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A pilot study of dual isotope lymphoscintigraphy for breast sentinel node biopsy comparing intradermal and intraparenchymal injection

AIMS: Identification of sentinel lymph nodes (SLN) may depend on the tissue plane of tracer injection. To explore this, we developed a dual isotope technique to compare the lymphatic drainage basins accessed by intradermal and parenchymal injections. METHODS: Fifteen breast cancer patients had simultaneous parenchymal and intradermal injections of 99m Tc-labelled human immunoglobulin G (HIG) and 111 In-HIG, respectively, 2-4 h before axillary lymph node clearance surgery. All 228 freshly dissected nodes were assayed by well-counting and examined for metastatic disease by haematoxylin/eosin staining and immunohistochemistry.

RESULTS: Total nodal uptake following intradermal injection was 10 times more than after parenchymal injection. Tracer uptake within the first three draining nodes divided patients into 3 groups; 4(group1) had identical 1 st , 2 nd and 3 rd echelon nodes, 6(group2) had identical 1 st and 2 nd echelon nodes and 5(group3) had different 1 st echelon nodes. With respect to the first, second and third groups, there was close, moderate and poor correlation (Pearson), respectively, between individual nodal counts accumulated from the two injection sites. Of 8 patients with nodal disease, the SLN identified by intradermal and parenchymal injections contained disease in 7 and 4 patients, respectively. CONCLUSIONS: Comparison of nodal tracer distributions from the two injection planes allows a functional model to be developed with two possible routes of drainage from the parenchymal plane, one joining the tract from the aereolar plexus and the other passing independently to the axilla which builds upon Sappey's original anatomical model. This may explain the variable uptake, discordance and false negative SLN identification.

Introduction

Sentinel lymph node (SLN) localisation is an elegant technique that aims to reduce unnecessary lymph node clearance in patients undergoing surgery for breast cancer and other neoplasms that spread via lymphatics. Based on the concept of lymphatic spread in a systematic fashion from the tumour to the SLN, and then on to the remainder of the draining lymphatic basin, it relies on the use of a tracer that faithfully reproduces the route taken by metastatic cells.

SLN localisation in the staging of breast cancer has been enthusiastically adopted to minimise potentially debilitating surgery in the 70-80% of subjects who have early disease (T1-2N0M0) and a healthy axilla [START_REF] Deckers | Axillary dissection in breast cancer: when, why, how much, and for how long? -another operation soon to be extinct?[END_REF]. However, unlike the clinical setting of melanoma, in which it has been shown that when the SLN is clear of disease there are few false negative 'skip lesions' (ie metastatic disease further 'down stream' in the presence of a clear SLN) [START_REF] Reintgen | The orderly progression of melanoma nodal metastases[END_REF][START_REF] Muller | Reliability of the sentinel node procedure in melanoma patients: analysis of failures after long-term follow-up[END_REF], the false negative rate in breast cancer may be higher, reported up to 22% in some centres [START_REF] Tanis | Anatomy and physiology of lymphatic drainage of the breast from the perspective of sentinel node biopsy[END_REF]. Such false negative SLN subjects will be under-staged and receive inappropriate treatment that may only become apparent after many years, given the prolonged natural history of breast cancer.

Breast lymphatics are traditionally thought to comprise two interconnecting systems; a deep system that tracks the blood vessels around the alveoli, and the parenchyma of the breast, and a superficial system that follows the lactiferous system to the nipple and skin. It is uncertain which of these two routes is favoured by cells metastasising to the axilla [START_REF] De Cicco | Lymphoscintigraphy and radioguided biopsy of the sentinel axillary node in breast cancer[END_REF][START_REF] Linehan | Intradermal radiocolloid and intraparenchymal blue dye injection optimise sentinel node identification in breast cancer patients[END_REF][START_REF] Fleming | Intradermal radioisotope injection optimises sentinel lymph node identification in breast cancer[END_REF][START_REF] De Cicco | Optimised nuclear medicine method for tumour marking at sentinel node detection in occult primary breast lesions[END_REF][START_REF] Pelosi | Lymphatic mapping in early stage breast cancer: comparison between periareolar and subdermal injection[END_REF][START_REF] Pelosi | Sentinel lymph node detection in patients with early-stage breast cancer: comparison of periareolar and subdermal/peritumoural injection techniques[END_REF][START_REF] Borgstein | Functional lymphatic anatomy for sentinel node biopsy in breast cancer: echoes from the past and the periareolar blue method[END_REF][START_REF] Shimazu | Comparision between periareolar and peritumoural injection of radiotracer for sentinel lymph node biopsy in patients with breast cancer[END_REF][START_REF] Reitsamer | Subareolar subcutaneous injection of blue dye versus peritumoural injection of technetium-labeled human albumin to identify sentinel lymph nodes in breast cancer patients[END_REF][START_REF] Roumen | In search of the true sentinel node by different injection techniques in breast cancer patients[END_REF][START_REF] Maza | Peritumoural versus subareolar administration of technetium-99m nanocolloid for sentinel lymph node detection in breast cancer: preliminary results of a prospective intra-individual comparative study[END_REF]. Only when this has been established will the evidence be in place to guide the ideal injection site for axillary SLN identification.
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3 Three general approaches have been used in previous studies to address this problem. Firstly, comparison between two injection sites in different subjects using the same tracer [START_REF] De Cicco | Lymphoscintigraphy and radioguided biopsy of the sentinel axillary node in breast cancer[END_REF][START_REF] Linehan | Intradermal radiocolloid and intraparenchymal blue dye injection optimise sentinel node identification in breast cancer patients[END_REF][START_REF] Fleming | Intradermal radioisotope injection optimises sentinel lymph node identification in breast cancer[END_REF][START_REF] De Cicco | Optimised nuclear medicine method for tumour marking at sentinel node detection in occult primary breast lesions[END_REF][START_REF] Pelosi | Lymphatic mapping in early stage breast cancer: comparison between periareolar and subdermal injection[END_REF][START_REF] Pelosi | Sentinel lymph node detection in patients with early-stage breast cancer: comparison of periareolar and subdermal/peritumoural injection techniques[END_REF]; secondly, comparison between different tracers (usually blue dye and a particulate radioisotope tracer) injected simultaneously in different planes within the same subject [START_REF] Pelosi | Sentinel lymph node detection in patients with early-stage breast cancer: comparison of periareolar and subdermal/peritumoural injection techniques[END_REF][START_REF] Borgstein | Functional lymphatic anatomy for sentinel node biopsy in breast cancer: echoes from the past and the periareolar blue method[END_REF][START_REF] Shimazu | Comparision between periareolar and peritumoural injection of radiotracer for sentinel lymph node biopsy in patients with breast cancer[END_REF][START_REF] Reitsamer | Subareolar subcutaneous injection of blue dye versus peritumoural injection of technetium-labeled human albumin to identify sentinel lymph nodes in breast cancer patients[END_REF]; and thirdly, comparison between different tissue plane injections at different times in the same subject using the same radiotracer [START_REF] Roumen | In search of the true sentinel node by different injection techniques in breast cancer patients[END_REF][START_REF] Maza | Peritumoural versus subareolar administration of technetium-99m nanocolloid for sentinel lymph node detection in breast cancer: preliminary results of a prospective intra-individual comparative study[END_REF]. These studies have had mixed outcomes, some finding that injections into different tissue planes give a discordant nodal distribution [START_REF] Linehan | Intradermal radiocolloid and intraparenchymal blue dye injection optimise sentinel node identification in breast cancer patients[END_REF][START_REF] Fleming | Intradermal radioisotope injection optimises sentinel lymph node identification in breast cancer[END_REF][START_REF] De Cicco | Optimised nuclear medicine method for tumour marking at sentinel node detection in occult primary breast lesions[END_REF][START_REF] Roumen | In search of the true sentinel node by different injection techniques in breast cancer patients[END_REF] whereas others, a concordant pattern [START_REF] De Cicco | Lymphoscintigraphy and radioguided biopsy of the sentinel axillary node in breast cancer[END_REF][START_REF] Pelosi | Lymphatic mapping in early stage breast cancer: comparison between periareolar and subdermal injection[END_REF][START_REF] Pelosi | Sentinel lymph node detection in patients with early-stage breast cancer: comparison of periareolar and subdermal/peritumoural injection techniques[END_REF][START_REF] Borgstein | Functional lymphatic anatomy for sentinel node biopsy in breast cancer: echoes from the past and the periareolar blue method[END_REF][START_REF] Reitsamer | Subareolar subcutaneous injection of blue dye versus peritumoural injection of technetium-labeled human albumin to identify sentinel lymph nodes in breast cancer patients[END_REF]. This may be secondary to poorly matched subjects in the first approach, differently behaving tracers in terms of molecular dimensions and different lymphatic tracer handling in the second, and day-to-day variations in patient physiology in the third. All have relied on gamma-camera imaging and/or intra-operative probe monitoring which, in the context of determining differential routes of drainage, have limited functional and anatomical resolution. Fuelled by a paucity of prospective randomised trials to establish the optimal technique [START_REF] Vijayakumar | A critical review of variables affecting the accuracy and false-negative rate of sentinel node biopsy procedures in early breast cancer[END_REF], the controversy regarding the ideal tissue plane for injection remains unresolved.

The aim of the current study was to develop a different strategy to clarify the position, based on the ex vivo radioassay of all nodes removed during level 2 axillary clearance, to determine the extent to which the axillary lymphatic drainage basins respectively accessed by intradermal and parenchymal tracer injections are similar to each other, and in the event of significant differences, the extent to which each reflects the route taken by metastasising cancer cells, with a view ultimately to determining the ideal injection site or combination of them to identify the
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We elected to use a single agent, dual labelled with different separately detectable isotopes administered simultaneously into the intradermal and parenchymal planes. Only tracers proven to have near-identical functional behaviour in the lymphatic system would be acceptable, otherwise inherent differences in behaviour may be misinterpreted as differences in lymphatic flow.

Micro-aggregated human serum albumin (nanocolloid [NC]

) is the most commonly used lymphoscintigraphic agent, at least in Europe [START_REF] Mariani | Radioguided sentinel lymph node biopsy in breast cancer[END_REF]. Although some workers have reported success in dual isotope labelling of NC with 99m Tc and 111 In [START_REF] Mitterhauser | The labelling of nanocoll with [ 111 In] for dual isotope scanning[END_REF], at least on in vitro testing, our attempts to achieve stable dual labelling were unsuccessful as judged by discordant in vivo data, despite favourable in vitro results [START_REF] Fowler | Dual-isotope lymphoscintigraphy using albumin nanocolloid differentially labeled with 111 In and 99m Tc[END_REF]. We therefore used human polyclonal immunoglobulin G (HIG), a soluble macromolecule with a size (150 kDa) that favours uptake into lymphatics rather than blood capillaries. It is a useful lymphoscintigraphic agent [START_REF] Ergun | Evaluation of 99m Tc-HIG as a lymphoscintigraphic agent in rabbits[END_REF][START_REF] Svensson | Measurement of lymphatic function with Tc-99m labeled polyclonal immunoglobulin[END_REF] that has recently been shown to identify the same sentinel and 2 nd echelon nodes as 99m Tc-NC [START_REF] Fowler | Measurement of the extraction fractions of nanocolloid and polyclonal immunoglobulin by axillary lymph nodes in patients with breast cancer[END_REF]. Moreover, it has been shown that 99m Tc-HIG and 111 In-HIG display almost identical tissue-to-blood transport kinetics [START_REF] Pain | Side-to-side symmetry of radioprotein transfer from tissue space to systemic vasculature following subcutaneous injection in normal subjects and patients with breast cancer[END_REF][START_REF] Pain | Transport of radiolabeled immunoglobulin injected into the web spaces of the hands of normal subjects and patients with breast cancerrelated lymphedema[END_REF].

Materials and methods

Subjects

Fifteen subjects were recruited, all female aged 45 -81,with biopsy-proven early breast cancer, stage T1-2N0M0, scheduled to have excision of their primary tumour and level 2 axillary Tc-HIG (10 MBq) and 111 In-HIG (2 MBq) were both administered in volumes of 0.2 ml. The administered activities were chosen to minimise cross-talk between the two radionuclides, taking account of previous pilot studies that showed significantly higher activities entering lymph nodes following intradermal injection compared with parenchymal injection.

Procedure

The radiotracers were injected 2-4 h before resection of the primary lesion and level 2 axillary clearance. 99m Tc-HIG was injected into the peri-tumoural parenchymal plane under ultrasound Immediately following surgery, the axillary specimen was freshly dissected using palpation and scalpel to separate individual lymph nodes. Each node was placed into a 20 ml glass countingbottle and filled with phosphate-buffered formalin to a volume of 4 ml. Diluted standards containing known fractions of the administered activity were prepared, along with water standards for background counts. Lymph node activity was assayed using a well-counter (Wallac 1480 Wizard automatic gamma counter [Wallac, Turku, Finland] or Scaler Ratemeter SR7 connected to a 2" sodium iodide gamma well counter [Nuclear Enterprises Ltd, Reading, UK]) using windows chosen to minimise cross-talk between the 2 radionuclides. The counts in each node were corrected for dead-time, background, cross-talk and radionuclide physical decay, and expressed as a percentage of the administered activity.

Histopathology

All nodes were left to fix overnight in phosphate-buffered formalin. Nodes smaller than 5 mm in maximum diameter were processed and embedded whole. Nodes greater than 5 mm were sliced at approximately 5 mm intervals. All were embedded in paraffin wax. Four μm sections were cut at one level and stained in an automatic stainer with haematoxylin and eosin (H&E). The specimens were reported as negative or positive for metastatic disease according to national reporting guidelines [START_REF] Ellis | Guidelines for Pathology Reporting in Breast Cancer Screening NHS Breast Screening Programme Publications[END_REF], and patients managed accordingly. All nodes were subjected to further analysis by immuno-histochemistry (IHC) using high and low molecular weight anti-cytokeratin antibodies, AE1/AE3, on sections at 2 levels, 40 µm apart, as recommended by Turner et al [START_REF] Turner | Optimal histopathologic examination of the sentinel lymph node for breast carcinoma staging[END_REF].
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The areas of the nodes and of the metastatic deposits within them were measured in mm 2 from stained sections to semi-quantify nodal sizes and disease burden within individual involved nodes.

Statistics

Patients were sub-divided into 3 groups according to concordance between intradermal and intraparenchymal injection sites with respect to identification of the three 'hottest' nodes (see Results). Concordance between nodal lymphatic tracer contents was quantified using Pearson's correlation coefficient (R 2 ) and compared between the 3 groups. The ratio of total counts accumulated in the resected specimens was compared with unity using Student's t-test.

Results

Of the 15 patients, 8 had ductal and 4 had lobular carcinoma, while in 3 it was mixed.

The median number of nodes dissected was 15 (range 5 -19).

Lymph node activity accumulated from deep and superficial planes

In one subject (J), the axillary nodes accumulated 15% of activity administered by intradermal injection, presumably as a result of inadvertent direct cannulation of a lymphatic vessel.

Otherwise, the resected nodes accumulated no more than 1% of administered activity. There was more accumulation of nodal tracer uptake following intradermal injection compared with intraparenchymal injection, with a mean ratio of 10.2 (SD 10.3; p<0.01 versus unity, excluding patient J).

Patterns of lymphatic tracer distribution
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In 4 patients, the two injection sites identified the same 1 st , 2 nd and 3 rd echelon nodes (group 1).

In 6 patients, the 1 st and 2 nd nodes were the same but not the 3 rd (group 2) and in 5 patients, the injection sites identified different 1 st echelon nodes (group 3). Correlation between the injections sites with respect to individual nodal activity was very high in group 1 (R 2 = 0.99 in all 4), moderately high in group 2 (median R 2 = 0.9; range 0.49-0.93) but generally poor in group 3 (median R 2 = 0.16; range 0.01-0.94). There were no significant differences across the groups with respect to tumour grade, size, or location, or the ratio of total nodal activities accumulated from the respective injection sites.

Nodal disease versus tracer uptake from the two planesIn 7 patients, the axilla was free of disease. A total of 16 nodes harboured disease in the remaining 8 patients. The 'hottest'node contained disease in 7/8 patients after intradermal injection and in 4/8 patients after parenchymal injection. The single false negative SLN identified by intradermal injection (patient G) ranked 11 th in isotope content, compared with 2 nd after parenchymal injection. This patient was the only subject to have received tracer injections at the same time as wire localisation. With her exclusion from the analysis and use of IHC to identify micrometastatic disease, the sensitivity for intradermal injection was therefore 100%, compared with 50% for parenchymal injection.

In 3 of the 4 patients who had more than one diseased node, there was an inverse trend between rank based on isotope content and rank based on disease load.

The largest node in the resected specimen contained disease in only 3/8 patients. When nodes were ranked in terms of size, the average rank of nodes containing metastatic disease was 6 th .
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9 IHC identified nodal disease not diagnosed by H&E staining in 2/8 patients. In one of these (L), the SLN from both routes was the only node to contain disease and use of IHC upgraded the patient from N0 to N1. In the other (K), the SLN from the intradermal route contained a micrometastasis identifiable only by IHC, even though a macro-metastasis was identified in a lower order node (4 th echelon from both the intradermal and parenchymal routes).

Discussion

Justification of the study

The most active lymph node resulting from administration of a radiotracer corresponds to the SLN only if the radiotracer is taken up into and transported through the same lymphatics as the potential metastatic cell. The radiotracer acts as a surrogate for cancer cells, providing a road map for surgical selection, thereby making an appropriate site of tracer injection crucial for the reliability of the technique.

Previous lymphoscintigraphic imaging studies found that parenchymal injection demonstrated lymphatic flow to the internal mammary chain as well as the axilla in 11-14% of patients, in contrast to intradermal injection which showed nodal uptake only in the axilla [START_REF] Roumen | In search of the true sentinel node by different injection techniques in breast cancer patients[END_REF]. There is no doubt that the parenchymal injection outperforms intradermal injection for demonstrating global lymphatic distribution from the whole breast, which includes the internal mammary chain.

Lymphatic staging in breast carcinoma is used to direct surgical management of the axilla, , so which of these two routes best stages the axilla is the main practical issue. As no consensus has
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10 yet been reached [START_REF] Vijayakumar | A critical review of variables affecting the accuracy and false-negative rate of sentinel node biopsy procedures in early breast cancer[END_REF], our study was undertaken as a pilot study, to evaluate a novel approach involving detailed examination of two drainage basins in relation to the routes taken by cancer cells metastasising to the axilla. The dual-isotope technique described here, based on a single agent (HIG), was developed specifically to allow separate quantification of two lymphatic radiotracers following concurrent injection into two different planes. Well-counting of all individual nodes gave absolute confidence in correlating nodal isotope content with pathology on a node-by-node basis. Such accurate dual window radiotracer quantification of all axillary nodes is not possible either with intra-operative, hand-held gamma probe monitoring or gamma camera imaging because of shielding and geometric constraints, respectively.

Optimisation of the SLN injection technique

This study demonstrated a significant difference between nodal uptake from the two injection planes, with 10 times more nodal activity following intradermal than parenchymal plane injection. This concurs with McMasters et al, who reported a 5-to-7-fold increase of activity within nodes from intradermal compared to peritumoural injection [START_REF] Mcmasters | Dermal injection of radioactive colloid is superior to peritumoural injection for breast cancer sentinel node biops: results of a multiinstitutional study[END_REF].

Notwithstanding the small numbers of subjects in this study, we found that intradermal injection outperformed parenchymal injection and achieved a sensitivity of 100% for identification of disease within the axilla when IHC was used and when the false negative patient in whom wire localisation was performed prior to injection was excluded. This false negative case isconcerning, given the increasing practice of SLN identification after a negative ultrasoundguided axillary fine needle aspiration or loop wire insertion, and suggests that lymphatic flow may be disrupted by image guided intervention it is possible that in such patients tracer should Large nodes are no more likely to be involved with disease than small nodes. Thus, the largest nodes contained metastatic disease in only 39% of patients. This increased to 50% when the 4 largest nodes in each patient were considered. Nodal sampling based on size alone, as advocated by some centres [START_REF] Macmillan | Sentinel node biopsy for breast cancer may have little to offer four-node-samplers: results of a prospective comparison study[END_REF], cannot therefore be recommended.

Resonances with Sappey's anatomical model

The striking discordance of nodal echelon number identification by the two injection planes, with about one third of patients having near perfect correlation of uptake from the two injection sites, and one third having very poor correlation, may be explained by the variability in anatomical communication between the parenchymal and areolar lymphatics and the axillaas demonstrated by Sappey in 1874 from cadaveric mercury injections (figure 1a). For illustrative purposes, this image has been modified by the extension of the illustration to include axillary vessels and nodes (figure 1b). These images shows in beautiful detail the complexity of the network of minute lymphatics around the alveoli of the breast parenchyma that coalesce to form larger tracts. The lymphatic's around the areola (which form Sappey's plexus) are larger in calibre The lymphatics from the parenchyma can either join those from the areola and drain to a common node (eg. node A, figure 1b), or may drain independently (eg node B, figure 1b)
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Close correlation between the two injection planes as seen in patients within group 1 may be explained by close proximity of the tumour and peritumoural injection to lymphatics which either coalesce towards the areola or become confluent with tracts which emanate from the areolar lymphatics, as would be the case as illustrated in Figure 1c. In contrast, discordant correlation from the two planes as seen in the patients of group 3, may be explained by location of a tumour and peritumoural injection close to parenchymal lymphatics which run independently to the axilla, discretely separated from areolar lymphatics, such as the case demonstrated in figure 1d. The relatively minute size of the tiny peripheral lymphatics compared to the larger lymphatic tracts which make up Sappey's plexus may in part explain the high ratio of 10:1 in axillary tracer accumulation following periareolar injection compared to peritumoural injection. The absence, of any difference in this ratio across the three groups indicates that correlation between the two injection sites in terms of node echelon number does not depend on relative tracer uptakes at the two sites.

Ours is not the first study to use ex vivo well-counting to quantify tracer uptake within individual dissected lymph nodes following radiotracer breast injection. Two small studies used similar techniques, albeit with different study aims and tracers. Hultborn et al quantified axillary and parasternal nodal uptake of colloidal 192 Gold injected at points as far distant as possible from breast tumours in patients about to undergo mastectomy and axillary clearance and internal mammary chain dissection [START_REF] Hultborn | The lymph drainage from the breast to the axillary and parasternal lymph nodes, studies with the aid of colloidal Au 198[END_REF]. They found that parenchymal injection resulted in nodal uptake within both the axilla and parasternal lymph node groups with an average uptake of 26-fold more activity in the axilla. They also noted that nodal disease impaired tracer uptake and resulted in unusual patterns of tracer distribution, echoing our finding of a negative trend between rank 111 In-labelled anticytokeratin monoclonal antibodies and 99m Tc-labelled rhenium sulphide administered together subdermally in patients with breast cancer [START_REF] Pecking | Radioimmunolymphoscintigraphy in the preoperative staging of primary breast cancer: A pilot study using a human monoclonal antibody[END_REF]. Uptake of antibody relative to colloid indicated a positive predictive value for antibody of 71% for the identification of nodal disease.

Conclusion

Using a dual isotope, well-counting technique that allows detailed quantification of lymphatic flow to individual nodes and correlation with pathology on a node-by-node basis, we report a novel approach designed to achieve a better understanding of the functional morphology of lymphatic drainage in the breast and to eradicate confounding factors that may have influenced previous studies. The technique illustrates functional differences in lymphatic drainage pathways from the intradermal and parenchymal planes that may be explained by anatomical differences in lymphatic arrangements from the breast as shown by Sappey's original model. Whilst this pilot study may not have significantly advanced the clinical argument, it illustrates how the technique of well-counting of individual nodes has the potential to resolve this major controversy and justifies its application to larger series of patients. Figures 1c and1d show intradermal periareolar and parenchymal peritumoural injections in yellow and red respectively. In both, the uptake of tracer into the finer parenchymal lymphatics from the peritumoural injection have resulted in less vessel and nodal uptake than uptake into the more substantial periareolar lymphatics following intradermal injection. 
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  In-HIG injected intradermally at the areola. True intradermal placement was confirmed by the elevation of a wheal at the injection site.

  both intradermal and parenchymal injections. The possible effects of interventions on SLN tracer uptake and sentinel nodal identification merits further studies with larger series of patients.

  size and rank based on tracer accumulation in patients with more than one diseased node.Pecking et al reported dual window lymph node counting and pathological correlation on an individual nodal basis, comparing nodal uptakes of

18 Legends

 18 Figure 1a Plate XIII of Anatomie, physiologie et pathologie des vaisseaux lymphatiques

Figure 1b .

 1b Figure 1b. An artist's supplementation of the Sappy illustration, extending the model to include

Figure 1c Illustrates a patient from group 1 .

 1 Figure 1c Illustrates a patient from group 1. The tumour is situated close to local

Figure 1d .

 1d Figure 1d. Illustrates a patient from group 3, The tumour is positioned close to local
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