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	CurrentPageNumber: 
	Double-blind peer review submissions: write DBPR and your manuscript number here instead of author names.: Jianli Wang & Zhijian Cai
	YYYY-MM-DD: 2022-04-08
	na: 
	y: 
	Provide a description of all commercial, open source and custom code used to collect the data in this study, specifying the version used OR state that no software was used.: Beckman Coulter DxFLEX flow cytometer, Olympus Fluo View FV3000, Tecnai G2 Spirit 120 kV, Biosystems 7500 real-time PCR system
	Provide a description of all commercial, open source and custom code used to analyse the data in this study, specifying the version used OR state that no software was used.: CytExpert experiment-based software, FlowJo V10, FV10-ASW3.0 Viewer, GraphPad Prism 8.0 software
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: All data needed to evaluate the conclusions in the paper are present in the main manuscript, the Supplementary Information and the Source data. Source data are provided with this paper and comprise mass spectrometry raw data in XLSX format and a Source Data.xlsx file that presents all the relevant raw data from each figure in the main manuscript and in the Supplementary Information. The remaining raw data are available upon request from the corresponding author upon reasonable request. Source data are provided with this paper.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: The minimal sample size necessary to achieve reliable measurements was adjusted individually for each type of analysis based on existingliterature and our previous experience. (e.g. PMID: 31266950 or PMID: 28916785). Sample size was determined to be adequate based on themagnitude and consistency of measurable differences between groups. Samples size for each experiment is indicated in the figures or corresponding figure legends.  
	life: 
	behavioural: 
	eee: 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established.: No data were excluded from the analyses.
	Describe the measures taken to verify the reproducibility of the experimental findings. If all attempts at replication were successful, confirm this OR if there are any findings that were not replicated or cannot be reproduced, note this and describe why.: All replicates reported in the manuscript are biological replicates. All the statistics reported in the manuscript are based on at least 3biologically independent replicates. All attempts to replicate the experiments were successful.
	Describe how samples/organisms/participants were allocated into groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: Samples were randomized into different treatment groups.
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: The assessment of clinical responses for patients was performed independently in a double-blind fashion. For mice studies, the experimentswere performed in a blinded fashion when possible. Downstream analyses of mouse samples (immunofluorescence staining, flow cytometryand ELISA) were performed in a blinded fashion, which means that people performing the assays were not aware of the treatment groupsuntil the data analyses were completed.
	Briefly describe the study type including whether data are quantitative, qualitative, or mixed-methods (e.g. qualitative cross-sectional, quantitative experimental, mixed-methods case study). : 
	State the research sample (e.g. Harvard university undergraduates, villagers in rural India) and provide relevant demographic information (e.g. age, sex) and indicate whether the sample is representative. Provide a rationale for the study sample chosen. For studies involving existing datasets, please describe the dataset and source.: 
	Describe the sampling procedure (e.g. random, snowball, stratified, convenience). Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient. For qualitative data, please indicate whether data saturation was considered, and what criteria were used to decide that no further sampling was needed.: 
	Provide details about the data collection procedure, including the instruments or devices used to record the data (e.g. pen and paper, computer, eye tracker, video or audio equipment) whether anyone was present besides the participant(s) and the researcher, and whether the researcher was blind to experimental condition and/or the study hypothesis during data collection.: 
	Indicate the start and stop dates of data collection, noting the frequency and periodicity of sampling and providing a rationale for these choices. If there is a gap between collection periods, state the dates for each sample cohort. Specify the spatial scale from which the data are taken: 
	State how many participants dropped out/declined participation and the reason(s) given OR provide response rate OR state that no participants dropped out/declined participation.: 
	If participants were not allocated into experimental groups, state so OR describe how participants were allocated to groups, and if allocation was not random, describe how covariates were controlled.: 
	Briefly describe the study. For quantitative data include treatment factors and interactions, design structure (e.g. factorial, nested, hierarchical), nature and number of experimental units and replicates.: 
	Describe the research sample (e.g. a group of tagged Passer domesticus, all Stenocereus thurberi within Organ Pipe Cactus National Monument), and provide a rationale for the sample choice. When relevant, describe the organism taxa, source, sex, age range and any manipulations. State what population the sample is meant to represent when applicable. For studies involving existing datasets, describe the data and its source.: 
	Describe the data collection procedure, including who recorded the data and how.: 2
	Describe the measures taken to verify the reproducibility of experimental findings. For each experiment, note whether any attempts to repeat the experiment failed OR state that all attempts to repeat the experiment were successful.: 
	Describe the study conditions for field work, providing relevant parameters (e.g. temperature, rainfall).: 
	State the location of the sampling or experiment, providing relevant parameters (e.g. latitude and longitude, elevation, water depth).: 
	Describe the efforts you have made to access habitats and to collect and import/export your samples in a responsible manner and in compliance with local, national and international laws, noting any permits that were obtained (give the name of the issuing authority, the date of issue, and any identifying information).: 
	Describe any disturbance caused by the study and how it was minimized.: 
	Describe all antibodies used in the study; as applicable, provide supplier name, catalog number, clone name, and lot number.: The following primary antibodies were used for western blotting. They are listed as antigen first, followed by dilution, host,supplier, and catalog number as applicable.1) TGFbeta1, 1:1000, Rabbit, Cell Signaling Technology, #3711;2) β-Actin 1:1000, Mouse, Cell Signaling Technology, #3700;3) p-Smad3, 1:1000, Rabbit, Cell Signaling Technology, #9520;4) Smad3, 1:1000, Rabbit, Cell Signaling Technology, #9523;5) p-PKA, 1:3000, Rabbit, Abcam, #ab75991;6) PKA, 1:3000, Rabbit, Abcam, #ab76238;7) LC3B, 1:3000, Rabbit, Invitrogen, #MA5-37852;8) K48-UB, 1:1000, Rabbit, Cell Signaling Technology, #12805;9) K63-UB, 1:1000, Rabbit, Cell Signaling Technology, #12930;10) UB, 1:1000, Mouse, Cell Signaling Technology, #3936;11) CHIP, 1:3000, Rabbit, Abcam, #ab228742;12) Flag, 1:1000, Rabbit, Cell Signaling Technology, #14793;13) His, 1:1000, Rabbit, Cell Signaling Technology, #12698;14) Myc, 1:1000, Mouse, Cell Signaling Technology, #2276;15) HA, 1:1000, Rabbit, Cell Signaling Technology, #3724;16) p-Ser/Thr, 1:1000, Rabbit, Cell Signaling Technology, #9631;17) Secondary antibodies horseradish peroxidase-conjugated polyclonal goat anti-mouse, 1:1000, Goat, Cell SignalingTechnology, #7076;18) Secondary antibodies horseradish peroxidase-conjugated polyclonal goat anti-rabbit, 1:1000, Goat, Cell SignalingTechnology, #7074;19) TGFbeta2, 1:1000, Rabbit, Abclonal, A3640;20) TGFbeta3, 1:1000, Rabbit, Abclonal, A8460;21) ATG3, 1:1000, Rabbit, Abclonal, A19594;22) ATG5, 1:1000, Rabbit, Abclonal, A0203;23) GM130, 1:1000, Rabbit, Abclonal, A11408;24) Alix, 1:3000, Rabbit, Abcam, ab275377;25) Tsg101, 1:3000, Rabbit, Abcam, ab125011;26) CD63, 1:3000, Rabbit, Abcam, ab217345;27) GAPDH, 1:1000, Rabbit, Cell Signaling Technology, 5174;The following primary antibodies were used for immunofluorescence. They are listed as antigen first, followed by dilution, host,supplier, catalog number and clone number as applicable.1) LC3B, 1:200, Rabbit, Invitrogen, #MA5-37852;2) p62, 1:200, Rabbit, Abacm, #ab91526;3) TGFbeta1, 1:200, Mouse, Abacm, #ab27969;The following primary antibodies were used for flow cytometry. They are listed as antigen first, followed by dilution, supplier, and catalog number as applicable.1) fixable viability dye eFluorTM 450, 1:500, eBioscience, #65-0863-14;2) fixable viability dye eFluorTM 520, 1:500, eBioscience, #65-0867-14;3) PB anti-CD45, 1:500, Biolegend, #103125;4) PE-cy5 anti-CD19, 1:500, Biolegend, #115510;5) PE anti-CD4, 1:500, ThermoFisher, #12-0041-82;6) APC anti-CD8, 1:500, BioLegend, #100712;7) APC anti-CD11c, 1:500, BioLegend, #117310;8) PE anti-MHC II, 1:500, ThermoFisher, #12-5321-82;9) PE anti-CD11b, 1:500, ThermoFisher, #12-0112-83;10) APC anti-F4/80, 1:500, BioLegend, #123115;11) APC anti-CD3, 1:500, BioLegend, #100235;12) PE anti-NK1.1, 1:500, BioLegend, #108707;13) APC anti-Foxp3, 1:500, ThermoFisher, #17-5773-82;14) APC anti-Gr1, 1:500, ThermoFisher, #17-5931-82;15) PE anti-human/mouse Ki-67, 1:500, Biolegend, #151209;16) PE anti-mouse CD152 (CTLA4), 1:500, Biolegend, #106305;17) PE anti-mouse CD278 (ICOS), 1:500, ThermoFisher, #12-9942-81;18) PE anti-human CD152 (CTLA4), 1:500, BioLegend, #369603;19) PE anti-human CD357 (GITR), 1:500, ThermoFisher, #12-5875-41;20) PE anti-TGF-1/-2/-3, 1:500, R&D, #IC1835P;21) PE anti-CD25, 1:500, ThermoFisher, #12-0251-83;22) APC anti-CD44, 1:500, ThermoFisher, #17-0441-83;23) PE anti-CD62L, 1:500, ThermoFisher, #12-0621-82;24) FITC anti-CD25, 1:500, BioLegend, #101907;25) Pacific Blue anti-CD4, 1:500, ThermoFisher, #MCD0428;26) PE anti-CD8, 1:500, ThermoFisher, #12-0081-85;27) APC anti-IFN-γ, 1:500, ThermoFisher, #17-7311-82;28) APC-cy7 anti-CD4, 1:500, BioLegend, #100526;29) PB anti-CD4, 1:500, BioLegend, #100428;30) APC-cy7 anti-CD8, 1:500, BioLegend, #100713;31) PE anti-human CD4, 1:500, ThermoFisher, #12-0047-41;32) FITC anti-human CD4, 1:500, ThermoFisher, #11-0048-42;33) APC anti-human Foxp3, 1:500, ThermoFisher, #17-4777-42;34) CellTrace TM CFSE Cell Proliferation kit, N/A, Thermo Fisher, C34554;35) Annexin V-FITC/PI, 1:200, MultiSciences, 70-AP101-100;36) PE anti-Granzyme B, 1:500, ThermoFisher, #12-8898-82;37) PE anti-IFN-γ, 1:500, ThermoFisher, #12-7311-82;38) PE anti-ST2, 1:500, BioLegend, #146607;39) PE anti-Perforin, 1:500, BioLegend, #154405.
	Describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript.: All antibodies were purchased from commercial companies (Thermo Fisher, Abcam, Cell Signaling, BioLegend, eBioscience, Invitrogen, R&D, Abclonal, MultiSciences), and validated by the manufacturers for identification of antigens and flow cytometry, western blot applications, as described on the manufacturers' websites.
	State the source of each cell line used.: B16-F10, MC38, LLC, HEK293T, and NIH-3T3 cells were purchased from the American Type Culture Collection (ATCC, Manassas, VA, USA). A549 cells (cat: SCSP-503) and SW480 cells (cat: SCSP-5033) were purchased from the Chinese Academy of Sciences (Shanghai, China). LLC-OVA cells were provided by Wei Yang (Southern Medical University, Guangzhou, Guangdong, China), and MC38-huPD-L1 cells were provided by Shanghai Hengrui Pharmaceutical Co., Ltd. (Shanghai, China). Murine MC38-Chip-/- cells were established in our laboratory.
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used were authenticated.: All cell lines presented in this study were authenticated by DNA fingerprinting.
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination.: All cells were routinely tested for mycoplasma contamination using a Mycoplasma Detection Kit (Lonza) and were found tobe negative.
	Name any commonly misidentified cell lines used in the study and provide a rationale for their use.: No commonly misidentified cell lines were used.
	Provide provenance information for specimens and describe permits that were obtained for the work (including the name of the issuing authority, the date of issue, and any identifying information). Permits should encompass collection and, where applicable, export.: 
	deposition: 0
	If new dates are provided, describe how they were obtained (e.g. collection, storage, sample pretreatment and measurement), where they were obtained (i.e. lab name), the calibration program and the protocol for quality assurance OR state that no new dates are provided.: 
	datescheck: 0
	Identify the organization(s) that approved the study protocol.: The mice were housed in a specific pathogen-free facility, and experimental protocols were approved by the Animal Care and Use Committee of Zhejiang University School of Medicine (ZJU20210045).
	Identify the organization(s) that approved the study protocol.: Human lung tissue samples from NSCLC patients and Para-Ca tissues,and the information of 211 advanced NSCLC patients with single anti-PD-1 or anti-PD-L1 treatment were obtained from Zhejiang Cancer Hospital (IRB-2019-137). The Zhejiang Cancer Hospital Ethical Committee approved the collection of human samples (IRB-2019-137). The Ethical Committee of Zhejiang University School of Medicine approved the collection of blood samples from healthy volunteers (2021-044). All the patients and healthy volunteers were informed of the use of their samples, and signed consent forms were obtained.
	For laboratory animals, report species, strain, sex and age OR state that the study did not involve laboratory animals.: Female C57BL/6J mice and BALB/c-nude male mice (6-8 weeks old) were purchased from Joint Ventures Sipper BK Experimental Animal Co. (Shanghai, China). Female NSG mice (6-8 weeks old) were purchased from Biocytogen (Beijing, China). Tgfbr2f/f mice were kindly provided by Prof. Bin Zhou (Center for Excellence in Molecular Cell Science, Shanghai, China). Smad3-/-, OT-II, Er-cre, and CD4-cre mice were purchased from Jackson Laboratory (Farmington, CT, USA). Foxp3GFP knock-in C57BL/6 mice were generously provided by Prof. Zhexiong Lian (South China University of Technology, Guangzhou, Guangdong, China). Atg5f/f mice were purchased from RIKEN BioResource Research Center (Tsukuba-shi, Japan). Atg3f/f mice were kindly provided by Dr. Wei Chen (Zhejiang University, Hangzhou, Zhejiang, China). Pdcd1em1(hPDCD1)/Smoc mice with a C57BL/6J background were purchased from Nanjing Biomedical Research Institute of Nanjing University (Nanjing, Jiangsu, China). The mice used in this project were all 6-8 week old female mice. All mice were fed free access to water and housed in a 12 h light/dark cyle-, temperature- and humidity- controlled room.
	Provide details on animals observed in or captured in the field; report species, sex and age where possible. Describe how animals were caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if released, say where and when) OR state that the study did not involve wild animals.: The study did not involve wild animals.
	For laboratory work with field-collected samples, describe all relevant parameters such as housing, maintenance, temperature, photoperiod and end-of-experiment protocol OR state that the study did not involve samples collected from the field.: The study did not involve field-collected samples.
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, gender, genotypic information, past and current diagnosis and treatment categories). If you filled out the behavioural & social sciences study design questions and have nothing to add here, write "See above.": Tumor tissues of 48 individual patients with non-small cell lung carcinoma: 29 male, 19 female; 0, ≤ 30 years, 7, 30-50 years, 41, ≥ 50 years; 10 stage I, 13 stage II, 22 stage III, 3 stage IV. 211 advanced NSCLC patients with single anti-PD-1 or anti-PD-L1 treatment: 163 male, 48 female; age range 41-76 years; 23 stage III, 188 stage IV. Healthy volunteers: aged 25-50 years old, body mass index between 19.0-28.0, and normal physical examination items.
	Describe how participants were recruited. Outline any potential self-selection bias or other biases that may be present and how these are likely to impact results.: Patients participants were recruited on the basis of the presence of NSCLC. NSCLC Patients of both genders were recruited to avoid misleading conclusions that could refer only to one gender. 48 cancer patients with NSCLC and  211 advanced NSCLC patients with single anti-PD-1 or anti-PD-L1 treatment were recruited. Self-selection bias or other biases did not present in this study.
	Provide the trial registration number from ClinicalTrials.gov or an equivalent agency.: 
	Note where the full trial protocol can be accessed OR if not available, explain why.: 
	Describe the settings and locales of data collection, noting the time periods of recruitment and data collection.: 
	Describe how you pre-defined primary and secondary outcome measures and how you assessed these measures.: 
	Describe any other significant impacts.: 
	calculatehazards: 
	Please describe the agents/technologies/information that may pose a threat, including any agents subject to oversight for dual use research of concern.: 
	Describe any other potentially harmful combination(s) of experiments and agents.: 
	calculateexperiments: 
	calculatehazardsexperiments: 
	Describe the precautions that were taken during the design and conduct of this research, or will be required in the communication and application of the research, to minimise biosecurity risks. These may include bio-containment facilities, changes to the study design/methodology or redaction of details from the manuscript.: 
	Describe any evaluations and oversight of biosecurity risks of this work that you have received from people or organizations outside of your immediate team.: 
	Describe the benefits that application or use of this work could bring, including benefits that may mitigate risks to public health, national security, or the health of crops, livestock or the environment.: 
	Describe whether the benefits of communicating this information outweigh the risks, and if so, how.: 
	graphfiles: 0
	For "Initial submission" or "Revised version" documents, provide reviewer access links.  For your "Final submission" document, provide a link to the deposited data.: 
	Provide a list of all files available in the database submission.: 
	Provide a link to an anonymized genome browser session for "Initial submission" and "Revised version" documents only, to enable peer review.  Write "no longer applicable" for "Final submission" documents.: 
	Describe the experimental replicates, specifying number, type and replicate agreement.: 
	Describe the sequencing depth for each experiment, providing the total number of reads, uniquely mapped reads, length of reads and whether they were paired- or single-end.: 
	Describe the antibodies used for the ChIP-seq experiments; as applicable, provide supplier name, catalog number, clone name, and lot number.: 2
	Specify the command line program and parameters used for read mapping and peak calling, including the ChIP, control and index files used.: 
	Describe the methods used to ensure data quality in full detail, including how many peaks are at FDR 5% and above 5-fold enrichment.: 
	Describe the software used to collect and analyze the flow cytometry data. For custom code that has been deposited into a community repository, provide accession details.: Stained cells were analyzed on a Beckman Coulter DxFLEX flow cytometer equipped with CytExpert experiment-based software, and data were analyzed using FlowJo software.
	axislabels: 1
	axisscales: 1
	plots: 1
	numberpercentage: 1
	Describe the sample preparation, detailing the biological source of the cells and any tissue processing steps used.: TILs were prepared by enzymatic digestion with 1 mg/ml collagenase IV and 0.5 mg/ml DNase I at 37 °C for 90 min, followed by Percoll gradient purification. For surface staining, TILs were stained by surface antibodies according to the standard protocol. For intracellular staining, TILs were stimulated for 4 h at 37°C in RPMI-1640 medium containing PMA (50 ng ml-1, Sigma-Aldrich) and ionomycin (1 μg ml-1, Sigma-Aldrich). After staining for surface markers, cells were fixed and permeabilized according to the manufacturer's instructions (Cytofix/Cytoperm Kit, Thermo Fisher Scientific) and then stained for intracellular products. For intranuclear staining, intranuclear staining was carried out with fixation/permeabilization buffer solution.CD4+CD62L+CD44-CD25- naïve CD4+ T cells were purified by FACS sorting from splenocytes and peripheral lymph nodes and cultured at 0.4 × 106 cells per well in 96-well plates with plate-bound anti-CD3 (2 μg ml-1) and anti-CD28 (2 μg ml-1) with or without latent TGF-β1 (2 ng ml-1) or TGF-β1 (2 ng ml-1) at 37 °C. In some experiments, UDCA (Sigma-Aldrich, 50 μM), TLCA (50 μM), CDCA (50 μM), LCA (50 μM), DCA (50 μM), GCA (50 μM), CA (50 μM), SBI-115 (0.25 μM), H89 (2 μM), IBMX (100 μM), Baf-A1 (1 nM or 10 nM), MG132 (20 μM), INT747 (100 μM), SB431542 (S1067), CHX (S7418), MDL12330A (5 μM), anti-TGF-β1 (2 μg ml-1) and INT777 (100 μM) were added at the beginning of T cell culture. After 3 days, Cells were collected for flow cytometry. Naïve CD4+CD45RA+CD45RO− T cells were isolated from the population of peripheral blood mononuclear cells in healthy donors by the human naïve CD4+ T Cell Isolation Kit II and stimulated with plate-bound anti-human CD3 (2 μg ml-1) and anti-human CD28 (2 μg ml-1). In some experiments, UDCA (Sigma-Aldrich, 50 μM), SB431542 (S1067), anti-TGF-β1 (2 μg ml-1) were added at the beginning of T cell culture. After 3 days, Cells were collected for flow cytometry. For proliferation staining, Tregs with or without CFSE labeling were cultured in the presence of plate-bound anti-CD3 and anti-CD28 antibodies for 3 days.For apoptosis staining, T cells were stained with Annexin V and PI.
	Identify the instrument used for data collection, specifying make and model number.: Beckman Coulter DxFLEX flow cytometer
	Describe the abundance of the relevant cell populations within post-sort fractions, providing details on the purity of the samples and how it was determined.: The post-sort purity of naïve CD4+ T cells was ~100% [median(min-max): 98%(97-99)]. The post-sort purity was determinedwith flow cytometry (BD FACSAria II, Becton, Dickinson and Company). For post-sort purity evaluation naïve CD4+ T cells were identified as CD4+CD62L+CD44-CD25- naïve CD4+ T cells.
	Describe the gating strategy used for all relevant experiments, specifying the preliminary FSC/SSC gates of the starting cell population, indicating where boundaries between "positive" and "negative" staining cell populations are defined.: Single cell gates based on FSC-H and FSC-A, and SSC-H and SSC-A were used to exclude non-singlets. A morphology gate based on FSC-A and SSC-A was used to exclude debrees. A live/dead cell gate based on fixable viability dye was used to exclude dead cells. For analyzing different cells, cells were stained with specific antibodies. For analyzing T cell proliferation using the CFSE dilution assay, divided cells showing diluted CFSE were gated by taking unstimulated CFSE-labeled cells and non-labeled cells as the controls, which showed the CFSE intensity of non-divided cells and auto-fluorescence of the cells, respectively. For analysing T cell apoptosis, T cells were labeled with Annexin V and PI.
	gatingcheck: 1
	Indicate task or resting state; event-related or block design.: 
	Specify the number of blocks, trials or experimental units per session and/or subject, and specify the length of each trial or block (if trials are blocked) and interval between trials.: 
	State number and/or type of variables recorded (e.g. correct button press, response time) and what statistics were used to establish that the subjects were performing the task as expected (e.g. mean, range, and/or standard deviation across subjects).: 
	Specify: functional, structural, diffusion, perfusion.: 
	Specify in Tesla: 
	Specify the pulse sequence type (gradient echo, spin echo, etc.), imaging type (EPI, spiral, etc.), field of view, matrix size, slice thickness, orientation and TE/TR/flip angle.: 
	State whether a whole brain scan was used OR define the area of acquisition, describing how the region was determined.: 
	Specify # of directions, b-values, whether single shell or multi-shell, and if cardiac gating was used.: 
	Provide detail on software version and revision number and on specific parameters (model/functions, brain extraction, segmentation, smoothing kernel size, etc.).: 
	If data were normalized/standardized, describe the approach(es): specify linear or non-linear and define image types used for transformation OR indicate that data were not normalized and explain rationale for lack of normalization.: 
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