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Abstract
The clinical significance of pleomorphic lobular carcinoma in situ (PLCIS) is a subject of controversy. As a consequence, there is a risk of providing inconsistent management to patients presenting with PLCIS. This review aims to establish whether the current guidelines for the management of PLCIS are consistent with current evidence. A systematic electronic search was performed to identify all English language articles regarding PLCIS management. The data was analysed, specifically looking at: incidence of concurrent disease, recurrence rates, long-term prognosis and PLCIS management. A search was also performed for PLCIS management guidelines for the United Kingdom, United States, Canada, Australia, Germany and pan-European. The results of the evidence analyses were compared to the guidelines in order to establish whether the recommended management is consistent with the published evidence.  Nine studies (level 3-4 evidence), involving a total of 176 patients and five management guidelines (from United Kingdom, United States, Australia and pan-European) were included in the review. From the evidence, 46 of 93 (49%) patients were found to have PLCIS with concurrent invasive disease on excision specimen analysis. Regarding recurrence rates, 11 of 117 (9.4%) patients developed a recurrence of PLCIS. There were no instances of invasive disease or ductal carcinoma in situ (DCIS) on recurrence histology. There were no studies assessing long-term outcomes in PLCIS cases. With regards to the management guidelines, the Association of Breast Surgery (United Kingdom) and the National Breast and Ovarian Cancer Care (Australia) do not mention PLCIS. The National Comprehensive Cancer Network (United States) suggest considering excision of PLCIS with negative margins. The NHS Breast Screening Programme (United Kingdom) and the European Society of Medical Oncology (pan-European) recommend PLCIS should be treated as with DCIS. We conclude that high quality evidence to inform guidance is lacking, thus recommendations are relatively vague. However, based on the available evidence, it would seem prudent to treat PLCIS in a similar manner to DCIS.
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Core tip: Pleomorphic lobular carcinoma in situ (PLCIS) is a breast lesion, the clinical significance of which is a subject of controversy. To date, this systematic review is the largest pooled series of clinical data regarding PLCIS. We aimed to establish whether current guidelines for management are consistent with the evidence. The results demonstrate a lack of high quality data and guidelines for management are variable. Analysis revealed a high incidence of concurrent invasive disease with PLCIS (49%) and following excision, a recurrence rate of 9.4%. We conclude that it would seem prudent to manage PLCIS as with ductal carcinoma in situ, although there is a dire need for long-term outcome studies.
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INTRODUCTION
The pleomorphic subtype of lobular carcinoma in situ (PLCIS) was first described by Frost et al[1] in 1996.  Frost described the lesion as being composed of one or multiple distended lobules with enlarged and dyscohesive cells, irregularly shaped nuclei and abundant eosinophilic cytoplasm[1]. PLCIS is also regularly associated with comedo necrosis and calcification and hence is often mammographically detectable, in contrast to classical LCIS (CLCIS)[1-5]. The clinical significance of PLCIS is a subject of controversy. It is generally accepted to be a risk factor for invasive disease, as with CLCIS. However, there is a suspicion that PLCIS may carry a higher risk of progression to invasive disease due to its more aggressive molecular and histopathological features, which are more consistent with those of ductal carcinoma in situ (DCIS) than CLCIS[1,2]. There is an acceptance that PLCIS should be considered a non-obligate precursor to invasive disease and managed in a similar way to DCIS, though this is largely based on the histopathological similarities rather than studies providing evidence on clinical outcomes[1, 6]. 
It has historically been difficult to differentiate PLCIS from DCIS due to the similarities in their histomorphology. Due to recent advances in immunohistochemical staining differentiating PLCIS from DCIS has become much more achievable. Use of E-cadherin immunohistochemistry can differentiate between DCIS and LCIS[7,8]; E-cadherin is a cell adhesion molecule, expression of which is lost in lobular neoplasia but retained in ductal.  As a consequence, there has been an increase in the number of PLCIS cases reported[9]. 
There are multiple reviews relating to PLCIS in the literature, but they are predominantly narrative in nature[6,9-14]. Hussain et al. published the only systematic review to date that includes clinical data regarding PLCIS[12]. However, this review included only 22 PLCIS cases. Compared to CLCIS and atypical lobular hyperplasia (ALH), they demonstrated that PLCIS is the most likely to have concurrent malignancy on excision specimen (41% of PLCIS being associated with malignancy compared with 19% in ALH (P = 0.003). Since the Hussain et al[12] systematic review there has been a large increase in the published literature for PLCIS. Guidance on the management of PLCIS may be historical, based on a small number of reported cases. The aim of this systematic review is to compare the current evidence base for PLCIS with international guidance on its management.

SEARCH STRATEGY: EVIDENCE
This systematic review was conducted in line with the Preferred Reporting Items for Systematic Reviews and Meta-analyses (PRISMA) Guidelines. Electronic literature search of Medline, Embase, the Cochrane database, and the WHO International Clinical Trials Registry Platform were performed by a single author (AP). Search terms were “pleomorphic lobular carcinoma in situ”, “pleomorphic lobular carcinoma in-situ” and “PLCIS”. Articles were then selected based on title and abstract and then on the full text manuscript. A manual search of the references from key articles was also performed to identify any articles potentially missed by the systematic search. 
The search was limited to human studies published in English, from 1996 onwards. The search was conducted in October 2013. We excluded editorials, case reports, reviews and letters or comments, and case series with less than five patients. Small studies (less thanfive patients) were excluded to focus the review on studies that would more likely influence practice. 

SEARCH STRATEGY: GUIDELINES
In order to obtain a global representation of management guidelines for PLCIS, searches were performed for the United States, Canada, United Kingdom, Germany, pan-European and Australia. Electronic literature search of Medline and Embase were performed by a single author (AP).  Search terms were “guideline” AND “breast cancer” AND the respective country (“United States”, “Great Britain”, “Canada”, “Australia” and “Europe”). National oncology, pathology and surgical societies, colleges, associations and governing bodies were also manually searched for each country. Independent organisations' websites were searched for guidelines for breast cancer management. For the United Kingdom, the National Institute for Health and Care Excellence[15], the Association of Breast Surgery[16] and the National Health Service Breast Screening Program[17] sites were searched. For the United States, the American Society of Clinical Oncology[18], the College of American Pathologists[19], the National Comprehensive Cancer Network[20], the American College of Surgeons[21] and the Society of Surgical Oncology[22] websites were searched. For Canada, the Royal College of Physicians and Surgeons of Canada[23], the Breast Cancer Society of Canada[24], the Canadian Cancer Society[25] and the Cancer Care Ontario (CCO)[26] websites were searched. For Australia, the Cancer Australia and National Breast and Ovarian Cancer Care[27] site was searched. For Germany, the German Cancer Society[28] website was searched. Pan-European guidelines were searched for on the European Society of Medical Oncology[29] website. Google search engine was used and Google Translate was used for non-English websites. Guidelines that did not have a version available in English were excluded. Guidelines that were specific to invasive disease (i.e., did not give recommendations regarding in situ disease) were excluded.

DATA ANALYSIS
AP extracted data and JH and AP assessed its quality. Disagreements were resolved by discussion and study review. The following topics were specifically considered: incidence of concurrent invasive disease, recurrence rate of disease, long-term prognosis and the management of PLCIS alone.

DESCRIPTION OF STUDIES AND GUIDELINES
There were nine research articles and five guidelines that met the inclusion criteria (Figure 1). The nine studies involve a total of 176 patients. There were no meta-analyses, randomised control trials or cohort studies. All studies were case series, with data collected retrospectively. The dates of publication ranged from 2000 to 2013. Seven of the studies (93 patients) aimed to determine the risk of concurrent invasive carcinoma or DCIS on excision specimen, following a core needle biopsy diagnosis of PLCIS. Three studies (117 patients) documented recurrence rates in PLCIS. There are no studies published to date that investigate comparative treatment options, or oncological outcomes such as local and systemic recurrence disease in PLCIS patients.
Guidelines for “in-situ” breast disease management were found for the United Kingdom (Association of Breast Surgery and NHS Breast Screening Programme), United States (National Comprehensive Cancer Network), Canada (Cancer Care Ontario), Australia (National Breast and Ovarian Cancer Care), Germany (German Cancer Society) and pan-European (European Society of Medical Oncology). An English version of the German guidelines could not be found and thus was excluded. The Canadian guidelines were pertaining to invasive disease only and thus were excluded. 

INCIDENCE OF CONCURRENT INVASIVE DISEASE
The risk of concurrent invasive disease was based on the pooled data from seven studies, involving 93 patients[3,4,30-34]. All patients were women, with a mean age of 58.4 years at PLCIS diagnosis (age range 35-84 years). Of those with a documented mode of presentation, 40 (91%) patients presented after a screen-detected abnormality and 4 (9%) had a symptomatic lump. Initial core biopsy results showed PLCIS as the most significant lesion in 58 (62%) cases and PLCIS with DCIS or invasive carcinoma in 35 (38%) cases. The breakdown of number of patients diagnosed with concurrent PLCIS with DCIS, and PLCIS and invasive carcinomaon core biopsy are not specified. After core biopsy, all patients went on to have surgery: 2 had a diagnostic biopsy, 67 had a wide local excision, 8 had a segmental mastectomy, 15 had a mastectomy and 1 patient had a bilateral mastectomy (reason not stated). On surgical specimen histology, 34 (37%) patients had PLCIS alone and 59 (63%) patients were found to have concurrent DCIS or invasive carcinoma (Table 1). Of these patients with DCIS or invasive disease; 13 (22%) were DCIS, 7 (12%) were invasive ductal carcinoma, 26 (44%) were invasive lobular carcinoma and 13 (22%) were invasive carcinoma with type not specified. The risk of concurrent invasive disease was 49% (46 of 93 patients). Looking specifically at the risk of upstaging from a core biopsy result of PLCIS only, to invasive disease on surgical specimen, data from five of the studies were used (in two studies, the correlation between core biopsy specimen and respective surgical specimen is unclear[30, 31]). Of 42 patients with PLCIS only on core biopsy, 14 were upstaged to invasive carcinoma on surgical specimen histology (33%).

RECURRENCE RATE OF DISEASE
There are three articles reporting recurrence rates following excision of PLCIS[5, 30, 35]. Downs-Kelly et al[5] report a retrospective series of 26 patients with PLCIS on surgical excision. They included both patients with PLCIS alone (20 cases) and patients with PLCIS and concurrent invasive disease where excision margin for the invasive component was more than 10 mm (6 cases). Patientswere offered adjuvant chemoprevention and/or radiotherapy. The article does not state which chemoprevention agents were used. Of the six PLCIS cases with concurrent invasive disease, one had adjuvant radiotherapy and five had both chemoprevention and radiotherapy. Of the 20 cases of PLCIS alone, three patients received radiotherapy, six had chemoprevention and one received both chemoprevention and radiotherapy. The authors state that three of the cases of PLCIS alone had been misdiagnosed as DCIS at the time of treatment and thus received adjuvant therapy. The rationale for the remaining seven cases of PLCIS alone whom received adjuvant treatment is unclear. Downs-Kelly et al[5] report one episode of recurrent PLCIS at 19 mo (3.8% recurrence rate). The recurrence was biopsy-diagnosed following a mammogram with new suspicious calcification at the surgical site (patient had previous normal mammograms at 7 and 12 mo). Of note at initial excision, PLCIS was present at the margin. The patient had received adjuvant chemotherapy after the initial excision but no radiotherapy (Table 2). 
Khoury et al[35] report a series of 57 PLCIS cases and compare their recurrence rate to that of 615 cases of DCIS, who had presented over the same 12-year period. Their data shows 7 episodes of recurrent PLCIS with no invasive disease (12.3% recurrence rate). This series reports that the recurrence rate was higher in younger women and in cases where the margin remained positive for CLCIS (P = 0.02 and 0.01 respectively). PLCIS had a higher rate of recurrence than low and intermediate grade DCIS cases observed in the study (P = 0.06 and 0.04 respectively). It is not stated as to whether margin clearance was the same for DCIS and PLCIS cases. The margin status for PLCIS recurrences and the time to recurrencesare not reported. Fasola et al[30] consider the role of radiotherapy in PLCIS, comparing 13 patients with a diagnosis of PLCIS alone and 21 patients with PLCIS in the setting of invasive carcinoma. Patients with PLCIS alone were more frequently treated with lumpectomy as opposed to mastectomy (85% vs 43%, P = 0.03) and none of the PLCIS only patients received adjuvant radiotherapy or chemotherapy compared to 16 (76%) of the patients with PLCIS and invasive disease receiving radiotherapy and/or chemotherapy. They report that local recurrence rate in the PLCIS only group is 15% compared with 5% in the PLCIS and carcinoma group (P = 0.8). The comparative adequacy of margin clearance is not stated for the two groups. However, they conclude that this increased rate of recurrence may be a result of the less aggressive adjuvant therapy and there may be a role for radiotherapy in PLCIS. They report an overall 5-year recurrence rate of 8.8% (3 of 34 patients) for PLCIS. 
Combining the data from the three studies gives a PLCIS recurrence rate of 9.4% (11 of 117 cases) regardless of margin (not reported in all cases). There were no cases reported where invasive disease was found on recurrence specimens in any of the three studies.

REVIEW OF NATIONAL GUIDELINES FOR MANAGEMENT
Atotal of 5 national guidelines (United Kingdom, United States, Australian and pan-European) were found that met the inclusion criteria and are summarised in Table 3. Associated guidelines for management of CLCIS and DCIS by the same organisations are included in the Table for comparison. 
There is no mention of PLCIS in the Association of Breast Surgery and National Breast and Ovarian Cancer Care guidance. The National Comprehensive Cancer Network suggest considering resection of PLCIS with negative margins. The European Society of Medical Oncology recommend that PLCIS should be managed as with DCIS and similarly, the NHS Breast Screening Programme recommend grading PLCIS on core biopsy as B5a, i.e., non-invasive carcinoma (in contrast to CLCIS which is graded as B3 indeterminate) and excising with negative margins.

EVIDENCE QUALITY
There are significant limitations to this review, currently there is a lack of quality evidence supporting the management of PLCIS, the majority being level 3-4 evidence[36]. There are no management comparison studies measuring long-term survival and very limited data on recurrence rates. Nonetheless, there are significant findings within the data available. This is the only systematic review to focus specifically on PLCIS management and with 173 cases, this is the largest pooled series of clinical data regarding PLCIS. 

ASSOCIATION OF PLCIS WITH INVASIVE DISEASE
PLCIS is associated with invasive lobular carcinoma on excision in at least 28% of cases (26 of the 93 cases, but in 13 more cases of associated invasive carcinoma, the type is not reported). When DCIS is diagnosed on core biopsy there is a 10%-20% risk of associated invasive carcinoma on subsequent excision[37-40]. By comparison with DCIS, this study demonstrates PLCIS to have a higher association with its invasive counterpart. Reis-Filho et al[41] identified that invasive pleomorphic carcinoma and it’s in situ counterpart share the same genetic changes, supporting the argument that PLCIS is a precursor lesion (rather than simply a risk factor) of invasive disease. The high rate of upstaging of PLCIS to invasive disease seen in this review further supports the “non-obligate precursor” hypothesis. These findings suggest that it would not only be advisable to perform a surgical biopsy for PLCIS to look for associated malignancy, but to ensure excision with margins negative for PLCIS. Thus, a grading of pre-invasive (B5a) similar to DCIS would seem appropriate. 

SENTINEL NODE BIOPSY AND PLCIS 
For pure DCIS on core biopsy, the Association of Breast Surgery recommend that sentinel lymph node biopsy should be considered in cases where there is a high risk of finding invasive disease on the subsequent excision specimen[42]. They state that this would include patients undergoing surgery for: an extensive area of microcalcification; a palpable mass; or high grade disease. In this review, the overall rate of concurrent invasive disease associated with PLCIS was found to be 49%. In 67% of these cases, the invasive component was missed on core biopsy and thus wasn't diagnosed until analysis of the surgical specimen. Given the high risk of upgrading PLCIS to invasive disease after definitive surgery, combined with the fact that histologically, PLCIS is considered to have a similar appearance and characteristics to high grade DCIS, sentinel node biopsy should be considered in PLCIS.

ADJUVANT THERAPY FOR PLCIS
There are no studies that consider the role of adjuvant chemoprevention in PLCIS. Fasola et al. assessed whether there is a potential role for radiation therapy in PLCIS by looking at the comparative recurrence rates[30]. However, they demonstrated no significant difference between the radiation therapy and non-radiation therapy groups. 

ARGUMENT FOR MRI IN PLCIS CASES
Invasive lobular carcinoma is associated with over a quarter of the PLCIS cases,  it is more frequently multifocal and bilateral compared with ductal carcinoma[43,44]. Consequently, MRI is often performed pre-operatively in known lobular carcinomas in order to better assess the extent of disease and thus reduce re-excision rates. MRI may have a future role in imaging of patients with PLCIS due to the high rate of upstaging from PLCIS to invasive lobular carcinoma.

RECURRENCE RATES AFTER PLCIS EXCISION
Safety of PLCIS management ultimately can be determined by recurrence rates. No conclusions could be drawn from a small sample size of 173 cases, especially given the heterogeneous mix of margin management and adjuvant therapies. Information on recurrence is also not stated in all series. Using DCIS again as a comparator, Boyages et al. reported that after excision, 43% of local recurrences were invasive, not in situ[45]. In this review, there were no episodes of invasive disease on recurrence - only PLCIS. 
PLCIS MANAGEMENT GUIDELINES
Looking at the guidelines for management, PLCIS is not mentioned in the Association of Breast Surgery or the National Breast and Ovarian Cancer Care publications. These guidelines were last updated in 2009 and 2003 respectively and thus pre-date the majority of the evidence regarding PLCIS. Thus, it is no surprise that PLCIS does not feature. The National Comprehensive Cancer Networkpublication (2013) states that PLCIS may have a similar behaviour to DCIS, and proposes that negative margin excision should be considered. Qualification of this statement is made by explaining that the outcome data regarding the efficacy of surgical excision to negative margins is lacking. This guidance is certainly consistent with the data reviewed. The NHS Breast Screening Programme (pending publication) and the European Society of Medical Oncology (2013) make similar statements that PLCIS may behave similarly to DCIS and should be excised with negative margins. The European Society of Medical Oncology also states, with regards to in situ lobular neoplasia, “radiotherapy is not warranted, perhaps with the exception of the pleomorphic subtype”. This statement is presumably made, based on the histomorphological similarities between DCIS and PLCIS, thus using DCIS-based data as surrogate evidence, but there is no data regarding the clinical efficacy of radiotherapy for PLCIS directly. The lack of guidance from many National and International organisations on the management of PLCIS reflects the lack of data on which to support treatment guidance. The few guidelines that do pertain to PLCIS generally recommend excision with no clear definition of margin width.

CURRENT VARIATIONS IN PRACTICE
Blair et al[46] recently published a survey completed by surgeons in the United States, regarding the management of positive margins in PLCIS cases. They report considerable heterogeneity in the management. Only 24% felt they would always wish to re-excise PLCIS at the margin. The survey did not address the reasons for the varied responses, but they postulate that it may be due to a lack of familiarity with this unusual variant of LCIS or an active decision to await better evidence to inform further intervention. Either way, such diversity in responses suggests a requirement for clearer evidence and guidance. 
PLCIS has historically been a rarely diagnosed phenomenon. In the past, some cases will undoubtedly have been diagnosed as DCIS due to its histological similarities. However, due to the relatively recent universal use of E-cadherin immunostaining, combined with the ever-growing numbers in breast screening programs, PLCIS is likely to become a more frequent diagnosis. Its clinical characteristics remain largely unknown, but are not entirely consistent with either DCIS or CLCIS.Thus independent, clear guidelines for the management of PLCIS are required, although there remains a need for quality evidence on a national and international scale, to inform practice.

CONCLUSION
There is a lack of quality evidence to inform guidance on the management of PLCIS. The limited data demonstrates a high rate of concurrent invasive disease associated with PLCIS. Based on the available evidence, it would seem safe to surgically excise PLCIS in a similar manner to DCIS. There is no evidence on the efficacy of adjuvant treatments. As with high grade DCIS, a sentinel lymph node biopsy may be considered at the time of excision.   
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Figure 1 Study selection.

[bookmark: _GoBack]Table 1 The risk that ductal carcinoma in situ or invasive carcinoma is found on subsequent surgical excision pathology following a core biopsy diagnosis of pleomorphic lobular carcinoma in situ.

	Ref.
	Number of PLCIS cases
	Diagnosis on 
core biopsy
	Surgical procedure
	PLCIS alone on 
surgical specimen
	Concurrent DCIS or invasive carcinoma on surgical specimen
	Concurrent DCIS (%)
	Concurrent invasive cancer (%)

	Carder et al [4]
	10
	10 PLCIS
	2 DB, 8 WLE
	7
	3 ILC
	0
	30

	Chivukula et al[3]
	12
	12 PLCIS
	1 DB, 1 WLE, 8 SMx, 1Mx, 1BMx
	9
	3 ILC
	0
	25

	Fasola et al[30]
	34
	13 PLCIS
21 PLCIS + DCIS or IC
	PLCIS: 11 WLE, 2 Mx
PLCIS with DCIS or IC: 9 WLE, 12 Mx
	4
	9 DCIS
15 ILC
6 IDC
	26
	62

	Morris et al 31]
	17
	3 PLCIS
7 PLCIS + DCIS
7 PLCIS + IC
	17 WLE
	3
	3 DCIS
11 IC
	18
	65

	Niell et al[32]
	5
	5 PLCIS
	5 WLE
	1
	1 DCIS
2 ILC
1 IDC
	20
	60

	Georgian-Smith et al[33]
	5
	5 PLCIS
	5 WLE
	3
	2 IC
	0
	40

	Lavoue et al[34]
	10
	10 PLCIS
	10 WLE
	7
	3 ILC
	0
	30

	Total
	93
	58 PLCIS
7 PLCIS + DCIS
7 PLCIS + IC
21 PLCIS + DCIS or IC
	
	34
	13 DCIS
26 ILC
7 IDC
13 IC
	14
	49


At initial assessment PLCIS is diagnosed on a core biopsy specimen, this table details the subsequent histology from a surgical resection of the area, demonstrating how many of the core biopsies are upgraded to invasive carcinoma or DCIS. PLCIS: Pleomorphic lobular carcinoma in situ; DCIS: Ductal carcinoma in situ; ILC: Invasive lobular carcinoma; IDC: Invasive ductal carcinoma; IC: Invasive carcinoma (with type not specified); DB: Diagnostic biopsy; WLE: Wide local excision; Mx: Mastectomy; SMx: Segmental mastectomy; BMx: Bilateral mastectomy.

Table 2 The rate of recurrent disease after surgical excision of pleomorphic lobular carcinoma in situ
	Ref.
	Number of PLCIS cases
	PLCIS at margin
	Histology of recurrence
	Time to recurrence 
	Local recurrence rate (%)

	Downs-Kelly et al[5]
	26
	13 cases ≤ 1 mm
4 cases 1.1-2 mm
9 cases > 2 mm
	1 PLCIS
	19 mo
	3.8

	Khoury et al[35]
	57
	Not stated
	7 PLCIS
	Not stated
	12.3

	Fasola et al[30]
	34
	Not stated
	3 PLCIS
	≤ 5 yrs
	8.8


This details the number of cases of histologically diagnosed recurrence following a previous excision of PLCIS. PLCIS: Pleomorphic lobular carcinoma in situ.

Table 3 Summary of guidelines for the management of in situ breast disease
	Guideline source
	Recommendation-PLCIS
	Recommendation-CLCIS
	Recommendation-DCIS

	ABS, 2009[16] (United Kingdom)
	PLCIS not mentioned
	Should consider diagnostic biopsy
Clear margins not required
Post-op surveillance is appropriate
(No adjuvant treatment mentioned)
(No lymph node surgery required)
	Resection with clear margins (> 1 mm) required (WLE or Mx)
Intra-op radiography should be used for all DCIS as majority impalpable
Lymph node surgery not usually required but may be considered in high risk cases

	NCCN, 2013[20] (United States)
	“Consider excision with negative margins”
	Diagnostic biopsy
Risk reducing treatment discussion with patient (options: risk reducing surgery, hormone therapy, no further treatment)
Surveillance indicated
	Consider MRI
WLE or Mx
Margin controversial but certainly > 1 mm
SLNB usually not required but may be considered in high risk cases
Consider RTx

	ESMO, 2013[29] (pan-European)
	“May behave similarly to DCIS and should be treated accordingly”
	Risk factor for future development of invasive cancer and does not require active treatment
	Resection with clear margin (≥ 2 mm) required (WLE or Mx)
SLNB usually not required but may be considered in high risk cases

	NBOCC, 2003[27] (Australia)
	PLCIS not mentioned
	Consider surgical biopsy
Surveillance ≥ 15 yr
No role for clear margin excision established
	Clear margin excision
Usually adjuvant RTx
Consider hormone therapy

	NHSBSP “In situ lobular neoplasia: overview and recommendations” [pending publication][17] (United Kingdom)
	Should be classified B5a (as with DCIS) and excised with negative margins
	Merits MDT discussion and usually diagnostic biopsy
	


ABS: Association of Breast Surgery; NCCN: National Comprehensive Cancer Network; ESMO: European Society of Medical Oncology; NBOCC: National Breast and Ovarian Cancer Care; NHSBSP: National Health Service Breast Screening Programme. PLCIS: Pleomorphic lobular carcinoma in situ; DCIS: Ductal carcinoma in situ.
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