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Synchronous Oligometastatic Lung Cancer deserves a dedicated management. Running Head: Oligometastatic NSCLC Curative Therapy
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Background: Oligometastatic stage IV Non-small Lung Cancer (NSCLC) patients have a 5-years overall survival of 30% versus 4-6% . We reviewed data and patterns of care of patients affected by oligometastatic NSCLC in our centre between 2001 and 2017.

Methods:

We retrospectively reviewed clinical and pathological files of all patients with lung cancer and synchronous isolated adrenal and/or brain metastases, treated by locally ablative treatments (surgery and/or, radiotherapy) of both primary cancer and distant metastasis. Statistical analysis was performed to assess the impact on overall survival of patient and tumour-related characteristics and therapeutic approaches. Overall survival was assessed by Kaplan-Meier method. Survival rates were compared by log rank test. Significance was accepted at a level of p<0.05.

Results: Fifty-one patients affected by NSCLC and synchronous brain metastasis (n=41) or adrenal metastasis (n=9) or both (n=1) were treated in our department. Median survival was 42 months (CI 95% 22.3-63.7). Two-years and 5-years overall survival was 62% and 34.4% respectively. a univariate and multivariate analysis the positive prognostic factors for survival was cessation of smoking (p=0.006) and lymphovascular and perineural spreading in the tissues (p=0.024).

Conclusions:

In selected oligometastatic synchronous NSCLC patients, multimodality approach encompassing radical treatment of the primary tumour and ablative treatment of concurrent metastases is recommended, with encouraging results. Smoking cessation is a part of the treatment sequence.

Non-Small Cell Lung Cancer (NSCLC) ranks among the most common malignancies in both men and women and is the leading cause of cancer-related death worldwide. Almost half of patients with NSCLC have distant metastases at presentation and this state is generally associated with a poor prognosis. However, since 1980s, several series have reported prolonged survival after complete resection of primary tumor and secondary lesions in selected patients who presented with only a limited number of metastases, the so-called oligometastatic disease [START_REF] Twomey | Successful treatment of adrenal metastases from large-cell carcinoma of the lung[END_REF][START_REF] Khan | Long term disease-free survival resulting from combined modality management of patients presenting with oligometastatic, non-small cell lung carcinoma (NSCLC)[END_REF][START_REF] Pfannschmidt | Surgical treatment of oligo-metastatic non-small cell lung cancer[END_REF]. This concept is related to the notion that cancer patients with 1 to 5 metastatic or recurrent lesions could be treated by local therapies to achieve long-term survival or cure [START_REF] Hellman | Oligometastases[END_REF][START_REF] Niibe | Oligometastases and oligo-recurrence: the new era of cancer therapy[END_REF][START_REF] Tanvetyanon | Outcomes of adrenalectomy for isolated synchronous versus metachronous adrenal metastases in non-small-cell lung cancer: a systematic review and pooled analysis[END_REF].

Focusing on NSCLC, oligometastatic disease (synchronous or metachronous) has been found in about 30% of cases of metastatic patients [START_REF] Albain | Survival determinants in extensive-stage nonsmall cell lung cancer: the Southwest Oncology Group experience[END_REF][START_REF] Nicholson | Proposals for the Revision of the Clinical and Pathologic Staging of Small Cell Lung Cancer in the Forthcoming Eighth Edition of the TNM Classification for Lung Cancer[END_REF][START_REF] Parikh | Definitive primary therapy in patients presenting with oligometastatic non-small cell lung cancer[END_REF]. The reported overall survival in oligometastatic NSCLCs patients exceed the expected 5-year survival observed in historical cohorts of stage IV NSCLC patients (30% [START_REF] Tanvetyanon | Outcomes of adrenalectomy for isolated synchronous versus metachronous adrenal metastases in non-small-cell lung cancer: a systematic review and pooled analysis[END_REF][START_REF] Gao | Pooled analysis for surgical treatment for isolated adrenal metastasis and non-small cell lung cancer[END_REF] versus 4-6% [START_REF]Cancer Fact and Figures[END_REF][START_REF] David | The Role of Thoracic Surgery in the Therapeutic Management of Metastatic Non-Small Cell Lung Cancer[END_REF][START_REF] Mordant | Which metastasis management allows long-term survival of synchronous solitary M1b non-small cell lung cancer?[END_REF][START_REF] Ozkaya | Long-term survival rates of patients with stage IIIB and IV non-small cell lung cancer treated with cisplatin plus vinorelbine or gemcitabine[END_REF]).

Until recently, the cornerstone of metastatic lung cancer management was represented by systemic therapy. However, consensus statements and guidelines increasingly support integration of locally ablative therapies such as surgery or stereotactic radiosurgery/stereotactic body radiotherapy (SRS/SBRT), in an effort to overcome resistance to systemic treatments in patients experiencing disease progression in limited sites or, in selected cases to delay chemotherapy initiation [START_REF] Reck | Metastatic non-small-cell lung cancer (NSCLC): ESMO clinical practice guidelines for diagnosis, treatment and follow-up[END_REF]. However evidence in support of local treatments remains limited. We have therefore retrospectively analyzed our single center NSCLC patients with synchronous oligometastatic disease receiving curative treatment for the primary tumor and locally ablative treatment to the metastatic site of disease in order to report the outcome and identify the main prognostic factors in this subset of metastatic patients.

PATIENTS AND METHODS

We retrospectively reviewed clinical and pathological records of all patients with lung cancer and synchronous isolated adrenal and/or brain metastases, treated by locally ablative treatments (surgery and/or radiotherapy) of both primary and metastasis in our center between 2001 and 2017. Metastases existing at diagnosis of primary cancer or within 6 months were considered as synchronous and their treatment was performed before (at least 1 month) or after (at maximum 4 months) surgery of primary lung lesion.

The research was conducted according to recommendations outlined in the Helsinki declaration and according to French laws on Biomedical Research. IRB approval was obtained (CERC-SFCTCV-2017-5-28-12-24-25-AlMa). All patients or relatives (in case of deceased patients) gave their informed consent to participate and allowed the use of their data.

Pre-operative investigations and peri-operative care

For all patients pre-treatment work-up included chest X-ray, fiber-optic bronchoscopy, contrast-enhanced thoracic and upper abdominal CT scan, as well as contrast-enhanced cerebral MRI. PET scan was routinely performed. Mediastinal nodes were considered negative at clinical staging if short axis was <1 cm and there was no significant (SUV<2.5) 18FDG uptake. Otherwise, biopsies by EBUS or mediastinoscopy were carried out. Patients with pathologically proven N2 involvement at EBUS or mediastinoscopy were denied lung resection.

Functional assessment included spirometry and perfusion lung scan, allowing calculation of predicted postoperative FEV1 (ppoFEV1). Patients were considered operable without further investigation if ppoFEV1 was>40% and non-operable if ppoFEV1 was <30%. In intermediate cases decision of operability was taken on an individual basis taking into account results of DLCO determination and of results of an exercise test (stair climbing or 6-minute walking test). All the patients underwent pre-operative echocardiography with assessment of left ventricle ejection fraction and assessment of systolic pulmonary pressure.

Indications for loco-regional treatments

In our Institution decisions of treatments of lung cancer are taken on an individual based discussion during a weekly Multidisciplinary Tumor Board. Institutional policy is to consider loco-regional treatments for oligometastatic disease only in case of a maximum number of metastatic lesions ≤3 consisting of adrenal and cerebral metastases, since only these sites are considered to be amenable to local ablative treatments as part of the initial management of oligometastatic lung cancer. Patients are considered eligible for a local approach in presence of an adequate WHO performance status (≤2), low operative risk on the basis of respiratory reserve and cardiac assessment, and informed consent to multimodality treatment, possibly including multiple site surgery. Pneumonectomy was allowed if N disease was staged at pre-thoracotomy work-up (EBUS or mediastinoscopy) as <2 and if assessment of cardiac and respiratory function was consistent with standard operative risk.

Loco-regional treatments

Segmentectomy, lobectomy or pneumonectomy with radical nodal dissection (in all the cases) was carried out through thoracotomy in all the cases. Adrenal metastases resection was performed by the thoracic surgery team via laparoscopy or laparotomy depending on the size of metastases and possible involvement of adjacent structures. Phrenotomy through thoracotomy was an option for small homo-lateral lesions at the same time than lung resection. Treatment of brain metastases consisted of exclusive surgery, exclusive radiotherapy either by stereotactic radiosurgery (SRS), or whole brain radiotherapy (WBRT) or a combination of both.

As a general rule, chemotherapy was part of the global management. It was administered in either a neoadjuvant or adjuvant setting: neoadjuvant was the preferred treatment modality, but adjuvant therapy was an option in some cases (e.g. thoracic surgery considered urgent because of uncontrolled symptoms or topography of the lesion).

Collected data

Patients' characteristics, treatment procedures, and short-term outcomes were collected using a standardized case report form. We collected use of induction chemotherapy, type of resection, histologic type, main diameter of tumor, and presence of lymphovascular emboli or perineural spreading. The presence of vascular or lymphatic tumor emboli was assessed by standard haematoxylin and eosin staining on samples from tumor and adjacent nontumoral lung tissue and defined as the presence of aggregates of tumor cells inside vascular or lymphatic micro vessels. Tumor stage was reattributed according to the 8th TNM edition. Patients were defined active, former or never smokers according to tobacco consumption in the six weeks preceding treatment of the primary tumor.

Main outcome measures analyzed were: 30, and 90 day mortality of surgery (brain, adrenal, lung) and radiotherapy, and overall survival.

Data analysis, Follow-up and statistical analysis

Data processing and analysis were performed with the statistical Software system SPSS (IBM SPSS Statistics, Version 21.0. Armonk, NY: IBM Corp. Released 2012). Results are expressed as percentage for qualitative parameters and mean +/-SD or median [range] for normally and non-normally distributed quantitative variables. Follow-up information was obtained by telephonic interview with patients, relatives (in case of deceased patients) and referring physicians. Municipality registers were checked to confirm information on vital status. Patient overall survival was assessed by Kaplan-Meier method, using date of treatment of the primary tumor as time zero. End follow-up was September 30, 2017. Survival rates were compared by log rank test.

Variables shown to be significantly associated with survival at univariate analysis were entered in a Cox multivariate analysis to assess their independent character. Significance was accepted at a level of p<0.05.

RESULTS

Fifty-one patients (29 males and 22 females) with NSCLC and synchronous brain (n=41) or adrenal metastasis (n=9) or both (n=1) were treated in our department between 2001 and 2017. Number of concurrent metastases was 1, 2, and 3 in 46, 3, and 2 patients, respectively. Adrenal metastases were ipsilateral and contralateral to primary lung tumors in 5 and 4 cases, respectively.

Median age was 60 years (range 38-83) (Table 1). Upfront treatment for pulmonary localization of cancer was chemotherapy (n=35), radiotherapy (n=1 patients) or combination of both (n=1), followed by lung surgery and metastasis ablation. In the remaining 14 patients, lung surgery was the initial therapeutic approach.

Primary lung cancer was treated by surgery in 50 patients (41 lobectomies, 4 pneumonectomies and 5 segmentectomies). One patient was treated by definitive radiochemotherapy. Adrenalectomy was performed by laparoscopy, laparotomy (staged with respect to pulmonary surgery) and phrenotomy through thoracotomy (at the same time than lung resection) in 4, 4, and 1 case, respectively.

Neither deaths at 30 and 90 days nor morbidity of lung or adrenal surgery were recorded. Pathologic examination of primary tumor found adenocarcinoma (n=37), squamous cell carcinoma (n=9), neuroendocrin large cell carcinoma (n=3) and large cell carcinoma (n=2). Table 1 shows pT and pN categories.

Focusing on the 41 patients with brain metastases, a local approach to control intracranial disease was performed in 40 patients while 1 patient had complete radiological response of a solitary cerebellar lesion after upfront chemotherapy alone. Local treatments of brain metastasis consisted of surgery in 24 cases and exclusive radiotherapy in 16 cases. Surgical removal was integrated with postoperative WBRT or SRS of the surgical cavity in 11 and 5 cases, respectively. In patients treated with radiotherapy alone, treatment consisted of WBRT in 3 patients and SRS in the remaining 13 cases. Overall, chemotherapy was administered in 45 cases for at least 4 cycles in either neoadjuvant (n=36) or adjuvant (n=9) setting. The remaining 6 patients had no chemotherapy because of refusal (n=2) or unfit clinical status (n=4).

Median overall survival was 42 months (CI 95% 22.3-63.7 range: 1-115). 2-and 5-year overall survivals were 62% and 34.4% respectively (figure 1).

Univariate analysis of factors possibly affecting survival showed that active smoking had a negative impact (p=0.005) on survival (Table 1, Figure 1). Further stratification for smoking habit (never, former, current) confirmed this finding (p= 0.011, median survivals Not Reached versus 47 months, and 12 months, respectively). The absence of lymphovascular emboli or perineural spreading in the lung cancer specimen (p=0,046) also had a positive impact on survival (Figure 1). Results of univariate analysis of the other parameters are reported in Table 1. Tumor size (p=0.07), pN (p=0.52), pT (p=0.1) and histologic type (p=0.06) wouldn't seem to influence survival (Table 1). Finally, there was no difference with respect to the number (p=0.75) or the site (intracranial versus adrenal) of metastasis (p=0.5), or initial therapeutic approach (p=0.3). The multivariate analysis showed that cessation of smoking in the six weeks preceding treatment of the primary tumor (p=0.006, HR=3.3, C.I.95% 1.4-7.7) and absence of lymphovascular emboli or perineural spreading (p=0.024, HR=2.8, C.I.95% 1.1-6.8) were independent positive prognostic factors.

COMMENT

The cornerstone of metastatic lung cancer management consists of a platinum-based chemotherapy, with a median survival in the order of 8-11 months [START_REF] Peters | Metastatic non-small cell lung cancer (NSCLC): ESMO clinical practice guidelines for diagnosis, treatment and follow-up[END_REF], which is superior to supportive care alone.

Nevertheless, results from prospective trials [START_REF] De Ruysscher | Radical treatment of non-small-cell lung cancer patients with synchronous oligometastases: long-term results of a prospective phase II trial (Nct01282450)[END_REF][START_REF] Collen | Phase II study of stereotactic body radiotherapy to primary tumor and metastatic locations in oligometastatic nonsmall-cell lung cancer patients[END_REF] , raised interest in locally ablative treatments (surgery and/or radiotherapy) for selected patients with limited burden of disease. A recent phase 2 randomized trial showed that local consolidative therapy after initial systemic therapy in patients with oligometastatic NSCLC improved progression-free survival compared with maintenance therapy alone [START_REF] Gomez | Local consolidative therapy versus maintenance therapy or observation for patients with oligometastatic non-small-cell lung cancer without progression after first-line systemic therapy: a multicentre, randomised, controlled, phase 2 study[END_REF]. The 5-year survival in oligometastatic patients treated with curative intent is around 32% [START_REF] Mordant | Which metastasis management allows long-term survival of synchronous solitary M1b non-small cell lung cancer?[END_REF][START_REF] Billing | Surgical treatment of primary lung cancer with synchronous brain metastases[END_REF], which is far greater than survival of the general stage IV population [START_REF] Ozkaya | Long-term survival rates of patients with stage IIIB and IV non-small cell lung cancer treated with cisplatin plus vinorelbine or gemcitabine[END_REF]. An aggressive local treatment is already recommended in the current version of NCCN-guidelines, where it is yet confined to brain and adrenal involvement [START_REF] Congedo | Surgery for oligometastatic non-small cell lung cancer: long-term results from a single center experience[END_REF].

The most remarkable data emerging from our analysis is the median survival of 42 months (CI 95% 22.3-63.7) and the 2 and 5-years overall survival of 62% and 34.4% respectively. These figures compare favorably with previous reports [START_REF] Khan | Long term disease-free survival resulting from combined modality management of patients presenting with oligometastatic, non-small cell lung carcinoma (NSCLC)[END_REF][START_REF] Pfannschmidt | Surgical treatment of oligo-metastatic non-small cell lung cancer[END_REF][START_REF] Tanvetyanon | Outcomes of adrenalectomy for isolated synchronous versus metachronous adrenal metastases in non-small-cell lung cancer: a systematic review and pooled analysis[END_REF][START_REF] Gao | Pooled analysis for surgical treatment for isolated adrenal metastasis and non-small cell lung cancer[END_REF][START_REF] Mordant | Which metastasis management allows long-term survival of synchronous solitary M1b non-small cell lung cancer?[END_REF].

In our experience, no difference was observed with respect to the metastatic site. Adrenal gland is one of the most extensively studied organs in oligometastatic NSCLC. Surgical series [START_REF] Porte | Resection of adrenal metastases from non-small cell lung cancer: a multicenter study[END_REF][START_REF] Mercier | Surgical treatment of solitary adrenal metastasis from nonsmall cell lung cancer[END_REF] reported encouraging results (median OS 11-13 months). In medically fit patients, surgical resection is a safe option for the treatment of isolated adrenal gland metastasis [START_REF] Gao | Pooled analysis for surgical treatment for isolated adrenal metastasis and non-small cell lung cancer[END_REF] with low morbidity and mortality (0-3%) [START_REF] Mussi | Resection of single brain metastasis in non-small-cell lung cancer: prognostic factors. Resection of single brain metastasis in non-small-cell lung cancer: prognostic factors[END_REF]. Recently, stereotactic radiotherapy emerged as a valuable treatment option showing encouraging rates of local control (>70% if a biologically effective dose superior to 60 Gy is delivered) with minimal toxicity [START_REF] Ippolito | SBRT: A viable option for treating adrenal gland metastases[END_REF].

Concerning brain metastases, different treatment modalities have been evaluated in the past decades.

While no direct randomized trial comparing surgery and SRS is available, surgery is often performed due to neurological symptoms at clinical presentation that drives diagnosis of the primary tumor. On the other hand SRS can provide a highly effective minimally invasive option in patients with brain metastases, limiting use of WBRT to palliation of symptoms. Most interestingly, adjuvant radiotherapy following surgical resection is now widely accepted in the treatment sequence. In the randomized study by Brown et al comparing SRS to the surgical cavity versus adjuvant WBRT, SRS yielded non-inferior overall survival with inferior occurrence of cognitive function decline [START_REF] Brown | Postoperative stereotactic radiosurgery compared with whole brain radiotherapy for resected metastatic brain disease (NCCTG N107C/CEC•3): a multicentre, randomised, controlled, phase 3 trial[END_REF]. On the other hand, despite slight increase in intracranial disease control, adjunction of WBRT after focal treatment by surgery or SRS did not yield a benefit in terms of survival or functional independence in the EORTC 22952-26001 [START_REF] Kocher | Adjuvant whole-brain radiotherapy versus observation after radiosurgery or surgical resection of one to three cerebral metastases: results of the EORTC 22952-26001 study[END_REF]. In our series, due to the long time span examined in our cohort, multiple approaches were employed: surgical resection with or without adjuvant radiotherapy (by WBRT and/or SRS boost to the cavity) or exclusive radiotherapy by WBRT, SRS or both. This heterogeneity in treatment modalities do not allow to clearly compare outcome among different treatment groups in our populations.

In summary, non-surgical treatments like SBRT have been proposed as a non-invasive alternative to surgery, in particular in patients medically unfit for resection [START_REF] Patchell | A randomized trial of surgery in the treatment of single metastases to the brain[END_REF][START_REF] Alexander | Stereotactic radiosurgery for the definitive, non-invasive treatment of brain metastases[END_REF]. Preliminary results displayed encouraging outcomes and safety results, in particular for brain metastases [START_REF] Reck | Metastatic non-small-cell lung cancer (NSCLC): ESMO clinical practice guidelines for diagnosis, treatment and follow-up[END_REF]. Hence, individualized treatment decision must be based on accurate patient evaluation in order to identify the most suitable treatment option.

Active smoking is an associated with a significant lower OS in our series. Smoking is the main risk factor for NSCLC and a detrimental impact of smoking continuation on local control and overall survival have been observed in patients undergoing curative treatments [START_REF] Parsons | Influence of smoking cessation after diagnosis of early stage lung cancer on prognosis: systematic review of observational studies with meta-analysis[END_REF]. It has been postulated that in cancer patients smoking may contribute to acquisition of a more aggressive phenotype, through activation of multiple signaling pathways and increase in the mutational load [START_REF] Warren | The biological and clinical effects of smoking by patients with cancer and strategies to implement evidence-based tobacco cessation support[END_REF]. Therefore in patients with oligometastatic disease undergoing a curative management, smoking cessation should be considered a primary treatment.

The other variable favourably associated with OS was the absence of lymphovascular and perineural neoplastic emboli in the lung tumor specimen. In accordance with ours' and others' reports [START_REF] Strano | Prognostic significance of vascular and lymphatic emboli in resected pulmonary adenocarcinoma[END_REF][START_REF] Brandt | Factors associated with distant recurrence following R0 lobectomy for pN0 lung adenocarcinoma[END_REF], lymphovascular and perineural invasion is associated with a poor overall survival and a higher local and distant recurrence.

No other tumor-related factor was associated to survival, in particular with respect to nodal status. It should be outlined that presence of lymph-node metastases suggests aggressive behavior of primitive neoplasm and an intrinsic tendency to distant spread. Based on these and similar retrospective findings, the American College of Chest Physicians currently recommends limiting curative intent treatments in oligometastatic N2 disease [START_REF] Kozower | Special treatment issues in non-small cell lung cancer: diagnosis and management of lung cancer, 3rd ed: American College of Chest Physicians evidence-based clinical practice guidelines[END_REF]. Our study was probably underpowered to detect difference in survival according to the presence of nodal involvement.

Finally, it has been reported that the number of metastases and the number of metastatic sites is another prominent predictor of survival [START_REF] Albain | Survival determinants in extensive-stage nonsmall cell lung cancer: the Southwest Oncology Group experience[END_REF][START_REF] Nicholson | Proposals for the Revision of the Clinical and Pathologic Staging of Small Cell Lung Cancer in the Forthcoming Eighth Edition of the TNM Classification for Lung Cancer[END_REF][START_REF] Parikh | Definitive primary therapy in patients presenting with oligometastatic non-small cell lung cancer[END_REF][START_REF] Brandt | Factors associated with distant recurrence following R0 lobectomy for pN0 lung adenocarcinoma[END_REF]. We include only a patient with 2 metastatic sites and our experience will not allow answering this question.

In summary, local treatments may be helpful to heal local disease, control symptoms, prevent complications and possibly, lengthen survival, but the impact on long-term outcome is unclear; nevertheless, our and others' results [START_REF] Gao | Pooled analysis for surgical treatment for isolated adrenal metastasis and non-small cell lung cancer[END_REF][START_REF] Mussi | Resection of single brain metastasis in non-small-cell lung cancer: prognostic factors. Resection of single brain metastasis in non-small-cell lung cancer: prognostic factors[END_REF][START_REF] Daniels | Complete resection of non-small-cell lung cancer and oligo-metastatic brain disease[END_REF] encourage this aggressive approach in the treatment of synchronous oligometastatic disease.

There are several limitations in our retrospective single Institution study. Due to small population analyzed, no definitive conclusion can be drawn about predictors of response to treatment. Likewise, no optimal therapeutic sequence can be affirmed due to the heterogeneity of treatment modalities. A selection bias related to inclusion of medically fit patients with limited locoregional involvement form their primary tumor cannot be excluded; on the other hand, this observation may help to select patients who can draw higher benefit from locally ablative treatments.

In summary, our retrospective single center cohort shows that oligometastatic synchronous patients receiving a multimodality treatment encompassing radical treatment of the primary tumor integrated with locally ablative treatment of concurrent metastases have promising outcome with no reported treatmentrelated death.

In our experience, results of log-rank analysis show a non-significant superiority of surgery over non-surgical treatment. It should be taken into account that clinical presentation of metastatic disease (i.e. neurologic symptoms or not for brain metastasis), location and size of the lesion and availability of specialized surgery or SBRT facilities in the center of referral may influence the choice of treatment modalities and sequence. As a general rule, due to modest physiological impact of adrenalectomy and limited retrospective data for SBRT, surgery could be preferred over radio-ablation of adrenal metastases. For cerebral metastases, a complex sequence encompassing resection of 1 to 3 metastases followed by stereotactic boost on the surgical cavity is probably superior to resection alone, on the basis of results of a prospective trial in patients with miscellaneous primaries [START_REF] Mahajan | Post-operative stereotactic radiosurgery versus observation for completely resected brain metastases: a single-centre, randomised, controlled, phase 3 trial[END_REF]. Stereotactic radiosurgery alone may appear a reasonable choice in selected patients unsuitable for surgery. However only randomized trials in oligometastatic lung cancer might answer the question of superiority of a treatment modality over another.

Smoking cessation seems mandatory as a part of the treatment sequence. Further studies are advocated to identify host or disease-related prognostic factors to further improve patient selection for this multimodality approach. vs non active smokers (2); C) lymphovascular invasion (1) vs no lymphovascular invasion [START_REF] Khan | Long term disease-free survival resulting from combined modality management of patients presenting with oligometastatic, non-small cell lung carcinoma (NSCLC)[END_REF] 
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 1 Figure 1: Kaplan-Meier overall survival of patients, in months: A) Whole population; B) active smokers (1)