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Abstract
AIM
To compared individuals with serrated polyposis syndrome (SPS) to those with Sessile Serrated adenoma (SSA) and adenomas in the setting of endoscopists with high adenoma detection rates at a secondary and tertiary academic centre.

METHOD
Retrospectively we collated the clinical, endoscopic and histological features of all patients with SPS at St Vincent’s public and private hospital in the last 3 years. Patients were identified by searching through 2 pathology databases. Variables explored included smoking status, symptoms, and family history of concurrent colorectal cancer, number and location of polyps. Patients with SPS were matched to two cohorts (1) patients with SSA not meeting World Health Organization (WHO) criteria for SPS over 3 years; and (2) patients with exclusively adenomas. The control cases were also matched according to gender and endoscopist. Adenoma detection rates ranged from 25% to 40%. 

RESULTS
Forty patients with SPS were identified and matched with 40 patients in each control group. In total 15452 colonoscopies were performed over the study period which amounts to a prevalence of 1: 384 patients (0.26%) with SPS. 14 patients (35%) required more than 1 year to accumulate enough polyps to reach WHO criteria for SPS. The diagnosis of SPS was largely incidental and 5% SPS patients were diagnosed with colorectal cancer over 3 years. The chance of detecting a meta-synchronous adenoma was similar in those with SPS (42%) and those with SSA (55%), P = 0.49. The majority of patients (75%) meeting criteria for SPS were women. The mean age of those with SPS (45 years) was significantly lower than both cohorts with SSA (57 years) and adenomas (63 years), P = 0.01. On univariate analysis cigarette exposure, first-degree family history of colorectal cancer and a high BMI weren’t significantly more associated with SPS compared to patients with SSA or patients with adenomas. However, patients with SPS (97%) and patients with SSAs not meeting SPS criteria (98%) were significantly more likely to be Caucasian compared to patients with adenomas (79%), P = 0.01.  

CONCLUSION
The prevalence of SPS in our study was 0.26%. The vast majority of patients diagnosed with SPS were women. As a group, they were significantly younger compared to patients with SSA not meeting WHO criteria and patients with adenomatous polyps by more than a decade. Patients with SPS were no more likely to have a first degree relative with colorectal cancer or smoking history than the other two groups. Patients with serrated polyps were more likely to be Caucasian than patients with adenomas. 
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Core tip: At the time of diagnosis, Sessile Serrated Polyposis Syndrome (SPS) is associated with a high risk of concurrent colorectal cancer. Early diagnosis of SPS is crucial and this case-control study aim to delineate differences in risk factors for SPS and other types of polyps. The vast majority of patients diagnosed with SPS in our study were women. They were younger and more likely to be Caucasian compared to patients with adenomatous and patients with serrated adenomas not meeting WHO criteria. SPS patients were no more likely to have a family history of colorectal cancer or cigarette exposure than other polyp groups.
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INTRODUCTION
In the past decade, serrated polyps have garnered rapid interest as they cause colorectal cancer via a different pathway compared to adenomas. This pathway features hyper-methylation, CpG island methylator phenotype (CIMP) and mutations in proto-oncogene BRAF. Sessile Serrated adenoma (SSA), hyperplastic polyps and traditional serrated adenoma all fall under the classification of serrated polyps. 
Serrated Polyposis Syndrome (SPS), distinguished by numerous serrated polyps distributed throughout the colon is associated with increased risk of colorectal cancer. Its prevalence is unclear. In a systematic review, it ranges from as low as 1:1800 in average risk screening population and as high as 1:150 in patients in a Faecal immunochemical testing programme[1,2]. In comparison, Familial Adenomatous Polyposis Syndrome (FAP), has lower prevalence rate of 1:13,000 in average risk screening population and has a known genetic mutation[3]. However a genetic basis for SPS has not been discovered despite large multi-centre studies looking into a variety of germline mutations[4]. The definition of SPS is essentially a clinical one, based on endoscopic findings and histopathology of polyps removed. In 2010, the condition was arbitrarily defined by the World Health Organization (WHO) as follows: (1) at least 5 histologically diagnosed serrated lesions proximal to the sigmoid colon, of which 2 should be > 10 mm in diameter;  (2) any number of serrated polyps proximal to the sigmoid colon in an individual who has a first-degree relative (FDR) with SPS; or (3) > 20 serrated polyps distributed throughout the colon. The definition is a cumulative one, whereas many years and multiple colonoscopies can pass before patient reach the criteria for the diagnosis of SPS[5].
Concurrent colorectal cancer (CRC) is often encountered at the time of SPS diagnosis, at rates as high as 16%-29%[5]. The propensity for a delay in diagnosis in SPS and the inclusion of patients with symptoms suspicious for cancer accounts for the high prevalence rates in these previous studies. Once patients enter a surveillance program and undergo the recommended yearly colonoscopies, the absolute 5-year CRC risk falls to 1.5%[2]. Hence, early diagnosis of SPS is crucial as it radically change the natural history of patients with the disorder. Serrated and adenomatous polyps share many clinical risk factors, however it is unclear if certain risk factors have a stronger association with one polyp subtype compared to another[6]. Despite there being a small number of studies investigating the differences in risk factors for distinct polyp subtypes, no study to date has included SPS as one of the comparators. 

[bookmark: OLE_LINK337]MATERIALS AND METHODS
 A case-control retrospective study was conducted in 2 centres; St Vincent’s public hospital, Sydney, Australia a tertiary referral teaching hospital and St Vincent’s clinic, a secondary referral private centre in the same campus. The colonoscopies were performed by 7 experienced endoscopists, each performing more than 450 colonoscopies per year and having high adenoma detection rate between 25% - 40%.  Patients undergoing a colonoscopy with polypectomy with a diagnosis of SPS between December 2013 and December 2016 were identified by searching through two pathology databases.  The colonoscopies were performed with high definition white light endoscope with NBI capability (190 series, Evis Extera III CV190 processor Olympus, Tokyo, Japan). Bowel preparation was used using either Moviprep split dose (a polyethylene glycol preparation) or Prep Kit C (Sodium picosulfate and Glycoprep). Bowel preparation was considered adequate if the Boston scale score was more than 6 points. Those with poor bowel preparation were excluded.  Procedures were performed with the patients under deep sedation with Propofol administered by an anaesthetist. We collated the clinical, endoscopic and histological features of all SPS patients and matched them to two cohorts (1) patients with SSA not meeting WHO criteria for SPS over 3 years; and (2) patients with exclusively adenomas. The control cases were matched according to gender and endoscopist in order to minimise bias secondary to variations in endoscopic recognition and technique. 
Variables collected for each patient included age, ethnicity, smoking status, weight, height, symptoms, family history of colorectal cancer, presence/absence of concurrent colorectal cancer, number, size and location of polyps. Since the diagnosis of SPS is dependent on a cumulative polyp count, the number of colonoscopies and years required to meet criteria were also analysed. Whether the diagnosis of SPS was made on the first “index” colonoscopy or subsequent followup colonoscopy during followup was also distinguished. Adenoma detection rates for each endoscopist involved in the study was extracted from Quality Assurance data from each centre. The study was approved by the Institutional Review Board. 

Statistical analysis
Univariate analysis of co-variates was analysed using Fisher’s exact test or chi-square test as appropriate. Age and BMI was assessed using the Independent student T-test. Quantitative variables were summarized using mean standard variation and mean values. Frequencies were used to summarise categorical values. SPSS statistics software version X (SPSS, Inc Chicagi, Illionois, United States) was used to analyze the data.  The statistical methods of this study were reviewed by Dr. Yang Wu from Department of Gastroenterology, St Vincent’s Hospital, NSW, Australia. Nancy Briggs from Stats Central, statistical consulting unit established at University of NSW, also reviewed the statistical methods of this study. 

RESULTS
During the 3 years period, 40 patients were diagnosed with SPS and equal number of patients matched in the control groups: patients with SSA not meeting the WHO criteria for SPS and patients with only adenomatous polyps. Bowel prep was reported as adequate in all the cases. The majority, 26 patients had enough polyps to meet criteria at their first “index” colonoscopy. However 14 patients (35%) required more than 1 year to accumulate enough polyps to reach WHO criteria for SPS, with 7 patients requiring 2 years and 7 patients requiring 3 years to reach criteria. In total 15452 colonoscopies were performed over the study period across the two sites which amounts to a prevalence of 1: 384 patients (0.26%) with SPS. 
The mean age of the patients with SPS was 45 years old and women made up 75% of the cohort. Characteristics of the 40 patients with SPS are included in table 1. There was substantial heterogeneity in the indications for colonoscopy in patients with SPS, ranging from abdominal pain to per rectal bleeding. 7/40 patients underwent colonoscopy due to a history of colonic polyps in the past, sometimes discovered at other endoscopy centres not involved in the study. For the remaining patients, SPS diagnosis was largely unrelated to the pretest suspicion of the referring doctor. Only 1/40 patient had their procedure initiated by a positive Faecal Occult Blood Test (FOBT). The indication for colonoscopy is not a reliable predictor factor for finding SPS. 
The mean number of serrated polyps removed during the first colonoscopy was 7 (range 1 to 30) and the mean total number of polyps detected over 3 years was 13 (range 6 to 30). The mean size of the largest serrated polyp removed was 17mm, ranging from 10mm to 40 mm. Interestingly, 17/40 patients with SPS also had concurrent adenomas ranging from 1-6 adenomas detected over 3 years. The age of this subpopulation ranged from 32 to 72 years old.  
A small proportion 5% (2/40), were diagnosed with colorectal cancer during the 3 years and neither of the patient displayed symptoms classic of malignancy. Interestingly, both patients met WHO criteria for SPS not during their index colonoscopy but during the followup colonoscopy when their colorectal cancer was diagnosed.  Neither patients had a family history of colorectal cancer. One patient was a 76 years old woman with history of one SSA removed from ascending colon in 2014 and subsequently developed a colorectal cancer in hepatic flexure plus five right-sided SSA in 2016. Molecular markers for the colorectal cancer showed positivity for BRAF, Microsatellite instability (MSI) and MLH1. The second patient was a 64 years old woman with one SSA removed in 2013 at different endoscopy centre and subsequently developed a colorectal cancer in the ascending colon along with three adenomas and thirteen SSAs in 2016. This cancer was BRAF and MSI negative. Both patients had localised disease and had surgery with curative intent in 2016. 
The mean age of patients with SPS was 45 years (SD: 18.54), significantly lower than 57 years  (SD 15.56) in patients SSAs not meeting SPS criteria and 63 years (SD 10.58) in patients with adenomas, P = 0.01. Figures 1 and 2 shows the difference in age distribution between the three polyp groups. The SPS polyp group had a higher rate of family history of colorectal cancer in a first degree relative (31%) compared to the SSA group (26%) and adenoma group (30%), but this didn’t reach statistically significance. Patients with SPS (97%) and patients with SSAs not meeting SPS criteria (98%) were significantly more likely to be Caucasian compared to patients with adenomas (79%), P = 0.01. Past or present cigarette exposure was reported at a higher proportion in patients with SPS (47%) compared to SSA group (32%) and Adenoma group (33%) but this wasn’t statistically significant, P = 0.39.  BMI wasn’t significantly different across the three groups with the SPS group associated with mean BMI of 26kg/m2, SSA group associated with mean BMI of 23kg/m2 and Adenoma group with mean BMI of 25 kg/m2, P = 0.61.  
Evaluating clinical risk factors between the 26 patients who met WHO criteria for SPS at their first “index” vs 14 patients who required more than 1 year to accumulated enough polyps to be diagnosed with SPS, there was no significant difference in rates of family history of colorectal cancer, smoking or age.  
Endoscopically, each polyp group has distinct characteristics. Polyps were predominantly discovered in the right colon in 84% of SPS patients versus 46% of patients with SSAs and 43% of patients with exclusively adenomas, P = 0.003. 
In 4/40 patients with SPS and in 4/40 patients with SSA not meeting WHO criteria, an adenoma was the largest polyp discovered, not a serrated polyp.  In the rest of the group, 36 patients, the largest polyp was a serrated polyp.  Concentrating only on patients whose largest polyp was serrated, the distribution of largest or dominant polyp was significantly different between the SPS patients and SSA patients. 
Figure 3 illustrates the differences in the distribution of the largest Serrated polyp in the SPS group compared with the SSA group. In both groups, the largest serrated polyp was most frequently found in ascending colon. However in SSA group, there was a more even spread of large serrated polyps throughout the colonic segments with 5 patients having their largest polyp in his/her sigmoid colon. 
The proportion concurrent adenoma 17 (42%) in patients who were diagnosed with SPS was comparable to those with SSAs not meeting SPS criteria 21 (52%). Table 2 describes that patients with SPS have a mean total polyp count significantly higher than the other two groups, but this is expected given the intrinsic requirement of multiple polyps to meet the criteria for SPS. Similarly a greater proportion of patients with SPS have a polyp > 15 mm compared to the other groups. The mean size of largest polyp for SPS (17 mm) was significantly greater than the mean size of largest polyp found in the SSA group (14.3 mm) and the adenoma group (7.8 mm), P = 0.014.  
Missing data was most frequently encountered in collating BMI (10%) and documentation of family history of colorectal cancer (15%). Information on smoking status and indication for colonoscopy were almost universally available. Alcohol intake of the patients were sparsely and inconsistently documented in the clinical records. We were unable to precisely quantify alcohol intake for the majority of the patients, hence this variable, an important risk factor for adenoma polyp development, wasn’t analysed in our study. 

DISCUSSION
It is estimated that 20%-30% of all CRCs develop through the serrated neoplasia pathway[7]. It has been hypothesised that the imperceptible nature of serrated polyps and inconsistent bowel preparation have been responsible for the relative failure of colonoscopy to protect from proximal colon carcinoma.
[bookmark: _GoBack]In this study, we describe the phenotypic features in a group of patients with SPS from a secondary and tertiary gastroenterology centre over 3 years. The prevalence of SPS in our study, 1:384, is higher than the measurements reported in previous studies performed in screening populations 1:1800[1]. The contrast between these figures may reflect the expertise and vigilance of the local gastroenterologist in detecting serrated lesions. All adenoma detection rates of the endoscopists involved in this study were above the national benchmark on quality in colonoscopy. A shift towards switching split preparation in recent years may have also influenced the ability to detect serrated lesions. Another strength in our data is that there is little ascertainment bias as our data isn’t collected from genetic clinics or bowel cancer screening programs. Limitations in our study include the retrospective assessment of the data, the smaller number of patients with SPS relative to recent multi-center studies[8], and the inability to analyse alcohol intake as a variable due to missing data points.  
Two of our 40 patient with SPS (5%) were diagnosed with colorectal cancer during the 3 year evaluation period, neither of whom reported symptoms suggestive of malignancy. Quantification of the magnitude in which SPS increases the risk of CRC is difficult. Early case series have reported rates of 16-29% in synchronous cancer at the time of SPS diagnosis, however theses risk estimates were likely inflated due to inclusion of many patients symptomatic of cancer not patients undergoing screening. In 2015 Carballal et al[8] described a cumulative CRC incidence of 1.9% over 5 years in a group of 296 patients with SPS in Spain. Forty-seven patients (15.8%) developed cancer during follow-up, with 4/47 (8.5%) developing tumours during surveillance. One of our two patients who developed colorectal cancer had a previous colonoscopy at a different endoscopy centre, where the optical training of the endoscopist and bowel preparation quality is unclear and the diagnosis of SPS could have been missed. 
Consistent with previous reports, our cohort with SPS demonstrated some phenotypic heterogeneity[9]. Patients diagnosed with the syndrome were aged from 23 years to 73 years and had an overall polyp count ranging from 7 to 40 polyps, with the largest polyp resected ranging from 10mm to 40mm. However, there were some clinical features that were distinct for patients with SPS compared to those with SSAs not meeting WHO criteria and patients with adenomas. SPS patients were significantly younger and more likely to be caucasian. The polyp groups were matched according to gender hence the gender distribution across the three groups were identical, but the over-representation of women in 75% of patients with SPS suggests that being a women is likely a positive predictor for SPS. Having a first degree relative with CRC was no more strongly associated with SPS than any other polyp groups, somewhat supportive of the lack of genetic causality found in SPS patients so far. Cigarette exposure was found in greater number of patients with SPS than other groups but this didn’t reach statistical significance. Our data adds to the controversy in current literature on whether or not smoking is a risk factor in the serrated pathway[10,11]. Past population-based studies have shown that cancers arising from serrated pathways are specifically associated with cigarette smoking but Liang et al[12] published a meta-analysis in 2009 showing a stronger association with smoking and distal/rectal cancer.
The endoscopic features of our SPS cohort were intrinsic to definition of the disease. Compared to other polyp groups, a greater total number of polyps were discovered in SPS and the size of the dominant polyp was also bigger. SPS was also significantly associated with polyps found with predominance for the right colon. Somewhat surprisingly, the spread of the largest polyp in patients with SSA not meeting WHO criteria was evenly across both right and left colon. In Carballal’s study on CRC risk factors, 53% of the cancers found in a cohort of 293 patients with SPS were discovered in the distal colon[8]. Coupled with the fact that 42% of our SPS patients and 52% of our SSA patients had concurrent adenomas, it seems the pathway to colorectal cancer is indeed a complex interplay between various carcinogenic pathways we are yet to fully untangle. 
The cumulative definition of SPS isn’t widely known as it not consistently included in published versions of the WHO criteria. In our study, 14/40 patients could have potentially been mis-diagnosed if the endoscopist didn’t recognise that their cumulative polyp load over successive colonoscopy during the study period were enough to qualify for SPS diagnosis. Although no pre-endoscopic risk factors was found be distinguish the subgroup of SPS diagnosed at index colonoscopy from the subgroup with cumulated polyp count, the fact that both patients with colorectal cancer were diagnosed at a follow-up colonoscopy suggest that there may be important differences in the two groups. Discussion about how to manage patients who may soon develop SPS seems to be sparse. Currently ASGE and ESGE guidelines for patients with SSAs that don’t meet WHO criteria is very similar to adenomas, stratified according to size and number. The earliest recommended followup colonoscopy for serrated polyps without dysplasia is 3 years[13]. Contrasting this with patients with established SPS, the recommended followup colonoscopy is 1 year. Recently, Rivera-Sanchez et al assessed the incremental rate of SPS diagnosis in 191 patients with proximal serrated lesions larger than 5mm after a positive FOBT[14]. One year after the index colonoscopy s where they found 11 patients with SPS, they performed a reassessment colonoscopy in 71 patients and found 20 new patients with SPS. It is postulated that the polyps found on reassessment colonoscopy were either missed during initial colonoscopy or newly grown and early reassessment colonoscopy at 1 year substantially improved SPS detection rate in patients with proximal serrated lesions. Results of our study indicate that there is a substantial number of patients with a polyp load that is borderline for fulfilling WHO criteria and Rivera-Sanchez showed there is good yield in performing reassessment colonoscopy as early as 1 year. Hence, we suggest that there is a population of patients with SSAs that are at risk of developing SPS in near future or have missed serrated polyps that would benefit from earlier endoscopic follow up than currently recommended. Larger prospective studies are required to stratify exactly which threshold qualify a patient for earlier screening, but a revision of guidelines to encourage more accurate and earlier detection SPS would be prudent.

[bookmark: OLE_LINK595]COMMENTS
Background
At the time of diagnosis, Sessile Serrated Polyposis Syndrome (SPS) is associated with high risk of concurrent colorectal cancer. However once patients enter a surveillance program and undergo the recommended yearly colonoscopies, the absolute 5-year colorectal cancer (CRC) risk falls dramatically. Hence, early diagnosis of SPS is crucial as it radically change the natural history of patients with the disorder. Serrated and adenomatous polyps share many clinical risk factors; however it is unclear if certain risk factors have a stronger association with one polyp subtype compared to another.

Research frontiers
Despite there being a small number of studies investigating the differences in risk factors for distinct polyp subtypes, no study to date has included SPS as one of the comparators.
 
Innovations and breakthroughs
Patients diagnosed with SPS were younger and more likely to be Caucasian compared to patients with adenomatous polyps and patients with serrated adenomas not meeting World Health Organization (WHO) criteria. The vast majority of SPS patients diagnosed were women. Patients with SPS were no more likely to have a family history of colorectal cancer or cigarette exposure than other polyp groups. In addition, 14 out of 40 patients with SPS could have potentially been mis-diagnosed if the endoscopist didn’t recognise that their cumulative polyp load over successive colonoscopy over 3 years were enough to qualify for the diagnosis. This suggest that patients with a polyp load that is borderline for fulfilling WHO criteria have a good chance of qualifying for a SPS diagnosis if reassessment colonoscopy is performed as early as 1 year. 

[bookmark: OLE_LINK573]Applications
There is a population of patients with sessile Serrated adenoma that are at risk of developing SPS in near future or have missed serrated polyps that would benefit from earlier endoscopic follow up than currently recommended. Larger prospective studies are required to stratify exactly which threshold qualifies a patient for earlier screening, but a revision of guidelines to encourage more accurate and earlier detection SPS would be prudent.

Terminology
SPS refers to Sessile Serrated Polyposis Syndrome. It is defined by a set of clinical and histo-pathological features by World Helath Organisation. 

Peer-review
Well-documented study highlighting the main possible risk factors which could interfere in SPS development. Even though the number of participants in the study is small, the statistical analysis seems to reveal interesting information as concerns the SPS background and the potential of shortening the surveillance interval of the syndrome.
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Table 1 Characteristics of patients with serrated polyposis syndrome n (%)
	Study population (n = 40)
	

	Women
	30 (75)

	Age in years, mean  SD
	45   18.54

	Ethnicity
Caucasian
Other
	
39 (98)
1(2)

	First Degree Relative with CRC
Present
Absent
	
12 (35)
22 (65)

	Smoking status
Current Smoker/Ex-smoker
	
318 (48)

	BMI (kg/m2), mean  SD
	25   4.7 

	WHO Criteria 
1
2
3
	
30 (75)
0
10 (25)

	Mean number of total polyps
	13 

	Mean number of serrated polyps during first colonoscopy
	7

	Mean size of largest polyp (mm)
	17

	Location of largest polyp
Caecum
Ascending colon
Transverse colon
Descending colon
Sigmoid colon
	
13 (32)
16 (40)
5 (13)
2 (5)
4 (10)


SPS: Serrated Polyposis Syndrome.

Table 2 Endoscopic features of each polyp groups
	
	SPS
n = 40
Number/mean
	Adenoma
n = 40
Number/mean
	SSA
n = 40
Number/mean
	P value for comparison between groups

	Patients with concurrent adenoma
Yes
No
	

17 (42)
23 (58)
	
	

21 (52)
19 (48)
	0.49

	Total Number of Polyps
	13
	1.4
	3.4
	0.001

	Patients with a polyp > 15 mm
Yes
No
	

30 (75)
10 (25)
	

3 (7.5)
37 (92.5)
	

21 (52)
19 (48)
	

0.04

	Size of largest polyp (mm)
	17
	7.8
	13.5
	0.014
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Figure 1 Polyp groups according to age distribution.
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Figure 2 Relationship between polyp groups and predominance for polyp location in right/left colon.
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Figure 3 Distribution of the largest serrated polyp according to colonic segments in serrated polyposis syndrome patients and patients with sessile serrated polyps not meeting serrated polyposis syndrome criteria. 
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