background

‘Burnout’ is one of the most common manifestations of distress amongst healthcare workers, with oncology
health professionals cited as being at particular risk.

Aims

We aimed to (1) gain insight into the work experiences of oncology Support Staff (SS), focusing on the
emotional impact of their work, relationships with patients and colleagues, and risk of burnout, and (2) gather
data to shape the development of possible emotional support programs.

Methods

A qualitative Maslach Burnout Inventory Questionnaire (MBI) was used to explore the experiences of SS in
addition to a focus group meeting.

Results

Eight staff members returned the questionnaire and six participated in the focus group. Results from the MBI
demonstrated that SS were encountering a moderate to high level of burnout, particularly in the ‘personal
accomplishments’ dimension. Thematic analysis of the focus group identified job satisfaction, patient needs,
training needs, bereavement, peer support and feeling valued as an employee as areas of interest.

Discussion

Relationships with patients have a significant emotional impact on healthcare support workers in the oncology
setting. The frequent experience of loss has emotional consequences such as burnout and impacts on other
areas such as job satisfaction. Staff value the support gained from close team working in this setting, which is
mostly informal.

Conclusion

Support workers were found to experience emotional distress and a moderate level of burnout. Although
further research is needed to fully understand the causes and impact of work stress, improved staff support
and training is recommended
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ABSTRACT:

Background: 37,409 new cases of lung cancer were reported in the UK in 2014(Royal College of Physicians
2015); the large majority were detected at a late stage. Early diagnosis is pivotal in improving lung cancer
prognosis.

Aims: This report aims to investigate the need for educational support for GPs in the Greater Manchester
region in managing lung cancer patients.

Methods: Initially, phone interviews with several GPs aided in the formation of an online questionnaire, which
was sent to GP practices and MacMillan GPs in the Greater Manchester region. The questionnaire explored
their interest in training on lung cancer, use of guidelines for referral and identification of red flag symptoms.

Results: 48 GPs completed the survey, mainly from the Stockport and Wigan CCGs. Responses were poor
from most other CCGs. Despite their confidence in spotting the signs and symptoms and making urgent
referrals, only 10% of them received training on lung cancer in the last 12 months while 85% were interested in
relevant training. Educational needs are apparent with a preference on the use of e-learning modules or a
daytime event within their CCG.

Discussion: Results are not representative of CCGs in the region and further emailing or calling GP practices
will hopefully increase questionnaire responses.

Conclusions: The lack of up to date training of primary healthcare practitioners with regard to lung cancer is
evident. The formation of an e-learning package accessible to all GPs in Greater Manchester is likely to
improve clinical knowledge, resulting in earlier detection and better prognoses.
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Background: Challenges have been identified in approaching, discussing and communicating the transition
into palliative care. Holistic support is an integrated part of the palliative care pyramid; clinicians should be able
to treat patients as a whole, from medical and psychosocial point of view.

Aim: To identify the need for an integrated approach to palliative care to improve care in the last days of life.

Method: A critique of PubMed and an internet review of the literature with search terms ‘the medical and
holistic approach to palliative care’ and ‘communication with patients.’

Results: ‘There are no precise ways of telling accurately when a patient is in the last days of life’ 1 Clinical
indicators, based on the gold standards framework2 can be used to identify the palliative needs of patients.
Prognostic indicators can only assist clinicians in recognising dying patients; healthcare professionals need to
get to know their patients and gain an understanding of their individual disease trajectory. There are no
specific communication tools for discussing patient’s prognosis, however the most important aspect to patients
is to be realistic and have an individualised approach.3

Conclusion: Guidance on illness trajectories and prognostic indicators can only act as a rough guide in
supporting patients, families and healthcare professionals at the end of life. The pyramid model of palliative
care gives a visual tool to help clinician’s approach both the medical and holistic aspects of palliative care and
recognise the opportunities for flexibility in moving around the pyramid to offer individualised patient care.
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An effective cervical screening programme is one which identifies problems in higher risk patients early so that
they can be monitored for potentially harmful lesions and treated quickly. This audit aimed to assess the
coverage of the cervical screening programme at Elliot Street Surgery, in order to create targeted
recommendations towards specific age groups. Patients were randomly selected from a list of eligible women
and data was collected via the GP patient data system. Checks for last cervical smear were made and data
compiled from this. Analysis revealed low attendance in the 25-30 and 51-64 age ranges (68.2% and 68.4%
age appropriate screening rate respectively), with increased attendance amongst those aged 31-40 and 41-50
(77.6% and 86.3% respectively). Drawing upon local CCG and national data allowed the efficacy of the
practice's cervical screening programme as well as socioeconomic depravity to be assessed and compared
comprehensively. The results from this audit reflected a national decline in the rate of cervical screening
uptake[1]. Recommendations have been provided on how to increase uptake in low attending target
populations.

[1] Screening and Immunisations team, Health and Social Information Centre. Cervical Screening Programme
England Annual Statistics.; 2014. http://www.hscic.gov.uk/catalogue/PUB15968/cerv-scre-prog-eng-2013-14-
rep.pdf (accessed 2nd-9th February 2016).
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Background: Nasopharyngeal carcinoma (NPC) is a rare tumour arising from the epithelium of the
nasopharynx. Locally recurrent NPC can be treated with salvage surgery and re-irradiation achieving long term
control in selected subgroups. Although metastatic NPC is regarded as sensitive to many chemotherapy
agents, there are no guidelines for the management of metastatic NPC.

Aims: To audit chemotherapy use and outcomes for patients with recurrent or metastatic NPC treated at The
Christie NHSFT.

Methods: The management of recurrent or metastatic disease for 10 patients with NPC treated between 2007
and 2016, was audited.

Results: 6/10 patients had recurrent or metastatic NPC (male: female 6:0, median age 56 (range 50-71)).
Median time to recurrence was 1.9 years.

Two patients received salvage surgery with 1 and 3 year disease free interval until further
metastases/recurrences. One patient received TPF chemotherapy, followed by cetuximab, with radiological
response. One patient achieved long term control with induction TPF chemotherapy (docataxel, cisplatin,
fluorouracil) followed by concurrent cisplatin radiotherapy. Two patients received carboplatin and capecitabine
chemotherapy — one had a radiological partial response and the other no measurable disease. One patient
received docetaxel chemotherapy with radiological partial response. One patient received best supportive care
alone.

Conclusion: Surgery and re-irradiation was used to good effect in locally recurrent NPC patients included in
this audit. As expected, most patients had chemotherapy sensitive disease. Varied systemic chemotherapies
were used to highlight a need to develop local guidelines for the systemic treatment of metastatic disease.
Once this guideline is developed, this will be re-audited.
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Background:

In recurrent or metastatic head and neck squamous cell carcinoma (HNSCC), palliative chemotherapy is
recommended for patients with good performance status (PS). PS is a global measure of physical functioning.
First-line chemotherapy for this cohort was defined as fluorouracil and cetuximab in combination with cisplatin
or carboplatin in a study by Vermorken et al. (2008). This study only included patients with a Karnofsky PS of
70 or more, although survival benefit was primarily seen in patients of PS 80 or more.

Aims:

To assess whether performance status was recorded and was of a satisfactory level prior to chemotherapy
commencement.

Methods:

Medical record review with a descriptive analysis in those with recurrent or metastatic HNSCC who began
palliative chemotherapy between September 2015 and June 2016 (n=18).

Results:

89% (16/18) had PS recorded in at least one form before palliative chemotherapy commencement. All of these
patients had WHO PS <2, KP >70 or ECOG =1. 93% were KP 80-100 (n=14); only one patient was KP 70 and
WHO PS 2. PS was not recorded before starting chemotherapy in 11% (2/18), as they formed part of a clinical
trial.

Discussion:

Performance status should be routinely assessed and recorded as it is a prognostic indicator. Overall, PS was
well-documented; 89% had it recorded prior to commencing chemotherapy and in the remainder it was
subsequently documented. All patients were KP 70-100, majority being KP 80-100, consistent with the group
deriving greatest benefit from this treatment.

References:
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Background:

Febrile neutropenia is an acute oncological emergency for paediatric patients on chemotherapy. Minimising
the time to antibiotic administration in these patients is of central importance. Recent evidence has led to
updated guidelines for antibiotic administration in this clinical setting. Currently there are two guidelines for
treating febrile neutropenia at the Royal Hospital for Children (RHC), Glasgow: the national (MSN) guidelines
and the local (RHC) guidelines. This audit evaluated compliance to both guidelines by examining time taken
for medical assessment and time to first antibiotic administration.

Methods:

Over an 18-day period, attending medical and nursing staff completed a simple proforma, recording timing of
events in the Emergency Department (ED), ward 2A and the Day Care Unit (DCU). Subsequent analysis of
timings revealed compliance to both protocols. Patient outcomes at 72 hours were also recorded.

Results:

Data from 9 patients was collected and analysed. Based on mean timings: The Schiehallion unit (Ward 2A and
DCU) complied with both protocols for time to medical assessment. The ED did not. The Schiehallion unit
complied to the national (MSN) protocol of administering antibiotics within the first 60 minutes, but not the local
(RHC) guideline of 30 minutes. The ED did not comply to either the local or the national guidelines.

Conclusions:

CEWS on presentation did not determine time to medical assessment. Lack of CVC line access on
presentation was associated with reduced time to first antibiotic administration. Key improvements to the
service should be targeted at the out-of-hours service for febrile neutropenia, particularly in the ED.
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Background

The treatment of RM-HNSCC is with cetuximab, 5-FU plus either cisplatin or carboplatin (1). Although many
studies included cisplatin and carboplatin in combination chemotherapy, no studies have conclusively shown a
difference in overall survival between these agents. However, they have differing toxicity profiles.

Aim:

We aimed to audit the use of platinum chemotherapy before and after the introduction of a medical oncology
RM-HNSCC clinic in September 2015.

Method

Records of the 29 patients receiving palliative chemotherapy were reviewed to determine which platinum
agent was prescribed and documentation of the clinical reasoning.

Results

74% (14/19) of patients treated prior to September 2015 were commenced on cisplatin based palliative
chemotherapy compared with 20% (2/10) of patients subsequently. Six of 14 patients treated prior to
September 2015 with cisplatin were changed to carboplatin (due to renal impairment and nausea/vomiting).
The two patients receiving cisplatin based chemotherapy subsequent to September 2015 were changed to
carboplatin mid treatment due to toxicity. The rationale for choice of platinum agent was documented in the
medical notes in 70% (7/10) of patients post September 2015 and in 11% (2/19) of patients prior to that.
Subsequent to September 2015, reasons for use of carboplatin over cisplatin included; low baseline GFR,
previous nephropathy, previous renal impairment caused by cisplatin in concurrent treatment, hearing loss and
patient choice. The only documented reason for cisplatin post September 2015 was patient choice.

Conclusions

Since September 2015, the number of RM-HNSCC patients receiving carboplatin based chemotherapy has
increased. Although the clinical reasoning is documented in 70% of patients, this can be improved upon and
this will be the subject of a re-audit.

1. Vermorken JB, Mesia R, Rivera F, Remenar E, Kawecki A, Rottey S, et al. Platinum-based chemotherapy
plus cetuximab in head and neck cancer. New England Journal of Medicine. 2008 Sep 11;359(11):1116-27.
PubMed PMID: W0OS:000259078200007.
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Background

Pancreatic cancer (PC) is one of the most lethal cancers but population screening is not feasible due to its low
prevalence [1]. Recent studies showed that type two diabetes mellitus (T2DM) is an early manifestation of PC
[2]. It is hoped to identity risk factors among patients with T2DM who later developed PC to allow more
accurate risk stratification.

Aim

The aim of the study is to identify predictive factors of PC in patients with T2DM through systematically review
of literature and to present the related adjusted or unadjusted risk estimates.

Method

Keyword search was performed in “Medline”, “Embase” and “Cochrane Database of Systematic Reviews” up
to November 2015. Included studies were assessed using Quality in prognosis studies (QUIPS) tool.

Results

Thirteen studies were included. Out of thirteen predictive factors identified, age > 65 years old, smoking,
hepatobiliary comorbidity were strong predictors of PC. Newly diagnosed T2DM and family history of PC are
associated with increased risk. Weight loss and alcohol are less certain predictors.

Discussion

The strong predictors are similar to those of non-T2DM population. Exact smoking exposure has not been
identified due to lack of standard definition. Given the diversity in risk estimates, pooling is not possible in most
of the risk factors. A field-wide meta-analysis approach used in this study hopes to overcome the limitation.

Conclusion

Older T2DM patients who smokes and with hepatobiliary comorbidities are with higher risk of developing PC.
This group of individuals could be ideal candidate to screen for PC.

Reference

1. Okano, K. and Y. Suzuki, Strategies for early detection of resectable pancreatic cancer. World journal of
gastroenterology: WJG, 2014. 20(32): p. 11230.

2. Wang, F., et al., The relationship between diabetes and pancreatic cancer. Mol Cancer, 2003. 2: p. 4
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ABSTRACT

Background: The 2008 National Confidential Enquiry into Patient Outcome and Death reviewed 30-day
mortality following systemic anti-cancer therapy (SACT). 30-day mortality is an indicator of the quality of
services provided and has been the subject of ongoing national audit since 2008.

Aims: To review the 30-day mortality of patients with recurrent or metastatic head and neck cancer (RMHNC)
treated at The Christie NHS Foundation Trust since 2008, before and after the establishment of a medical
oncology clinic for the treatment of RMHNC patients in September 2015.

Methods: We evaluated the number of deaths within 30 days of receiving SACT for HNC between January
2008 and July 2016. Where available, we obtained data which may provide a profile of the circumstances
surrounding death including SACT regimen, haematological results, performance status and comorbidities.
Data was obtained from electronic patient records.

Results: 65 HNC patients treated at The Christie between January 2008 — July 2016 died within 30 days of
SACT. 82% were male, with a median age of 58 (range 28 to 79 years). 48/65 deaths (74%) occurred in
patients receiving palliative chemotherapy. Of these, 47/48 occurred prior to September 2015 (equivalent to an
annual rate of 5.88 cases), with only a single case subsequent to September 2015.

Conclusion: In the palliative setting, 30-day mortality following SACT dropped from almost 6 cases per year to
1 per year following the introduction of a medical oncology clinic for the management of RMHNC patients. This
is a clear patient benefit derived from this service reconfiguration.

References:
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Background

Patients on urgent cancer referrals have seen improvements by way of prompt management initiated within
national 2 week wait guidance. Support and information giving is an integral aspect of guidelines. Whilst
extensive research has focused on clinical success of urgent referrals, the holistic needs and difficulties faced
by patients have not been assessed.

The majority of patients in the ‘2 week wait’ pathway are non-cancer. In this context, provision of information
and support is a central element of care.

Aims

To assess whether national guidelines for support and information needs of patients with suspected cancer
are being met.

Method

All patients urgently referred to gynaecology and urology were offered surveys. This included grading of 24
statements based on guidelines, assessing support needs of patients in both primary and secondary care.

Results

117 surveys were collected. 67.2% and 93.3% of patients in primary and secondary care, respectively, agreed
with the statements, indicating the majority of their needs had been met. However, at the time of referral:
31.4% disagreed their GP had reassured them most referrals were found not to be malignant; 34% disagreed
the referral had been discussed with them; 59% disagreed they had been explained how to seek further
information; 46% felt the needs of their family were not considered.

Discussion and conclusions

Results showed significant lack of holistic support for all patients. Time constraints in primary care is one
reason to explain this. Suggestions for improvement include focused consultation checklists to be used at the
time of referral, and improved leaflets addressing specific patient concerns.
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Background

Neuropathic pain is common among patients with cancer. Ketamine, a NMDA receptor antagonist, has been
widely used in the treatment of cancer-related pain. In addition to the recognised role of ketamine in
anaesthesia and pain management, there is now evidence to suggest that the administration of the drug is
associated with acute, albeit temporary, antidepressant effects.

Aims

To assess the effect of parallel presentation ketamine versus placebo, in addition to best pain management for
neuropathic pain, on anxiety and depression levels among cancer patients.

Methods

In this double-blind randomised controlled trial, 214 adult cancer patients with neuropathic pain were
randomised into two groups receiving either parallel presentation ketamine or placebo. Patients were
evaluated with the Hospital Anxiety and Depression Scale (HADS) at baseline, end of titration, and at days 4,
8, 12, and 16.

Results

There were no significant changes, between groups, in HADS-Anxiety (95% Cl, -1.417 — 1.250) or HADS-
Depression (95% CI, -0.500 — 0.173) scoring from baseline compared to trial end. However, on average,
HADS scores between groups were not high at baseline.

Discussion

As patients with cancer and uncontrolled neuropathic pain often suffer with un-recognised anxiety and
depressive disorders, it is highly important to consider how a pharmacological intervention may effect mood
and quality-of-life. In this study no significant difference was seen overall in anxiety/depression levels. A
subsequent study with participants with high baseline HADS scores is indicated.

Conclusions

The administration of parallel presentation ketamine did not significantly affect patients’ self-reported anxiety
and depression scores.
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Background: The Laminin N-terminus proteins (LaNts) are a recently identified family of secreted proteinsl. To
date, they have been studied only in epidermal keratinocytes where they influence cell adhesion and migration
through interaction with laminins in the extracellular matrix1. LaNta31 is regulated by a promoter known to also
be active in endothelial cells, however, the laminin matrix deposited by endothelial cells structurally differs from
that of the epithelium1. These structural differences in microenvironment may result in LaNta31 playing a
context specific role and therefore be involved in regulating angiogenesis through modulating cell-matrix
attachment.

Aim: LaNta31 is expressed by endothelial cells and modifying its expression level influences cell spreading
and motility.

Method: Cell extracts from primary human umbilical vein endothelial cells (HUVECS) were processed for
western immunoblotting with antibodies against LaNta31. Overexpression was induced through adenoviral
infection with constructs encoding GFP tagged LaNta31. Cell length, width, surface area and aspect ratio were
calculated from phase contrast images. Cell speed and directionality were determined through analysis of
phase contrast images taken every 2 minutes over 2 hours. LaNta31 expression influence on the actin
cytoskeleton was determined by phalloidin staining.

Results: LaNta31 is expressed by HUVECs. HUVECs induced to overexpress LaNta31 displayed decreased
migration speed however, polarity of migration and cell morphology were unaffected. Migration rate differences
were not due to gross differences in the arrangement of the actin cytoskeleton.

Conclusion: LaNt is present is in HUVEC cells and influences cell motility suggesting a putative role in the
regulation of angiogenesis.

1. Hamill, K. J. (2009). Identification of a Novel Family of Laminin N-terminal Alternate Splice Isoforms. THE
JOURNAL OF BIOLOGICAL CHEMISTRY.
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Background: SWI/SNF (SWitch/Sucrose Non-fermentable) chromatin remodelling complexes are ATP-
dependent complexes that alter chromatin structure regulating genetic expression and various biological
processes within cells. SWI/SNF complex subunits are frequently mutated in a wide range of human cancers
(Shain and Pollack, 2013).

Aims: This project explores the mutational frequencies of SWI/SNF and non-SWI/SNF mutant colorectal
carcinoma cell lines. Analysis of relative sensitivities of SWI/SNF and non-SWI/SNF mutant colorectal cancer
cell lines to anticancer therapy, is also discussed (Forbes et al., 2015).

Methods & Results: Detailed database search has revealed that approximately 44% of the colorectal cancer
cell lines are associated with SWI/SNF mutations with high co-mutation rates in both catalytic subunits
(SMARCA2 & SMARCA4). SWI/SNF (26%) mutant colorectal cancer cell lines are more sensitive to anticancer
therapy compared to non-SWI/SNF (16.7%) mutant cell lines. SNF2-N and bromodomain are the 2 most highly
mutated domains in both catalytic subunits.

Discussion & Conclusion: The effect of high co-mutation rates in both catalytic subunits on survival of tumour
cells is dependent the functional specificity of SWI/SNF complex and the subsequent impact of its loss in
different cell types. Moreover, the increased drug sensitivity of SWI/SNF compared to non-SWI/SNF mutant
cell lines, is deduced to be related to the association of SWI/SNF complexes with DNA repair proteins.
Inactivating mutations in the remodelling complex would result in the loss of the repair proteins, affecting the
efficiency of DNA repair mechanisms making it more sensitive to anticancer therapy. Recent research
revealed that SNF2-N and Bromodomain inhibitors are considered as potential therapeutic targets in the
treatment SMARCA4-mutant cancer cells due to their critical role maintaining SWI/SNF function (Vangamudi
et al., 2015).

References:
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Background: Use of the sternocleidomastoid (SCM) muscle as a flap was introduced in 1908. Its efficacy has
since been continually questioned. It has been used to treat a wide range of malignant defects. In the past
decade, novel uses for the SCM flap have appeared in the literature and its usage has been re-evaluated.
There are possible disadvantages in using SCM, including potential variable blood supply, oncological safety
and viability with radiation treatment. The SCM also has many benefits as a flap and its versatility means it can
challenge free-tissue flaps in certain circumstances.

Aims: To determine, in light of these questions and emerging research, the utility of the SCM reconstructive
flap.

Methods: Review of the literature, particularly focusing on the past 15 years following the most recent review
of 2001 (Kierner et al., 2001).

Results: Recent anatomic studies provide a clearer image of the blood supply of the SCM; there are concerns
about use of the SCM flap with nodal involvement; post-operative radiation is not contra-indicated:;
complication rates between studies vary considerably.

Discussion: The SCM remains an easy to use flap, in a convenient location, with a shorter operating time
required. The SCM should be considered as an alternative for free-tissue flaps when the patient cannot
tolerate a long operating period, when other flap sites are unsuitable or when there is a lack of microvascular
equipment.

Conclusions: Under certain conditions, the SCM flap could provide an option for those patients with very few
other options for reconstruction available to them.

Reference:
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Background: Standard post-operative treatment for Glioblastoma involves 6 weeks’ radiotherapy with
concurrent temozolomide chemotherapy , followed by 6 adjuvant temozolomide cycles. Side effects include
neutropenia and thrombocytopenia.

Aims: This audit was undertaken to measure our haematological toxicity and identify predictors.

Methods: We analysed haematological parameters from our electronic records for patients with Glioblastoma
treated with this regime. We used statistical tests to investigate whether myelosuppression was independent
of gender, comorbidity score, performance status or age.

Results: 111 consecutive patients were included. Ninety-six patients (86.5%) completed six weeks of
concurrent temozolomide. Fifteen were recent without adjuvant data; of the remainder, 79.2% (76/96)
proceeded to adjuvant temozolomide.

Fifteen patients (13.5%) became thrombocytopenic (<100x10”9/L) concurrently; of the eight proceeding to
adjuvant temozolomide, seven (87.5%) experienced thrombocytopenia adjuvantly. Overall 31.6% became
thrombocytopenic adjuvantly.

Ten patients (9.0%) became neutropenic <1.0x10”9/L concurrently; of the five proceeding to adjuvant
temozolomide, none experienced neutropenia adjuvantly, but two became thrombocytopenic. Overall 2.6%
became neutropenic adjuvantly.

Twelve patients received platelet transfusions. There were no clinically significant haemorrhages and one non-
fatal neutropenic sepsis due to myelosuppression.

Univariate analyses showed no statistically significant association between clinical factors and
myelosuppression.

Discussion: Concurrent thrombocytopenia predicted for platelets <100x1079/L in the adjuvant phase, but not
for platelets <50x1079/L, probably due to appropriate temozolomide dose reductions. Concurrent neutropenia
did not predict adjuvant neutropenia.

Conclusions: The adjuvant phase had a much higher incidence of thrombocytopenia, but less neutropenia. .
Concurrent thrombocytopenia predicted for increased risk of adjuvant thrombocytopenia. Clincal factors did
not predict myelosuppression.
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Background: Pancreatic cancer is the 5th most common cause of cancer-related death in the UK and USA.
Lack of symptoms until the latter stages of cancer progression, along with poor screening, have led to a 5-year
survival rate of less than 5%1. The cancer has often metastasized to the liver, peritoneum and lung before it is
detected.

Aims: To identify molecular targets for earlier screening, diagnosis and treatment by expanding on the
proposed multi-step model of progression from normal ductal epithelium to invasive pancreatic ductal
adenocarcinoma (PDA) to include more recent research.

Methods: Academic journal databases, such as Ovid and MEDLINE, were searched for relevant clinical
articles, using relevant key phrases. Each article for use was critiqued and selected according to its objectives,
study design, research methods and potential biases.

Results: Fascin, a novel tumour marker seen in intermediate-late step of the multi-step model2, MUC4 and
MUCS5AC, seen at high frequencies in later stages of progression to PDA3, are promising markers for
diagnosis, detectable in pancreatic juice obtained by endoscopic retrograde cholangiopancreatography
(ERCP). Fascin may be particularly promising for treatment of low grade lesions.

Conclusion: Newly defined tumour markers may prove invaluable for diagnosis and treatment. However, the
complexity and risks associated with ERCP renders it an inappropriate tool for screening. Less invasive, cheap
and efficacious screening methods must now be developed in order to take advantage of recent discoveries
and increase pancreatic survival rates.
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A 72 year-old man with rheumatoid arthritis (RA) and a 50 pack-year history of smoking and a 63-year old man
with RA and a 40 pack-year history of smoking both developed non-small cell lung cancer (NSCLC) in close
succession. Previously, both patients had obtained clinical remission of their RA after starting anti-TNF
therapies.

There have been concerns in using anti-TNF therapies, regarding the potential to cause malignancy; however
evidence has consistently shown that there is no increased risk of developing solid tumours in RA patients on
anti-TNF therapies. Despite this, little evidence is available to guide the decision to withdraw or continue anti-
TNF therapy in patients with established solid tumours. Clinical trials have demonstrated safety in using anti-
TNF therapies in cohorts of patients with established malignancy; however it remains unclear as to the effects
of these anti-TNF therapies on tumour progression or regression.

Ultimately, in these two cases, clinical deterioration and worsening quality of life as a result of exacerbating
symptoms of RA warranted a return to these patients’ anti-TNF therapies, particularly once symptom control
and quality of life became more important to these individual patients, after it became apparent that their
chemotherapy had failed to halt tumour progression.

These two cases raise an interesting clinical question and pose a dilemma to the treating oncologist. It further
provides a good example of striking the balance between optimising therapy while maintaining quality of life in
the treatment of cancer.



