[bookmark: _Toc19291589]Supplementary Materials and Methods
[bookmark: _Toc19291590]CD26/DPP-4 enzymatic activity
Serum from total blood was measured for DPP-4 activity using a fluorimetric assay with 200 uM of the substrate H-Gly-Pro-AMC HBr (#I-1225, Bachem, Bubendorf, Switzerland). Measurements at excitation/emission 360/460 nm were taken every 5 minutes during one hour and the slope of fluorescence was used as measure of cleaved substrate by CD26/DPP-4, reported as arbitrary units.
[bookmark: _Toc19291591]Monocyte transfers
To track recruited macrophages in the liver we isolated monocytes from the spleen of B6.Actin-GFP mice as previously described (1). Briefly, spleens were collected, smashed and red blood cells lysed. Cells were firstly stained with biotinylated anti-TCR-β, anti-B220 and anti-NK1.1 antibodies and depleted with anti-biotin microbeads using MACS LD columns (MACS- Miltenyl Biotec). GFP-labeled monocytes, identified as Mac1+ and Ly6c+ by flow cytometry were counted and 2.5x106 cells were injected intravenously in wild-type recipients. (See antibodies table below).
[bookmark: _Toc19291592]Image Analysis 
Quantification of F4/80 fluorescence was obtained by thresholding each stitched tile using the Mean Auto-Threshold algorithm of FIJI software package (2) and measuring the total area of F4/80 normalized by the number of nuclei to control for cell confluency. Total number of nuclei was determined by thresholding the DAPI channel using the Otsu Auto-Threshold algorithm and counting them through FIJI particle analyzer functions. 
Similar methods were employed to quantify Caspase-3 fluorescence, applying the Moments Auto-Threshold and dividing total area by number of nuclei for normalization. Total number of nuclei was obtained by making each stitched tile binary in the DAPI channel, applying the Watershed function, and recording total Count.

[bookmark: _Toc19291593]RNA Sequencing analysis
[bookmark: _Toc19291594]Quality Assessment and Alignment. Prior to alignment, quality of the sequences was assessed using FASTQC (3) and MultiQC (4). Alignment was performed against the Mus musculus genome version 95, with the annotation file for the genome version 95, both obtained through the Ensembl website and using STAR (5), with default parameters and with the option of GeneCounts.
[bookmark: _Toc19291595]Data Analysis. The files obtained from GeneCounts option were imported to R, taking into account the strandness inherent to the sequencing protocol. Downstream analysis was performed using DESeq2 (version 1.22.2) (6). Data from raw counts used to create the Principal Component Analysis plot and Heatmaps were normalized through a Variance Stabilizing Transformation (VST) (7). The log2FC provided by the standard DESeq2 model was shrunk using the ‘ashr’ option (8). Gene Information was obtained using the package org.Mm.eg.db. For the purposes of this study, genes were considered differentially expressed when the p-value, adjusted using false discovery rate (FDR), was below 0.05. Log2FC tables of differentially expressed genes (DE-genes) are available at https://figshare.com/s/3684f039abc8c96313a3. Gene ontology analysis was performed using DAVID Bioinformatics Resources 6.8 webtool (https://david.ncifcrf.gov/) and enriched terms considered for FDR<0.05 using Benjamini Hochberg method.
To perform ligand to gene prediction we used the NicheNet algorithm (9). This analysis allows linking the activity of a ‘sender cell’, through its ligands, to a transcriptional program of a ‘receiver cell’. In our dataset we determined Transition macrophages as the sender cells and LDECs as the receivers. To sort the genes expressed at medium and high level in both cell types we followed a TPM-based approach, considering only the genes which had a mean log2 TPM values higher than 3, a criterion adapted from (10). In order to transform the gene counts into TPM values, we used the total gene counts and the gene length obtained using the biomaRt package v.2.38.0 (11) and the corresponding Ensembl version. To apply NicheNet pipeline we used available information (ligand-to-target matrix and network) (12) and a transcriptional program defined by us. These were filtered to include only the ligands expressed by the sender cells as well as the receptors expressed in the receiver cells. To determine the most relevant ligands explaining the downstream transcriptional signature, we used the Pearson Correlation Coefficient values, as recommended by the algorithm’s authors (12). Regarding network analysis, we performed several iterations, modifying the number of ligands and the size of the considered database.

Data and Code Availability
The RNA-seq datasets and scripts generated during this study are available on GitHub: https://github.com/andrebolerbarros/RNASeq_icoelho_etal_2020/.




[bookmark: _Toc19291596]Antibodies 
	Immunohistochemistry/ Immunofluorescence

	[bookmark: _Toc19291597][bookmark: _Toc19222671][bookmark: _Toc15297028][bookmark: _Toc15306694][bookmark: _Toc15144254][bookmark: _Toc15307343]Antibody
	Supplier 
	Clone

	Rat anti-F4/80
	BioRad
	Cl:A3-1

	Rabbit anti-Caspase-3
	Abcam
	polyclonal

	Goat anti-rat IgG Alexa Fluor 647
	ThermoFisher
	 polyclonal

	Goat anti-rabbit IgG Alexa Fluor 568
	ThermoFisher
	 polyclonal

	Flow Cytometry

	[bookmark: _Toc15307344][bookmark: _Toc19291598][bookmark: _Toc19222672][bookmark: _Toc15144255][bookmark: _Toc15306695][bookmark: _Toc15297029]Antibody
	Supplier 
	Clone

	Anti-mouse-Fc-block/CD16/32 
	[bookmark: _Toc19222673][bookmark: _Toc15306696][bookmark: _Toc19291599][bookmark: _Toc15144256][bookmark: _Toc15297030][bookmark: _Toc15307345]IGC (antibody facility)
	[bookmark: _Toc15306697][bookmark: _Toc19222674][bookmark: _Toc15144257][bookmark: _Toc15307346][bookmark: _Toc19291600][bookmark: _Toc15297031]2.4G2

	Anti-mouse PE CD45
	BioLegend
	104.2

	Anti-mouse Alexa-700 F4/80 
	BioLegend
	[bookmark: _Toc19222675][bookmark: _Toc19291601][bookmark: _Toc15306698][bookmark: _Toc15307347][bookmark: _Toc15144258][bookmark: _Toc15297032]BM8

	Anti-mouse efluor450 Ly6c
	BioLegend
	[bookmark: _Toc15297033][bookmark: _Toc15306699][bookmark: _Toc15307348][bookmark: _Toc15144259][bookmark: _Toc19222676][bookmark: _Toc19291602]HK1.4

	Anti-mouse Brilliant Violet-785-CD11b/Mac-1
	eBiosciences
	[bookmark: _Toc15306700][bookmark: _Toc19222677][bookmark: _Toc15144260][bookmark: _Toc19291603][bookmark: _Toc15297034][bookmark: _Toc15307349]M1/70

	Anti-mouse Alexa-488 Ki67
	BD Pharmigen
	B56

	Anti-mouse Fitc CD26
	BioLegend
	H194-112

	Anti-mouse APC CD31
	BD Pharmigen
	MEC 13.3

	[bookmark: _Toc15144261][bookmark: _Toc15297035][bookmark: _Toc19222678][bookmark: _Toc15306701][bookmark: _Toc19291604][bookmark: _Toc15307350]Anti-mouse biotinylated TCR beta
	[bookmark: _Toc19222679][bookmark: _Toc15297036][bookmark: _Toc15307351][bookmark: _Toc15144262][bookmark: _Toc19291605][bookmark: _Toc15306702]IGC (antibody facility)
	[bookmark: _Toc15306703][bookmark: _Toc15144263][bookmark: _Toc19222680][bookmark: _Toc15307352][bookmark: _Toc19291606][bookmark: _Toc15297037]H57-597

	[bookmark: _Toc19291607][bookmark: _Toc15297038][bookmark: _Toc15306704][bookmark: _Toc15144264][bookmark: _Toc19222681][bookmark: _Toc15307353]Anti-mouse biotnylated B220
	[bookmark: _Toc15306705][bookmark: _Toc19291608][bookmark: _Toc15307354][bookmark: _Toc15297039][bookmark: _Toc19222682][bookmark: _Toc15144265]IGC (antibody facility)
	[bookmark: _Toc19291609][bookmark: _Toc15297040][bookmark: _Toc15306706][bookmark: _Toc15144266][bookmark: _Toc15307355][bookmark: _Toc19222683]RA3-6B2

	[bookmark: _Toc19222684][bookmark: _Toc15306707][bookmark: _Toc15144267][bookmark: _Toc15297041][bookmark: _Toc19291610][bookmark: _Toc15307356]Anti-mouse biotinylated NK1.1
	[bookmark: _Toc19222685][bookmark: _Toc15306708][bookmark: _Toc15144268][bookmark: _Toc15297042][bookmark: _Toc19291611][bookmark: _Toc15307357]IGC (antibody facility)
	[bookmark: _Toc15306709][bookmark: _Toc15307358][bookmark: _Toc15144269][bookmark: _Toc19222686][bookmark: _Toc15297043][bookmark: _Toc19291612]PK136
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