Supplement 1 The diagnostic criteria for MPP
According to the Chinese Expert Consensus on Diagnosis and Treatment of Mycoplasma Pneumoniae Pneumonia in Children (2015 Edition), the diagnostic criteria for MPP are as follows:
1.The diagnoses for MPP were based on clinical symptoms, such as cough, fever, wheezing, dyspnea, and chest discomfort, physical examination, and radiological imaging of pulmonary parenchymal and/or interstitial inflammatory infiltration. The clinical symptoms could be relieved by macrocyclic lipid antibiotics instead of beta-lactam antibiotics therapy.

2. The titer of M. pneumonia antibody in serum was greater than or equal to 1:160, and/or M. pneumonia-DNA was positive.

3.The results of nasopharyngeal aspirate and blood culture, enzyme-linked immunospot assay of Mycobacterium tuberculosis, and 12 respiratory pathogens of nasopharyngeal aspirate using reverse transcription PCR examinations, consisting of influenza virus A, influenza virus A (H1N1), seasonal influenza virus (H3N2), influenza virus B, respiratory syncytial virus, parainfluenza virus, metapneumovirus, adenovirus, rhinovirus, bocavirus, chlamydia, and coronavirus, were negative.

Supplement 2  The detailed medical information about 76 participants
	Table S1  The clinical characteristics of healthy control groups in different age 

　        
	<4.5 y HC (n=15)
	≥4.5y HC (n=15)
	P

	Age, years
	3.30±0.19
	6.39±0.26
	0.00

	Gender（male/female）
	15(5/10)
	15(8/9)
	0.49

	WBC×109/L
	6.90±0.24
	6.99±0.24
	0.81

	PMNs（%）
	38.93±2.73
	63.53±1.26
	0.00

	PMNs×109/L
	2.67±0.19
	4.44±0.18
	0.00

	HB（g/L）
	124.80±1.43
	127.30±1.64
	0.27

	CRP, mg/L
	2.59±0.20
	2.63±0.14
	0.85

	PLT×109/L
	213.01±8.84
	224.26±8.63
	0.37


Notes: HC, healthy control; WBC, white blood cells; PMNs, polymorphonuclear neutrophils ; HB, hemoglobin; PLT, platelet; CRP, C-reactive protein. Data was presented as mean ± standard deviation or number（percentage）.

Table S2  Comparison of clinical characteristics of Non-RMPP in different age groups

	　        
	<4.5 y MPP (n=23)
	≥4.5y MPP (n=23)
	P

	Age, years
	2.78±1.00
	6.00±1.91
	0.00

	Gender（male/female）
	23(12/11)
	23(13/10)
	0.09

	Fever days
	6.14±3.79
	9.44±5.36
	0 04

	WBC×109/L
	9.11±3.06
	9.24±3.12
	0.91

	PMNs（%）
	63.50±15.68
	76.77±9.86
	0.02

	PMNs×109/L
	5.70±2.07
	7.63±2.41
	0.02

	HB（g/L）
	126.22±8.63
	124.56±7.07
	0.59

	CRP, mg/L
	13.68±9.32
	13.78±9.47
	0.98

	PLT×109/L
	257.03±88.51
	267.89±6.05
	0.73

	AST  ,U/L
	36.46±17.80
	40.33±25.46
	0.59

	ALT , U/L
	16.08±12.62
	34.00±59.07
	0.39

	LDH ,U/L
	357.59±161.54
	554.67±271.20
	0.001


Notes: MPP, Mycoplasma pneumoniae pneumonia; WBC, white blood cells; PMNs, polymorphonuclear neutrophils ; HB, hemoglobin; PLT, platelet; CRP, C-reactive protein; AST, glutamic oxaloacetic transaminase; ALT, glutamic-pyruvic transaminase; LDH, L-lactate dehydrogenase. Data was presented as mean ± standard deviation or number（percentage）.

Supplement 3  The method of PMNs co-cultured with M. pneumoniae in vitro

500 ul extracted primary PMNs samples (2 × 106/L~1 × 107/L) were mixed with 200 ul 108 CFU M129  M. pneumoniae strain in the MP stimulation group (MP+) or 200 ul cell culture medium in the control group (MP-), and 300 ul of cell culture medium to a final volume of 1000 ul. The culture dish was placed at 37℃ in a 5% CO2 constant temperature incubator (Thermo Fisher, America) for 30 min, 1 h, and 4 h, respectively.

Supplement 4  Model of BALB/c mice with MPP

After anesthesia with an intraperitoneal injection of 90 mg/kg pentobarbital sodium, mice were fixed on the operating table in a supine position (Kato N, et al. Leg Med (Tokyo). 2009, 11 Suppl 1:S248-251), the neck skin was sterilized with 75% alcohol, a small incision about 0.5~1.0 cm was made with ophthalmic scissors, thyroid and muscle tissues were separated carefully, and the trachea was exposed with ophthalmic forceps. A small incision was cut between the tracheal cartilage rings of the upper trachea. The blunt needle of a 1 ml syringe was inserted into the trachea and fixed. After the syringe was drawn back without resistance, 10 ul of M129 M. pneumoniae strain or sterile phosphate buffer saline was injected. After the injection, mice were quickly kept upright and rotated. Finally, the neck skin of mice was sutured aseptically. Mice were raised routinely with filtered air under specific pathogen-free conditions and free access to sterile water and autoclaved food after waking up. The MPP model was established on the 4th day after M. pneumoniae infection.
