1.Preparation of PTQX formula

All herbs in PTQX formula were obtained from the pharmacy of the Second Affiliated Hospital of Guangzhou University of Chinese Medicine. The PTQX formula was prepared at a concentration of 1.95g/ml. A total of 476.5g of herbs from PTQX formula was immersed in 10-fold distilled water for 0.5 h, the compound was extracted two rounds of decocting extraction (60 min and 45 min, respectively). The extracted herb liquor was filtered through 8 layers of gauze and concentrated to 1.95g/ml using rotary evaporator with the temperature set at 60℃ and rotate speed set at 45 r/min. The concentrated herb liquor was further filtered through a 0.45μm membrane, and stored at -20℃.

2.Primer sequence used for qRT-PCR
	Species
	Target
	Sequence

	Mouse
	CCR4 F
	TGCACCAAGGAAGGTATCAAGG

	
	CCR4 R
	GTACACGTCCGTCATGGACTT

	
	CCL17 F
	AGAGCTGCTCGAGCCACCAATGTA

	
	CCL17 R
	CACCAATCTGATGGCCTTCTTCAC

	
	CCL22 F
	GTGAGGCTCTGGTCCCTCTA

	
	CCL22 R
	GGTAAGGCTGGCCTGAATGT

	
	GAPDH F
	TGTGTCCGTCGTGGATCTGA

	
	GAPDH R
	TTGCTGTTGAAGTCGCAGGAG


3. Experimental Process for DIA

3.1 Protein extraction quality control 
The sample protein was extracted from skin tissue, and the concentration was calculated by Bradford method (23227, Thermo Fisher Scientific) from the standard curve. Each 10μg of protein solution was mixed with an appropriate amount of loading buffer, heated at 95°C for 5 minutes, centrifuged at 25,000g for 5 minutes, and the supernatant was loaded into a well of a 12% SDS polyacrylamide gel. 120V constant pressure electrophoresis for 120 minutes. After electrophoresis, Coomassie blue staining was carried out for 2 hours, after which an appropriate amount of decolorizing solution (40% ethanol 10% acetic acid) was added to the shaker to decolorize for 3 to 5 times for 30 minutes each time. 

3.2 Protein enzymatic hydrolysis

Take 100μg of protein solution per sample and dilute with 50mM NH4HCO3 by 4 times Volumes. Add 2.5μg of Trypsin enzyme in the ratio of protein: enzyme = 40:1, and digest for 4 hours at 37°C. Enzymatic peptides were desalted using a Strata X column and vacuumed to dryness. 

3.3 High pH RP separation

Equal amount of peptides were extracted from all samples to mix, and the mixture was diluted with mobile phase A (5% ACN pH 9.8) and injected. The Shimadzu LC-20AB HPLC system coupled with a Gemini high pH C18 column (5μm, 4.6 x 250mm) was used. The sample was subjected to the column and then eluted at a flow rate of 1mL/min by gradient: 5% mobile phase B (95% ACN, pH 9.8) for 10 minutes, 5% to 35% mobile phase B for 40 minutes, 35% to 95% mobile phase B for 1 minute, flow Phase B lasted 3 minutes and 5% mobile phase B equilibrated for 10 minutes. The elution peak was monitored at a wavelength of 214nm and component was collected every minute. Components were combined into a total of 10 fractions, which were then freeze-dried. 
3.4 DDA and DIA analysis by nano-LC-MS/MS

The dried peptide samples were reconstituted with mobile phase A(100% H2O，0.1% FA), centrifuged at 20,000g for 10 minutes, and the supernatant was taken for injection. Separation was performed by Bruker nanoElute. The sample was first enriched in the trap column and desalted, and then entered a tandem self-packed C18 column (75μm internal diameter, 1.8μm column size, 25cm column length), and separated at a flow rate of 300nL/min by the following effective gradient of 0 minutes, 2% mobile phase B (100% ACN, 0.1% FA); 0~45 minutes, mobile phase B linearly increased from 2% to 22%; 45~50 minutes, mobile phase B rose from 25% to 35%; 50~55 minutes, mobile phase B rose from 35% to 80%; 55~60 minutes, 80% mobile phase B. The nanoliter LC separation end was directly connected to the mass spectrometer and detected according to the following parameters.
DDA

The peptides separated by liquid phase chromatography were ionized by a nanoESI source and then passed to a tandem mass spectrometer timsTOF Pro for DDA (Data Dependent Acquisition) mode detection. The main parameters were set: ion source voltage was set to 1.6kV, MS1 mass spectrometer scanning range was 100~1,700m/z; ion mobility range was 0.6-1.60V.S/cm2; MS2 mass spectrometer scanning range was 100~1,700m/z; The precursor ion screening conditions for MS2 fragmentation: charge 0 to 5+, and the first 10 precursor ions with the peak intensity exceeding 10000 and the peak intensity above 2500 can be detected. The MS1 cumulative scan time was 100ms; MS2 cumulative scan time was 100ms; The ion fragmentation mode was CID, and the fragment ions were detected in TOF. The dynamic exclusion time was set to 30 seconds. 
DIA

The peptides separated by liquid phase chromatography were ionized by a nanoESI source and then passed to a tandem mass spectrometer timsTOF Pro for DDA (Data Dependent Acquisition) mode detection. The main parameters were set: ion source voltage was set to 1.6kV, ion mobility range was 0.6-1.60V.S/cm2; MS1 mass spectrometer scanning range was 302~1,077m/z and the peak intensity above 2500 can be detected; The 302~1,077m/z was divided into 4 steps, and each step was divided into 8 Windows. A total of 32 Windows was used for continuous window fragmentation and information collection. The fragmentation mode was CID, the fragmentation energy was 10eV, and the mass width of each window was 25. The cycle time of a DIA scan was 3.3 seconds. 
3.5 Database selection

The selection of database is an important step in MS based protein identification, and the final identified protein sequences are from the selected database including UniProt protein database and the protein databases based on genome annotation. 

3.6 DIA data analysis
The DIA data was analyzed using the iRT peptides for retention time calibration. Then, based on the target-decoy model applicable to SWATH-MS, false positive control was performed with FDR 1%, therefore obtaining significant quantitative results. 

3.7 MSstats differential analysis

Statistical evaluation of significant differences is conducted by an R package MSstats from Bioconductor repository. The process preprocessed the data according to the predefined comparison group, and then performed the significance test based on the model. Thereafter, differential protein screening was performed based on the fold change >2 and Pvalue<0.05 as the criterion for the significant difference. At the same time, the enrichment analysis is performed on the differential proteins. 
