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[bookmark: _Toc145340437]Text 1 Inclusion and exclusion criteria 
Inclusion criteria 
1. People with HIV aged 18 years and older 
2. Treated with E/c/F/TAF antiretroviral therapy 
3. Plasma HIV-1 RNA below 50 copies per milliliter for at least six months
4. Without other comorbidities or concomitant medications 
5. Good compliance and can cooperated with the follow-up
6. Willing to participate in the study and sign informed consent
Exclusion criteria
1. Pregnant or breast-feeding
2. Patients with poor treatment compliance
3. Patients were not able to attend the regular follow-up examination
4. Patients with severe cardiovascular and cerebrovascular diseases or liver and kidney dysfunction 
5. Acute infection (malaria, tuberculosis, helminthiasis, pneumonia, meningitis), moderate or severe malnutrition and diarrhea in the last 3 months
6. Take medications that may interfere with lipid metabolism throughout the study, such as statins/fibrates, antidiabetic 
7. Participated in other clinical trials within 3 months
8. Patients with severe mental illness














[bookmark: _Toc145340438]Text 2 Lipidomic samples preparation
1. plasma collection 
Morning fasting blood was drawn at the time of interview, after a minimum of 8 hours of fasting, and was centrifuged at 3,000 rpm for 10 min to separate into plasma and then aliquoted and frozen at −80°C on the day of blood draw.
2. Chemicals
All chemicals and solvents were analytical or HPLC grade. Water, methanol, acetonitrile, isopropanol, formic acid were purchased from Thermo Fisher Scientific (Thermo Fisher Scientific, Waltham, MA, USA). Ammonium formate, chloroform was from Titan Chemical Reagent Co., Ltd. (Shanghai, China). Lyso PC 17:0 was from Avanti.
3. Lipidomic samples procession
Plasma samples stored at -80 ℃ were thawed at room temperature. 100 μL of sample was added to a 1.5 mL Eppendorf tube, with 20 μL of Lyso PC 17:0 (0.1 mg/mL) dissolved in methanol as internal standard, 300 μL of chloroform : methanol (2/1,vol/vol, containing 0.1mM BHT) were added to each sample, and the mixtures were vortexed for 30 S, extracted by ultrasonication for 10 min in ice-water bat, then placed at -20℃for 30 min. And then centrifuged at 4℃ (12,000 rpm) for
10 min prior to decanting of 200 μL of subnatant to sample vials. 200 μL chloroform : methanol(2/1, vol/vol, containing 0.1mM BHT) was added into the residue samples, samples vortexed for 30 s, extracted by ultrasonic for 10 min in ice-water bath, then placed at -20°C for 30 min, and then centrifuged at 4℃ (13,000 rpm) for 10 min prior to decanting of 100 uL of subnatant to sample vials. Combined two subnatants and mixed well. Then the mixed subnatant (150μL) was dried under a nitrogen stream and re-dissolved in 200μL of isopropanol: methanol (1/1, vol/vol), vortexed for 30 s and extracted by ultrasonic for 3 min in ice-water bath, and then filtered through a 0.22 μm organic phase pinhole filter for subsequent UPLC-MS/MS analysis. QC samples were prepared by mixing aliquot of the all samples to be a pooled sample.




[bookmark: _Toc145340440]Table S1 Change from baseline to Week 24 in Conventional Biochemical Parameters
	Biochemical Parameters
Mean (SD)
	E/C/F/TAF (Week 0)
	E/C/F/TAF 
(Week 24)
	P Value
	B/F/TAF 
(Week 0)
	B/F/TAF 
(Week 24)
	P Value

	TG (mmol/L)
	1.78 (0.79)
	2.03 (0.75)
	0.214
	1.46 (0.75)
	1.23 (0.62)
	0.049

	TC (mmol/L)
	4.91 (0.93)
	4.70 (0.94)
	0.048
	4.93 (0.87)
	4.50 (0.86)
	0.019

	HDL-c (mmol/L) 
	1.20 (0.15)
	1.13 (0.17)
	0.112
	1.19 (0.24)
	1.13 (0.23)
	0.145

	LDL-c (mmol/L)
	2.91 (0.72)
	2.68 (0.70)
	0.023
	2.95 (0.61)
	2.71 (0.67)
	0.083

	VLDL-c (mmol/L)
	0.81 (0.35)
	0.84 (0.32)
	0.657
	0.78 (0.42)
	0.64 (0.26)
	0.07

	TC/HDL-c
	4.11 (0.70)
	4.19 (0.85)
	0.495
	4.26 (1.05)
	4.13 (1.10) 
	0.364

	Albumin (g/L)
	47.26 (2.00)
	47. 27(2.87)
	0.778
	47.13 (2.67)
	47.23 (2.11)
	0.869

	ALT (U/L)
	18.71 (12.01)
	20.09 (14.52)
	0.419
	20.63 (10.80)
	24.79 (14.91)
	0.207

	AST (U/L)
	17.38 (4.27)
	18.46 (4.91)
	0.043
	19.11 (3.90)
	20.84 (5.83)
	0.210

	ALP (U/L)
	72.96 (17.87)
	71.96 (16.81)
	0.069
	75.90 (16.67)
	77.42 (20.54)
	0.649

	GGT (U/L)
	33.25 (25.92)
	36.00 (32.02)
	0.391
	28.21 (23.17)
	28.90 (30.96)
	0.804

	[bookmark: OLE_LINK1]Total bilirubin (umol/L)
	9.44 (4.62)
	10.37 (5.50)
	0.363
	10.30 (4.60)
	14.02 (5.44)
	0.003

	HSI
	30.72 (5.45)
	30.83 (6.10)
	0.658
	31.72 (5.15)
	32.15 (4.73)
	0.555

	NAFLD (%)
	2 (8.0)
	5 (20.0)
	0.417
	5 (26.3)
	5 (26.3)
	0.999

	FBG (mmol/L)
	5.18 (0.40)
	
	0.130
	5.00 (0.37)
	5.02 (0.43)
	0.799

	Uric acid (umol/L)
	364.71 (77.05)
	394.77 (82.03)
	0.002
	404.02 (99.69)
	404.79 (93.47)
	0.962

	Scr (umol/L)
	86.79 (14.16)
	85.13 (16.55)
	0.664
	86.63 (14.88)
	89.60 (15.19)
	0.116

	BUN (mmol/L)
	5.16 (1.48)
	5.22 (1.28)
	0.758
	5.55 (1.32)
	5.33 (1.21)
	0.477

	GFR (EPI-Cr ml/min)
	95.50 (18.00)
	93.89 (18.65)
	0.153
	99.60 (16.80)
	95.51 (15.51)
	0.094

	CD4+ count (cells/µL)
	494.60 (213.69)
	501.38 (153.12)
	0.595
	633.53 (332.30)
	602.08 (340.15)
	0.450

	CD4/CD8 radio
	0.69 (0.41)
	0.78 (0.55)
	0.093
	0.80 (0.45)
	0.75 (0.40)
	0.785

	FRS 
	4.12 (5.67)
	4.25 (4.46)
	0.791
	2.59 (1.57)
	2.18 (1.01)
	0.043


[bookmark: _Hlk140008121]Data are presented as mean (standard deviation), or n (%). E/C/F/TAF: elvitegravir/cobicistat/emtricitabine/tenofoviralafenamide;B/F/TAF:bictegravir/emtricitabine/tenofovir alafenamide; TG: triglyceride; TC: total cholesterol; HDL-c: high-density lipoprotein cholesterol; LDL-c: low-density lipoprotein cholesterol; VLDL-c: very-low-density lipoprotein cholesterol; ALT: alanine aminotransferase; AST: aspartate aminotransferase; ALP: alkaline phosphatase; GGT: gama-glutamyl transferase; HSI: hepatic steatosis index; NAFLD: non-alcoholic fatty liver disease; FBG: fasting blood glucose; Scr: serum creatinine; BUN: blood urea nitrogen; GFR: glomerular filtration rate; FRS: Framingham risk score.  

































[bookmark: _Toc145340441]Table S2 Metabolites that altered significantly between week 12 and week 0 in the patients of E/C/F/TAF group

	Class 
	
	Individual annotation
	Log2FC
	VIP
	P value

	Glucosylsphingoshine
	CerG2GNAc1
	CerG2GNAc1(d33:1)
	0.12 
	1.23 
	0.039 

	Glycerolipids
	DG
	DG(14:0/18:2)
	0.25 
	1.70 
	0.039 

	
	DG
	DG(16:0/18:2)
	0.22 
	1.55 
	0.025 

	
	DG
	DG(16:0/22:6)
	0.45 
	1.37 
	0.017 

	
	DG
	DG(16:1/18:2)
	0.44 
	2.23 
	0.002 

	
	DG
	DG(16:1/18:3)
	0.52 
	1.89 
	0.024 

	
	DG
	DG(17:1/18:2)
	0.52 
	2.49 
	0.001 

	
	DG
	DG(18:1/18:1)
	0.26 
	1.85 
	0.029 

	
	DG
	DG(18:1/18:2)
	0.28 
	2.22 
	0.003 

	
	DG
	DG(18:1/20:4)
	0.20 
	1.63 
	0.040 

	
	DG
	DG(18:1/22:4)
	0.35 
	2.07 
	0.010 

	
	DG
	DG(18:1/22:5)
	0.31 
	1.98 
	0.005 

	
	DG
	DG(18:2/18:2)
	0.31 
	2.04 
	0.004 

	
	DG
	DG(18:2/20:4)
	0.40 
	2.22 
	0.005 

	
	DG
	DG(18:2/22:6)
	0.46 
	1.57 
	0.030 

	
	DG
	DG(18:3/18:2)
	0.28 
	1.62 
	0.016 

	
	DG
	DG(20:3/18:2)
	0.21 
	1.64 
	0.047 

	
	DG
	DG(20:5/18:2)
	0.73 
	1.90 
	0.035 

	
	DG
	DG(22:4/18:2)
	0.33 
	1.74 
	0.044 

	
	DG
	DG(22:5/18:2)
	0.46 
	2.12 
	0.001 

	Glycerophospholipids
	LPC
	LPC(18:4)
	0.27 
	2.16 
	0.015 

	
	LPC
	LPC(19:0)
	0.08 
	1.34 
	0.032 

	
	LPC
	LPC(20:4)
	0.13 
	1.65 
	0.018 

	
	LPC
	LPC(22:1)
	0.24 
	2.21 
	0.035 

	
	LPC
	LPC(22:6)
	0.21 
	1.91 
	0.037 






[bookmark: _Toc145340442]Table S3 Metabolites that altered significantly between week 24 and week 0 in the patients of E/C/F/TAF group

	Class 
	
	Individual annotation
	Log2FC
	VIP
	P value

	Fatty Acyls
	FA
	FA(19:3)
	0.16 
	1.86 
	0.016 

	
	FA
	FA(20:5)
	0.57 
	1.51 
	0.030 

	
	OAHFA
	OAHFA(38:2)
	0.49 
	2.62 
	0.002 

	Glucosylsphingoshine
	CerG1
	CerG1(d18:1/16:0)
	-0.22 
	1.63 
	0.012 

	
	CerG1
	CerG1(d18:1/16:1)
	-0.28 
	1.58 
	0.005 

	
	CerG1
	CerG1(d18:1/20:0)
	-0.24 
	1.09 
	0.015 

	
	CerG1
	CerG1(d18:1/22:0)
	-0.16 
	1.08 
	0.045 

	
	CerG1
	CerG1(d18:1/24:0)
	-0.14 
	1.04 
	0.031 

	
	CerG1
	CerG1(d18:2/16:0)
	-0.19 
	1.01 
	0.042 

	
	CerG1
	CerG1(d18:2/22:0)
	-0.21 
	1.52 
	0.006 

	
	CerG1
	CerG1(d24:0/18:0+O)
	-0.14 
	1.58 
	0.006 

	
	CerG2
	CerG2(d18:1/16:0)
	-0.13 
	1.14 
	0.036 

	
	CerG3GNAc1
	CerG3GNAc1(d34:1)
	-0.15 
	1.47 
	0.011 

	
	CerG3GNAc1
	CerG3GNAc1(d34:2)
	-0.12 
	1.56 
	0.017 

	
	DGDG
	DGDG(16:0/18:2)
	0.22 
	2.07 
	0.006 

	
	MGDG
	MGDG(40:6)
	-0.12 
	1.96 
	0.001 

	Glycerolipids
	DG
	DG(16:0/18:2)
	0.25 
	1.35 
	0.031 

	
	DG
	DG(16:0/22:6)
	0.27 
	1.10 
	0.033 

	
	DG
	DG(16:1/18:2)
	0.39 
	1.62 
	0.009 

	
	DG
	DG(16:1/18:3)
	0.73 
	1.50 
	0.014 

	
	DG
	DG(17:1/18:2)
	0.45 
	1.76 
	0.020 

	
	DG
	DG(18:1/18:1)
	0.30 
	1.58 
	0.027 

	
	DG
	DG(18:1/18:2)
	0.30 
	1.64 
	0.003 

	
	DG
	DG(18:1/20:4)
	0.22 
	1.25 
	0.023 

	
	DG
	DG(18:1/22:4)
	0.34 
	1.55 
	0.027 

	
	DG
	DG(18:1/22:5)
	0.28 
	1.25 
	0.006 

	
	DG
	DG(18:2/18:2)
	0.31 
	1.20 
	0.025 

	
	DG
	DG(18:2/20:4)
	0.40 
	1.45 
	0.021 

	
	DG
	DG(18:3/18:2)
	0.34 
	1.17 
	0.019 

	
	DG
	DG(20:5/18:2)
	0.78 
	1.62 
	0.035 

	
	DG
	DG(22:4/18:2)
	0.22 
	1.51 
	0.037 

	
	DG
	DG(22:5/18:2)
	0.32 
	1.35 
	0.033 

	
	DG
	DG(36:1/18:1)
	0.29 
	1.58 
	0.032 

	
	DG
	DG(36:1p)
	-0.18 
	1.49 
	0.017 

	
	DG
	DG(50:1)
	0.23 
	1.64 
	0.020 

	
	TAG
	TAG(14:0e/18:1/18:2)
	0.42 
	1.42 
	0.035 

	
	TAG
	TAG(15:0/18:2/18:3)
	0.65 
	1.41 
	0.035 

	
	TAG
	TAG(15:0/18:2/22:6)
	0.67 
	1.72 
	0.024 

	
	TAG
	TAG(16:0/17:1/18:1)
	0.36 
	1.55 
	0.019 

	
	TAG
	TAG(16:0/18:1/22:0)
	1.36 
	2.04 
	0.002 

	
	TAG
	TAG(16:0/18:1/23:0)
	1.00 
	2.11 
	0.006 

	
	TAG
	TAG(16:0/18:1/23:1)
	0.89 
	1.92 
	0.009 

	
	TAG
	TAG(16:0/18:1/24:0)
	1.42 
	1.71 
	0.008 

	
	TAG
	TAG(16:0/18:2/23:1)
	0.23 
	1.64 
	0.020 

	
	TAG
	TAG(16:0e/16:0/18:2)
	0.21 
	1.45 
	0.030 

	
	TAG
	TAG(16:0p/16:0/18:2)
	0.38 
	1.42 
	0.034 

	
	TAG
	TAG(17:0/18:1/18:1)
	0.36 
	1.59 
	0.041 

	
	TAG
	TAG(17:4/18:1/18:1)
	0.49 
	1.34 
	0.048 

	
	TAG
	TAG(18:0/16:0/17:0)
	0.51 
	1.57 
	0.009 

	
	TAG
	TAG(18:0/17:0/18:0)
	0.65 
	1.67 
	0.021 

	
	TAG
	TAG(18:0/18:0/18:0)
	0.41 
	1.59 
	0.039 

	
	TAG
	TAG(18:0/18:0/18:1)
	0.73 
	1.69 
	0.037 

	
	TAG
	TAG(18:0/18:0/20:0)
	0.65 
	1.60 
	0.016 

	
	TAG
	TAG(18:0/18:1/18:1)
	0.34 
	1.53 
	0.017 

	
	TAG
	TAG(18:0/18:1/19:0)
	0.98 
	2.18 
	0.006 

	
	TAG
	TAG(18:0/18:1/20:0)
	0.50 
	1.55 
	0.041 

	
	TAG
	TAG(18:0/18:1/22:0)
	1.23 
	1.92 
	0.002 

	
	TAG
	TAG(18:0/18:1/22:1)
	1.50 
	2.17 
	0.001 

	
	TAG
	TAG(18:0/18:1/24:1)
	0.92 
	2.39 
	0.001 

	
	TAG
	TAG(18:0/18:1/24:2)
	0.69 
	2.17 
	0.003 

	
	TAG
	TAG(18:0/20:1/22:6)
	0.53 
	2.09 
	0.003 

	
	TAG
	TAG(18:0/20:4/22:1)
	0.78 
	1.99 
	0.004 

	
	TAG
	TAG(18:0e/18:1/18:1)
	0.29 
	1.57 
	0.031 

	
	TAG
	TAG(18:0e/18:1/18:2)
	0.26 
	1.43 
	0.010 

	
	TAG
	TAG(18:0e/18:2/18:2)
	0.21 
	1.53 
	0.007 

	
	TAG
	TAG(18:0p/16:0/18:2)
	0.20 
	1.35 
	0.044 

	
	TAG
	TAG(18:0p/18:0/18:1)
	0.28 
	1.55 
	0.035 

	
	TAG
	TAG(18:0p/18:1/18:1)
	0.27 
	1.43 
	0.017 

	
	TAG
	TAG(18:1/18:1/18:1)
	0.15 
	1.31 
	0.015 

	
	TAG
	TAG(18:1/18:1/23:0)
	0.75 
	2.34 
	0.002 

	
	TAG
	TAG(18:1/18:1/23:1)
	0.28 
	1.44 
	0.045 

	
	TAG
	TAG(18:1/18:1/24:0)
	1.62 
	2.12 
	0.001 

	
	TAG
	TAG(18:1/18:2/21:0)
	0.88 
	2.47 
	0.000 

	
	TAG
	TAG(18:1/18:2/22:0)
	1.63 
	2.50 
	0.000 

	
	TAG
	TAG(18:1/18:2/24:0)
	1.30 
	1.93 
	0.004 

	
	TAG
	TAG(18:1/22:0/22:6)
	1.70 
	1.86 
	0.000 

	
	TAG
	TAG(18:1/22:1/22:1)
	1.11 
	1.89 
	0.002 

	
	TAG
	TAG(18:1/22:6/22:6)
	0.73 
	1.40 
	0.038 

	
	TAG
	TAG(18:1p/18:1/18:1)
	0.19 
	1.52 
	0.016 

	
	TAG
	TAG(19:0/17:3/22:0)
	0.37 
	1.85 
	0.010 

	
	TAG
	TAG(19:0/18:1/18:1)
	0.82 
	2.20 
	0.005 

	
	TAG
	TAG(19:1/18:1/18:1)
	0.47 
	2.09 
	0.004 

	
	TAG
	TAG(19:1/19:0/20:1)
	0.81 
	2.18 
	0.001 

	
	TAG
	TAG(20:0/18:1/18:1)
	1.14 
	2.37 
	0.000 

	
	TAG
	TAG(20:0/18:1/18:2)
	0.68 
	2.17 
	0.000 

	
	TAG
	TAG(20:0e/18:1/18:1)
	0.09 
	1.68 
	0.017 

	
	TAG
	TAG(20:1/18:1/22:6)
	0.23 
	1.36 
	0.020 

	
	TAG
	TAG(20:5/18:2/20:5)
	0.65 
	1.49 
	0.048 

	
	TAG
	TAG(20:5/18:2/22:6)
	1.55 
	1.39 
	0.039 

	
	TAG
	TAG(22:0/18:2/18:2)
	1.04 
	2.41 
	0.000 

	
	TAG
	TAG(22:0/18:2/20:4)
	0.28 
	1.74 
	0.016 

	
	TAG
	TAG(22:1/18:2/18:2)
	0.45 
	2.35 
	0.001 

	
	TAG
	TAG(24:0/18:2/18:2)
	1.19 
	1.93 
	0.002 

	
	TAG
	TAG(25:0/16:0/18:1)
	1.05 
	1.98 
	0.003 

	
	TAG
	TAG(25:0/18:1/18:1)
	1.01 
	2.19 
	0.000 

	
	TAG
	TAG(25:0/18:1/18:2)
	0.80 
	1.94 
	0.021 

	
	TAG
	TAG(26:0/18:1/18:1)
	1.62 
	1.83 
	0.002 

	
	TAG
	TAG(56:8)
	0.58 
	1.66 
	0.037 

	
	TAG
	TAG(58:3e)
	0.28 
	1.53 
	0.006 

	
	TAG
	TAG(8:0/8:0/10:0)
	-1.88 
	2.11 
	0.030 

	Glycerophospholipids
	dMePE
	dMePE(20:0p/18:2)
	-0.27 
	1.25 
	0.003 

	
	dMePE
	dMePE(20:0p/22:6)
	-0.12 
	1.26 
	0.030 

	
	dMePE
	dMePE(52:3)
	-0.24 
	1.48 
	0.044 

	
	LdMePE
	LdMePE(20:4)
	0.27 
	1.97 
	0.013 

	
	LPC
	LPC(16:1)
	0.15 
	2.40 
	0.020 

	
	LPC
	LPC(18:4)
	0.24 
	1.74 
	0.048 

	
	LPC
	LPC(20:4)
	0.19 
	2.03 
	0.001 

	
	LPC
	LPC(20:5)
	0.73 
	1.66 
	0.027 

	
	LPC
	LPC(22:1)
	0.64 
	1.66 
	0.045 

	
	LPC
	LPC(22:3)
	-0.08 
	1.10 
	0.016 

	
	LPC
	LPC(22:6)
	0.26 
	1.37 
	0.030 

	
	LPC
	LPC(35:6)
	-0.22 
	1.49 
	0.015 

	
	LPC
	LPC(36:5)
	-0.14 
	1.05 
	0.039 

	
	LPC
	LPC(37:4)
	-0.24 
	1.60 
	0.019 

	
	LPE
	LPE(16:0)
	0.21 
	1.51 
	0.031 

	
	LPE
	LPE(18:0)
	0.30 
	1.43 
	0.019 

	
	LPE
	LPE(18:1)
	0.28 
	1.13 
	0.041 

	
	LPE
	LPE(20:4)
	0.28 
	1.70 
	0.008 

	
	LPE
	LPE(20:5)
	0.82 
	1.64 
	0.030 

	
	LPE
	LPE(22:6)
	0.34 
	1.65 
	0.027 

	
	LPE
	LPE(34:2)
	-0.19 
	1.24 
	0.047 

	
	PA
	PA(43:5)
	-0.38 
	2.03 
	0.030 

	
	PC
	PC(12:0e/20:0)
	-0.08 
	1.09 
	0.044 

	
	PC
	PC(15:1/18:0)
	0.24 
	1.52 
	0.027 

	
	PC
	PC(15:2/18:2)
	0.37 
	1.06 
	0.038 

	
	PC
	PC(16:0/17:3)
	0.23 
	1.08 
	0.009 

	
	PC
	PC(16:0/18:2)
	-0.07 
	1.64 
	0.009 

	
	PC
	PC(16:0e/16:0)
	-0.10 
	1.50 
	0.009 

	
	PC
	PC(16:0e/18:2)
	-0.27 
	2.02 
	0.004 

	
	PC
	PC(16:0e/20:4)
	-0.17 
	1.48 
	0.030 

	
	PC
	PC(16:0p/16:0)
	-0.11 
	1.33 
	0.030 

	
	PC
	PC(18:0/18:2)
	-0.04 
	1.92 
	0.014 

	
	PC
	PC(18:0e/18:2)
	-0.12 
	1.89 
	0.016 

	
	PC
	PC(18:0e/20:4)
	-0.04 
	1.28 
	0.048 

	
	PC
	PC(18:0p/16:0)
	-0.09 
	1.70 
	0.015 

	
	PC
	PC(18:0p/20:3)
	-0.23 
	1.44 
	0.020 

	
	PC
	PC(18:1p/20:2)
	-0.17 
	1.56 
	0.012 

	
	PC
	PC(18:2/20:4)
	0.25 
	1.89 
	0.031 

	
	PC
	PC(18:2p/18:0)
	-0.24 
	1.67 
	0.042 

	
	PC
	PC(20:4/13:1)
	0.66 
	1.41 
	0.045 

	
	PC
	PC(24:6/20:4)
	-0.39 
	1.22 
	0.019 

	
	PC
	PC(31:0p)
	-0.30 
	1.38 
	0.015 

	
	PC
	PC(31:1p)
	-0.33 
	1.78 
	0.005 

	
	PC
	PC(33:1p)
	-0.32 
	2.11 
	0.014 

	
	PC
	PC(33:2)
	0.16 
	1.06 
	0.011 

	
	PC
	PC(34:1e)
	-0.11 
	1.28 
	0.020 

	
	PC
	PC(36:1e)
	-0.26 
	1.26 
	0.014 

	
	PC
	PC(36:2e)
	-0.16 
	1.63 
	0.022 

	
	PC
	PC(36:4e)
	-0.19 
	1.39 
	0.032 

	
	PC
	PC(38:2e)
	-0.10 
	1.22 
	0.033 

	
	PC
	PC(39:2p)
	-0.42 
	1.71 
	0.012 

	
	PC
	PC(40:0e)
	-0.07 
	1.16 
	0.040 

	
	PC
	PC(43:4e)
	-0.14 
	1.66 
	0.007 

	
	PC
	PC(44:3p)
	-0.07 
	1.29 
	0.045 

	
	PE
	PE(16:0/20:4)
	0.16 
	1.34 
	0.034 

	
	PE
	PE(17:0/20:4)
	0.48 
	1.62 
	0.024 

	
	PE
	PE(18:0/18:1)
	0.44 
	1.80 
	0.007 

	
	PE
	PE(18:0/22:5)
	0.09 
	1.67 
	0.034 

	
	PE
	PE(18:0/22:6)
	0.18 
	1.05 
	0.006 

	
	PE
	PE(18:0p/18:1)
	-0.19 
	1.57 
	0.015 

	
	PE
	PE(18:1/18:2)
	0.27 
	1.37 
	0.011 

	
	PE
	PE(18:1p/18:1)
	-0.21 
	1.79 
	0.012 

	
	PE
	PE(18:2/18:2)
	0.49 
	1.33 
	0.022 

	
	PE
	PE(18:2/20:4)
	0.39 
	1.85 
	0.018 

	
	PE
	PE(20:0/18:2)
	0.36 
	1.44 
	0.044 

	
	PE
	PE(20:0p/18:2)
	-0.19 
	1.71 
	0.023 

	
	PE
	PE(27:6/18:0)
	-0.23 
	1.60 
	0.009 

	
	PE
	PE(34:1e)
	-0.31 
	1.40 
	0.013 

	
	PE
	PE(35:1)
	0.26 
	1.74 
	0.014 

	
	PE
	PE(35:1p)
	-0.40 
	1.68 
	0.011 

	
	PE
	PE(36:5)
	0.66 
	1.42 
	0.044 

	
	PE
	PE(38:0e)
	-0.25 
	1.52 
	0.015 

	
	PE
	PE(39:1p)
	-0.13 
	1.60 
	0.011 

	
	PE
	PE(40:0e)
	0.21 
	1.00 
	0.011 

	
	PE
	PE(40:2p)
	-0.25 
	1.48 
	0.021 

	
	PE
	PE(40:5p)
	-0.27 
	1.24 
	0.003 

	
	PE
	PE(45:7)
	-0.16 
	2.08 
	0.001 

	
	PE
	PE(47:11)
	-0.18 
	2.08 
	0.001 

	
	PE
	PE(47:9)
	-0.12 
	1.42 
	0.010 

	
	PE
	PE(49:13)
	-0.13 
	1.60 
	0.007 

	
	PE
	PE(50:3)
	-0.19 
	1.09 
	0.023 

	
	PE
	PE(54:3)
	-0.39 
	1.91 
	0.005 

	
	PE
	PE(56:5)
	-0.21 
	1.42 
	0.036 

	
	PG
	PG(40:1)
	-0.13 
	1.06 
	0.023 

	
	PI
	PI(16:0e/22:6)
	-0.11 
	1.61 
	0.012 

	
	PI
	PI(18:0/18:0)
	-0.20 
	1.54 
	0.011 

	
	PI
	PI(24:3/16:0)
	0.27 
	2.71 
	0.000 

	
	PI
	PI(36:2)
	-0.19 
	2.18 
	0.001 

	
	PS
	PS(36:0e)
	-0.11 
	1.33 
	0.031 

	
	PS
	PS(39:2)
	-0.14 
	1.81 
	0.012 

	
	PS
	PS(39:4)
	0.17 
	1.17 
	0.011 

	
	PS
	PS(39:5)
	0.51 
	1.88 
	0.002 

	
	PS
	PS(42:5)
	0.10 
	1.17 
	0.017 

	
	PS
	PS(42:6)
	0.54 
	1.52 
	0.021 

	Sphingolipids
	Cer
	Cer(d18:0)
	0.08 
	1.48 
	0.036 

	
	Cer
	Cer(d18:2/16:0)
	-0.22 
	1.84 
	0.015 

	
	GM3
	GM3(d34:1)
	-0.22 
	1.88 
	0.003 

	
	GM3
	GM3(d36:1)
	-0.16 
	1.09 
	0.015 

	
	GM3
	GM3(d42:1)
	-0.18 
	2.04 
	0.000 

	
	LSM
	LSM(d18:1)
	0.19 
	1.81 
	0.021 

	
	phSM
	phSM(d34:0)
	-0.18 
	1.83 
	0.009 

	
	phSM
	phSM(d40:0)
	-0.08 
	1.49 
	0.023 

	
	phSM
	phSM(d42:0)
	-0.14 
	1.79 
	0.004 

	
	phSM
	phSM(d42:1)
	-0.12 
	1.11 
	0.028 

	
	SM
	SM(d17:0/16:0)
	-0.11 
	1.55 
	0.006 

	
	SM
	SM(d18:0/16:0)
	-0.08 
	1.19 
	0.034 

	
	SM
	SM(d18:1/21:0)
	-0.15 
	1.35 
	0.028 

	
	SM
	SM(d42:1)
	-0.10 
	1.79 
	0.006 

	
	So
	So(d22:2)
	0.15 
	1.62 
	0.025 

	Sterol Lipids
	SiE
	SiE(18:2)
	-0.25 
	1.61 
	0.028 




[bookmark: _Toc145340443]Table S4 Metabolites that altered significantly between week 12 and week 0 in the patients of B/F/TAF group
	Class 
	
	Individual annotation
	Log2FC
	VIP
	P value

	Fatty Acyls
	FA
	FA(19:3)
	0.38 
	2.30 
	0.000 

	
	OAHFA
	OAHFA(38:2)
	0.54 
	2.32 
	0.001 

	Glucosylsphingoshine
	CerG1
	CerG1(d18:1/16:0)
	0.24 
	1.48 
	0.045 

	
	CerG1
	CerG1(d18:1/16:0+O)
	0.42 
	1.72 
	0.008 

	
	CerG1
	CerG1(d44:4)
	0.43 
	1.77 
	0.018 

	
	CerG2
	CerG2(d18:1/24:2)
	0.34 
	1.90 
	0.030 

	
	CerG3
	CerG3(d18:1/24:1)
	0.23 
	1.51 
	0.029 

	
	DGDG
	DGDG(16:0/18:2)
	0.29 
	2.21 
	0.001 

	Glycerolipids
	DG
	DG(18:1/20:4)
	-0.29 
	1.83 
	0.005 

	
	DG
	DG(18:1/22:4)
	-0.34 
	2.12 
	0.012 

	
	DG
	DG(18:2/20:4)
	-0.37 
	1.48 
	0.044 

	
	DG
	DG(20:3/18:2)
	-0.31 
	1.25 
	0.039 

	
	DG
	DG(22:5/18:2)
	-0.43 
	1.63 
	0.042 

	
	DG
	DG(34:2p)
	-0.33 
	1.79 
	0.015 

	
	TAG
	TAG(16:0/16:0/24:7)
	-0.56 
	2.03 
	0.032 

	
	TAG
	TAG(16:0/18:1/24:2)
	-0.21 
	1.87 
	0.023 

	
	TAG
	TAG(16:0/18:2/18:2)
	-0.20 
	1.71 
	0.014 

	
	TAG
	TAG(16:0/18:2/18:3)
	-0.43 
	2.12 
	0.013 

	
	TAG
	TAG(16:1/18:1/18:1)
	0.51 
	2.18 
	0.004 

	
	TAG
	TAG(16:1/18:2/18:2)
	-0.51 
	1.53 
	0.029 

	
	TAG
	TAG(17:4/16:0/20:3)
	0.32 
	2.46 
	0.015 

	
	TAG
	TAG(18:0/18:0/22:4)
	-0.31 
	1.45 
	0.045 

	
	TAG
	TAG(18:0/18:1/22:0)
	-0.82 
	1.98 
	0.049 

	
	TAG
	TAG(18:0/20:1/20:4)
	-0.31 
	1.71 
	0.040 

	
	TAG
	TAG(18:3/18:2/18:2)
	-0.52 
	1.79 
	0.032 

	
	TAG
	TAG(18:3/18:3/22:6)
	-0.76 
	1.28 
	0.012 

	
	TAG
	TAG(19:0/17:2/19:0)
	-0.44 
	2.04 
	0.048 

	
	TAG
	TAG(19:0/17:3/19:0)
	-0.49 
	2.31 
	0.013 

	
	TAG
	TAG(19:1/17:2/17:3)
	0.24 
	2.63 
	0.002 

	
	TAG
	TAG(19:1/19:0/20:1)
	-0.66 
	2.17 
	0.036 

	
	TAG
	TAG(20:3/13:0/22:4)
	0.24 
	2.16 
	0.040 

	
	TAG
	TAG(22:0/18:2/20:4)
	-0.38 
	1.83 
	0.023 

	
	TAG
	TAG(24:3/16:0/18:2)
	-0.49 
	1.53 
	0.016 

	
	TAG
	TAG(24:4/16:0/18:2)
	-0.49 
	2.01 
	0.036 

	
	TAG
	TAG(58:4)
	-0.25 
	1.90 
	0.040 

	
	TAG
	TAG(8:0/8:0/10:0)
	4.24 
	1.49 
	0.000 

	Glycerophospholipids
	dMePE
	dMePE(20:0p/18:2)
	0.46 
	1.46 
	0.012 

	
	dMePE
	dMePE(20:1p/22:6)
	0.34 
	1.11 
	0.009 

	
	LPC
	LPC(16:0e)
	0.30 
	1.70 
	0.009 

	
	LPC
	LPC(17:0)
	0.16 
	2.12 
	0.009 

	
	LPC
	LPC(18:0e)
	0.25 
	1.68 
	0.007 

	
	LPC
	LPC(18:0p)
	0.22 
	1.52 
	0.032 

	
	LPC
	LPC(18:4)
	0.42 
	2.13 
	0.011 

	
	LPC
	LPC(19:3)
	0.36 
	2.72 
	0.003 

	
	LPC
	LPC(34:2)
	0.33 
	1.58 
	0.043 

	
	LPC
	LPC(34:3)
	0.48 
	2.21 
	0.009 

	
	LPC
	LPC(38:4)
	0.33 
	1.84 
	0.006 

	
	LPC
	LPC(38:5)
	0.42 
	1.02 
	0.049 

	
	LPE
	LPE(16:0p)
	0.37 
	1.23 
	0.021 

	
	LPE
	LPE(34:2)
	0.43 
	1.19 
	0.022 

	
	PC
	PC(12:0e/20:0)
	0.25 
	1.56 
	0.016 

	
	PC
	PC(16:0e/16:0)
	0.20 
	1.55 
	0.010 

	
	PC
	PC(16:0e/16:1)
	0.31 
	1.61 
	0.007 

	
	PC
	PC(16:0p/16:0)
	0.21 
	1.58 
	0.010 

	
	PC
	PC(16:0p/18:1)
	0.22 
	1.13 
	0.006 

	
	PC
	PC(16:0p/24:6)
	0.34 
	1.69 
	0.032 

	
	PC
	PC(18:0p/16:0)
	0.18 
	1.01 
	0.019 

	
	PC
	PC(18:1/24:7)
	0.33 
	2.13 
	0.017 

	
	PC
	PC(18:1p/22:6)
	0.40 
	1.69 
	0.029 

	
	PC
	PC(18:2p/20:0)
	0.23 
	1.21 
	0.040 

	
	PC
	PC(18:2p/22:4)
	0.35 
	1.73 
	0.014 

	
	PC
	PC(18:4/18:0)
	0.34 
	2.72 
	0.005 

	
	PC
	PC(19:2/18:2)
	-0.25 
	1.48 
	0.026 

	
	PC
	PC(19:5/21:1)
	1.70 
	2.49 
	0.000 

	
	PC
	PC(20:0e/22:5)
	0.20 
	1.01 
	0.018 

	
	PC
	PC(30:0e)
	0.38 
	1.87 
	0.005 

	
	PC
	PC(32:1e)
	0.34 
	1.58 
	0.011 

	
	PC
	PC(34:1e)
	0.23 
	1.27 
	0.032 

	
	PC
	PC(34:2e)
	0.23 
	1.14 
	0.049 

	
	PC
	PC(38:2e)
	0.35 
	1.23 
	0.017 

	
	PC
	PC(38:3p)
	0.33 
	1.91 
	0.005 

	
	PC
	PC(40:3p)
	0.29 
	1.60 
	0.011 

	
	PC
	PC(41:7p)
	0.43 
	1.21 
	0.023 

	
	PC
	PC(42:4p)
	0.42 
	1.72 
	0.005 

	
	PC
	PC(42:7e)
	0.34 
	1.51 
	0.010 

	
	PC
	PC(42:7p)
	0.31 
	1.68 
	0.014 

	
	PC
	PC(43:5e)
	0.39 
	1.40 
	0.006 

	
	PC
	PC(44:6e)
	0.29 
	1.37 
	0.022 

	
	PC
	PC(44:7p)
	0.39 
	1.07 
	0.013 

	
	PC
	PC(8:0e/11:0)
	0.19 
	1.54 
	0.032 

	
	PE
	PE(14:0e/20:2)
	0.47 
	1.15 
	0.031 

	
	PE
	PE(18:0/22:5)
	-0.30 
	2.03 
	0.009 

	
	PE
	PE(18:0/22:6)
	-0.29 
	1.23 
	0.006 

	
	PE
	PE(37:3p)
	0.24 
	1.10 
	0.045 

	
	PE
	PE(38:0e)
	0.46 
	1.39 
	0.035 

	
	PE
	PE(40:2p)
	0.50 
	1.44 
	0.023 

	
	PE
	PE(40:5p)
	-0.24 
	1.39 
	0.045 

	
	PE
	PE(40:6p)
	0.29 
	1.27 
	0.012 

	
	PE
	PE(44:7p)
	0.42 
	1.28 
	0.020 

	
	PE
	PE(50:2)
	0.32 
	1.15 
	0.036 

	
	PG
	PG(40:2)
	0.36 
	2.08 
	0.016 

	
	PI
	PI(18:0/20:3)
	-0.22 
	1.37 
	0.007 

	
	PI
	PI(24:3/16:0)
	0.28 
	2.30 
	0.001 

	
	PS
	PS(36:0e)
	0.21 
	1.58 
	0.010 

	
	PS
	PS(38:1e)
	0.22 
	1.11 
	0.005 

	
	PS
	PS(40:5)
	-0.35 
	1.24 
	0.049 

	Sphingolipids
	Cer
	Cer(d18:1/24:1)
	-0.29 
	1.12 
	0.014 

	
	Cer
	Cer(d18:2/22:0)
	-0.60 
	1.35 
	0.013 

	
	Cer
	Cer(d30:0)
	0.35 
	2.36 
	0.010 

	
	Cer
	Cer(d32:0)
	0.30 
	2.41 
	0.003 

	
	Cer
	Cer(d33:0)
	0.30 
	2.06 
	0.040 

	
	Cer
	Cer(d36:0)
	0.27 
	2.47 
	0.006 

	
	Cer
	Cer(d38:0)
	0.29 
	2.59 
	0.015 

	
	Cer
	Cer(d40:0)
	0.33 
	1.99 
	0.024 

	
	GM3
	GM3(d34:1)
	0.21 
	2.11 
	0.037 

	
	phSM
	phSM(d42:2)
	0.26 
	1.36 
	0.017 

	
	SM
	SM(d17:0/16:0)
	0.21 
	1.62 
	0.002 

	
	SM
	SM(d18:0/16:0)
	0.16 
	1.15 
	0.006 

	
	SM
	SM(d18:1/18:3)
	0.26 
	2.52 
	0.034 

	
	SM
	SM(d18:1/20:0)
	0.28 
	1.28 
	0.025 

	
	SM
	SM(d18:1/24:0)
	0.24 
	2.76 
	0.007 

	
	SM
	SM(d18:1/24:1)
	0.56 
	1.49 
	0.046 

	
	SM
	SM(d18:1/24:3)
	0.36 
	2.17 
	0.006 

	
	SM
	SM(d18:1/26:3)
	0.23 
	2.75 
	0.008 

	
	SM
	SM(d18:1/26:4)
	0.30 
	2.41 
	0.020 

	
	SM
	SM(d18:2/16:0)
	0.16 
	1.64 
	0.036 

	
	SM
	SM(d18:2/21:1)
	0.30 
	1.50 
	0.023 

	
	SM
	SM(d18:2/26:3)
	0.23 
	2.16 
	0.006 

	
	SM
	SM(d24:0/20:4)
	0.19 
	1.53 
	0.005 

	
	SM
	SM(d25:0/18:1)
	-0.26 
	1.01 
	0.024 

	
	SM
	SM(d31:1)
	0.10 
	1.01 
	0.041 

	
	SM
	SM(d32:0)
	0.16 
	1.01 
	0.032 

	
	SM
	SM(d34:0)
	0.21 
	1.40 
	0.020 

	
	SM
	SM(d42:3)
	0.28 
	2.51 
	0.022 

	
	SM
	SM(d44:4)
	0.21 
	1.62 
	0.024 

	
	SM
	SM(d44:5)
	0.43 
	1.15 
	0.038 

	
	SM
	SM(d44:7)
	0.49 
	2.37 
	0.007 

	
	So
	So(d14:1)
	0.38 
	2.40 
	0.001 

	
	So
	So(d16:0)
	0.29 
	2.53 
	0.001 

	
	So
	So(d16:1)
	0.31 
	2.46 
	0.004 

	
	So
	So(d18:1)
	0.35 
	2.69 
	0.001 

	
	So
	So(d20:1)
	0.31 
	2.39 
	0.002 

	
	So
	So(d22:1)
	0.29 
	2.40 
	0.004 

	
	So
	So(d22:2)
	0.36 
	2.39 
	0.003 

	Sterol Lipids
	ChE
	ChE(20:4)
	0.26 
	1.79 
	0.024 

	
	StE
	StE(20:4)
	0.42 
	2.05 
	0.031 





[bookmark: _Toc145340444]Table S5 Metabolites that altered significantly between week 24 and week 0 in the patients of B/F/TAF group

	Class 
	
	Individual annotation
	Log2FC
	VIP
	P value

	Fatty Acyls
	FA
	FA(19:3)
	0.23 
	1.96 
	0.047 

	
	OAHFA
	OAHFA(38:2)
	0.38 
	2.50 
	0.013 

	Glucosylsphingoshine
	CerG2
	CerG2(d18:1/22:0)
	0.60 
	2.03 
	0.049 

	
	CerG3
	CerG3(d18:1/24:0)
	0.37 
	2.16 
	0.041 

	
	DGDG
	DGDG(16:0/18:2)
	0.32 
	4.04 
	0.000 

	Glycerolipids
	TAG
	TAG(19:1/18:2/18:2)
	-0.59 
	2.33 
	0.030 

	Glycerophospholipids
	dMePE
	dMePE(20:1p/22:6)
	0.41 
	2.02 
	0.012 

	
	LPC
	LPC(16:0e)
	0.27 
	2.38 
	0.004 

	
	LPC
	LPC(16:1)
	0.23 
	1.80 
	0.022 

	
	LPC
	LPC(16:2)
	0.49 
	2.72 
	0.016 

	
	LPC
	LPC(18:0e)
	0.23 
	2.09 
	0.008 

	
	LPC
	LPC(18:4)
	0.34 
	2.35 
	0.004 

	
	LPC
	LPC(20:0e)
	0.24 
	2.04 
	0.040 

	
	LPC
	LPC(20:0p)
	0.49 
	1.79 
	0.014 

	
	LPC
	LPC(34:2)
	0.31 
	1.76 
	0.039 

	
	LPC
	LPC(34:3)
	0.32 
	2.11 
	0.036 

	
	LPC
	LPC(38:5)
	0.29 
	2.03 
	0.044 

	
	LPE
	LPE(16:0p)
	0.37 
	2.45 
	0.011 

	
	PC
	PC(18:1/24:7)
	0.26 
	1.65 
	0.007 

	
	PC
	PC(19:2/18:2)
	-0.31 
	1.85 
	0.029 

	
	PC
	PC(20:0e/20:4)
	0.18 
	1.78 
	0.038 

	
	PC
	PC(20:0e/22:5)
	0.24 
	1.87 
	0.002 

	
	PC
	PC(26:0/18:3)
	0.25 
	1.29 
	0.016 

	
	PC
	PC(40:3p)
	0.24 
	2.01 
	0.025 

	
	PC
	PC(41:6e)
	0.47 
	2.23 
	0.015 

	
	PC
	PC(42:1)
	0.38 
	2.47 
	0.016 

	
	PC
	PC(42:4p)
	0.31 
	1.95 
	0.039 

	
	PC
	PC(42:6e)
	0.37 
	2.09 
	0.040 

	
	PC
	PC(42:8)
	0.42 
	1.86 
	0.011 

	
	PC
	PC(43:4e)
	0.31 
	1.98 
	0.018 

	
	PC
	PC(44:4)
	0.27 
	1.61 
	0.023 

	
	PC
	PC(44:6e)
	0.24 
	1.88 
	0.030 

	
	PC
	PC(46:11)
	-0.19 
	1.70 
	0.032 

	
	PE
	PE(16:0p/22:6)
	0.20 
	1.38 
	0.048 

	
	PE
	PE(20:0p/22:6)
	0.33 
	1.63 
	0.029 

	
	PE
	PE(26:6/21:2)
	-0.19 
	1.70 
	0.032 

	
	PE
	PE(37:0p)
	-0.46 
	2.39 
	0.026 

	
	PE
	PE(42:2e)
	0.58 
	2.03 
	0.026 

	
	PE
	PE(44:6e)
	0.50 
	2.31 
	0.016 

	
	PE
	PE(44:7e)
	0.61 
	2.16 
	0.018 

	
	PG
	PG(40:2)
	0.30 
	1.63 
	0.044 

	
	PG
	PG(46:1)
	-0.27 
	1.43 
	0.032 

	
	PI
	PI(18:0/20:3)
	-0.23 
	1.96 
	0.014 

	
	PI
	PI(24:3/16:0)
	0.29 
	3.54 
	0.000 

	Sphingolipids
	Cer
	Cer(d18:0)
	0.36 
	3.76 
	0.000 

	
	Cer
	Cer(d18:1/24:1)
	-0.33 
	1.89 
	0.018 

	
	Cer
	Cer(d30:0)
	0.29 
	2.22 
	0.015 

	
	Cer
	Cer(d32:0)
	0.23 
	2.37 
	0.012 

	
	Cer
	Cer(d33:0)
	0.27 
	2.27 
	0.018 

	
	Cer
	Cer(d36:0)
	0.23 
	2.69 
	0.007 

	
	Cer
	Cer(d38:0)
	0.25 
	2.37 
	0.020 

	
	GM3
	GM3(d42:1+O)
	0.28 
	1.36 
	0.049 

	
	LSM
	LSM(d18:1)
	0.23 
	1.87 
	0.049 

	
	phSM
	phSM(d42:2)
	0.24 
	1.55 
	0.032 

	
	SM
	SM(d18:1/18:2)
	-0.15 
	1.82 
	0.042 

	
	SM
	SM(d18:1/24:0)
	0.14 
	1.86 
	0.049 

	
	SM
	SM(d18:2/21:1)
	0.27 
	2.11 
	0.039 

	
	SM
	SM(d20:0/18:1)
	-0.17 
	2.44 
	0.001 

	
	SM
	SM(d24:0/20:4)
	0.15 
	1.02 
	0.031 

	
	SM
	SM(d25:0/18:1)
	-0.38 
	2.08 
	0.019 

	
	SM
	SM(d44:7)
	0.23 
	1.41 
	0.046 

	
	So
	So(d14:1)
	0.33 
	3.37 
	0.000 

	
	So
	So(d16:0)
	0.24 
	2.68 
	0.004 

	
	So
	So(d16:1)
	0.30 
	3.16 
	0.001 

	
	So
	So(d18:1)
	0.32 
	3.44 
	0.001 

	
	So
	So(d22:1)
	0.24 
	2.86 
	0.004 

	
	So
	So(d22:2)
	0.36 
	3.61 
	0.000 








2

[bookmark: _Toc145340445]Table S6 The relationship between lipid species and FRS 
	Lipid species
	Unadjusted
	
	Adjusted*

	
	B 
	95%CI
	β
	P
	
	B
	95%CI
	β
	Adj.P

	DG(16:0/18:2)
	1.71 
	0.77, 2.64
	0.37 
	0.001 
	
	0.56 
	0.02, 1.09
	0.12 
	0.042 

	DG(16:1/18:3)
	19.99 
	2.83, 37.15
	0.25 
	0.023 
	
	4.08 
	-5.12, 13.27
	0.05 
	0.380 

	DG(18:3/18:2)
	4.89 
	1.99, 7.78
	0.35 
	0.001 
	
	2.35 
	0.87, 3.83
	0.17 
	0.002 

	DG(20:5/18:2)
	7.06 
	4.53, 9.59
	0.52 
	0.001 
	
	1.89 
	0.33, 3.46
	0.14 
	0.018 

	LPC(20:4)
	-0.09 
	-0.16, -0.02
	-0.27 
	0.014 
	
	-0.02 
	-0.05, 0.02
	-0.06 
	0.265 

	LPC(22:6)
	0.39 
	0.16, 0.62
	0.35 
	0.001 
	
	0.17 
	0.06, 0.28
	0.15 
	0.003 

	Cer(d18:1/24:1)
	4.33 
	2.27, 6.39
	0.42 
	0.001 
	
	-0.38 
	-1.74, 0.99
	-0.04 
	0.585 

	Cer(d30:0)
	-13.07 
	-22.38, -3.76
	-0.30 
	0.006 
	
	-3.55 
	-9.17, 2.07
	-0.08 
	0.212 

	Cer(d32:0)
	-1.49 
	-2.71, -0.26
	-0.26 
	0.018 
	
	-0.23 
	-0.92, 0.46
	-0.04 
	0.503 

	Cer(d33:0)
	-72.78 
	-139.23, -6.33
	-0.23 
	0.032 
	
	-21.36 
	-56.45, 13.73
	-0.07 
	0.229 

	Cer(d36:0)
	-5.99 
	-10.12, -1.86
	-0.30 
	0.005 
	
	-0.57 
	-2.84, 1.69
	-0.03 
	0.615 

	Cer(d38:0)
	-9.90 
	-19, -0.8
	-0.23 
	0.033 
	
	0.37 
	-4.37, 5.1
	0.01 
	0.878 

	FA(19:3)
	-1.43 
	-2.6, -0.26
	-0.26 
	0.017 
	
	-0.15 
	-0.77, 0.47
	-0.03 
	0.631 

	LPC(16:0e)
	-1.68 
	-3.07, -0.3
	-0.26 
	0.018 
	
	0.21 
	-0.51, 0.93
	0.03 
	0.555 

	LPC(34:2)
	-8.27 
	-15.72, -0.83
	-0.24 
	0.030 
	
	1.72 
	-2.17, 5.62
	0.05 
	0.381 

	LPC(34:3)
	-6.32 
	-9.63, -3
	-0.39 
	0.001 
	
	0.25 
	-1.73, 2.23
	0.02 
	0.799 

	LPC(38:5)
	-6.56 
	-11.38, -1.75
	-0.29 
	0.008 
	
	-1.27 
	-3.78, 1.25
	-0.06 
	0.319 

	PC(18:1/24:7)
	10.39 
	1.34, 19.44
	0.25 
	0.025 
	
	3.91 
	-0.66, 8.48
	0.09 
	0.092 

	PC(44:6e)
	-0.85 
	-1.54, -0.17
	-0.26 
	0.015 
	
	0.10 
	-0.26, 0.46
	0.03 
	0.585 

	SM(d18:1/24:0)
	-1.59 
	-2.82, -0.36
	-0.27 
	0.012 
	
	-0.15 
	-0.77, 0.47
	-0.03 
	0.623 

	So(d16:0)
	-0.01 
	-0.02, 0
	-0.27 
	0.013 
	
	0.00 
	-0.01, 0
	-0.08 
	0.173 

	So(d16:1)
	-0.37 
	-0.73, -0.02
	-0.22 
	0.041 
	
	-0.08 
	-0.26, 0.11
	-0.05 
	0.408 

	So(d18:1)
	-0.72 
	-1.37, -0.07
	-0.24 
	0.031 
	
	-0.14 
	-0.48, 0.2
	-0.05 
	0.412 

	So(d22:1)
	-3.59 
	-7, -0.19
	-0.23 
	0.039 
	
	-0.71 
	-2.51, 1.08
	-0.05 
	0.432 

	Distinctive lipid species between the two groups at week 24
	
	
	
	
	
	

	DG(18:2/22:6)
	7.44 
	5.84, 9.05
	0.71 
	0.001 
	
	2.86 
	1.62, 4.09
	0.27 
	0.001 

	DG(20:5/18:2)
	7.06 
	4.53, 9.59
	0.52 
	0.001 
	
	1.89 
	0.33, 3.46
	0.14 
	0.018 

	PE(20:0p/22:6)
	1.98 
	0.8, 3.16
	0.35 
	0.001 
	
	0.25 
	-0.44, 0.94
	0.04 
	0.474 

	TAG(18:0/20:1/22:6)
	12.96 
	8.11, 17.82
	0.51 
	0.001 
	
	0.81 
	-2.38, 4
	0.03 
	0.616 

	TAG(18:1/22:0/22:6)
	26.32 
	14.53, 38.12
	0.44 
	0.001 
	
	3.12 
	-3.75, 9.98
	0.05 
	0.368 

	TAG(18:3/18:2/21:5)
	22.29 
	12.88, 31.71
	0.46 
	0.001 
	
	6.02 
	0.57, 11.46
	0.13 
	0.031 

	TAG(20:5/18:2/22:6)
	3.27 
	1.81, 4.73
	0.44 
	0.000 
	
	0.82 
	0, 1.64
	0.11 
	0.049 


* Adjusted data was calculated by multiple linear regression model with age, sex and BMI, TC, HDL-C adjustment. B indicates regression coefficient
 β indicates standardized regression coefficient
























[bookmark: _Toc145340446]Table S7 Significantly differentially expressed metabolites in the two groups at week 24
	Lipid class
	Individual annotation
	FC
	Log2FC
	P value

	DG
	DG(18:2/22:6)
	252.63 
	7.98 
	0.027 

	TAG
	TAG(18:1/22:0/22:6)
	14.20 
	3.83 
	0.007 

	TAG
	TAG(18:3/18:2/21:5)
	12.40 
	3.63 
	0.021 

	TAG
	TAG(20:5/18:2/22:6)
	7.71 
	2.95 
	0.025 

	TAG
	TAG(20:0/18:1/18:2)
	5.58 
	2.48 
	0.026 

	DG
	DG(20:5/18:2)
	2.57 
	1.36 
	0.020 

	TAG
	TAG(18:1/18:2/21:0)
	2.54 
	1.34 
	0.002 

	TAG
	TAG(18:0/20:1/22:6)
	2.51 
	1.33 
	0.012 

	TAG
	TAG(18:1/18:2/22:0)
	2.47 
	1.31 
	0.005 

	TAG
	TAG(18:1/18:2/24:0)
	2.25 
	1.17 
	0.017 

	TAG
	TAG(18:1/18:1/24:0)
	2.17 
	1.12 
	0.019 

	TAG
	TAG(18:0/18:1/22:1)
	2.12 
	1.09 
	0.029 

	TAG
	TAG(16:0/18:1/22:0)
	2.07 
	1.05 
	0.022 

	PG
	PG(46:1)
	2.40 
	1.26 
	0.009 

	PE
	PE(37:0p)
	2.27 
	1.18 
	0.035 

	PE
	PE(38:4e)
	0.46 
	-1.12 
	0.029 

	PE
	PE(42:2e)
	0.28 
	-1.82 
	0.030 

	PE
	PE(20:0p/22:6)
	0.25 
	-1.99 
	0.038 




[bookmark: _Toc145340447]Figure S1 Change in plasma uric acid and total bilirubin concentrations after 24 weeks of treatment
[image: ]

A significant increase in the serum uric acid levels was observed in the E/C/F/TAF group, while the total bilirubin levels significantly increased in the B/F/TAF group. ** p<0.01. E/C/F/TAF: elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide; B/F/TAF: bictegravir/emtricitabine/tenofovir alafenamide



 




[bookmark: _Toc145340448]Figure S2 The abundant lipid species in plasma 
[image: ]
PI: phosphatidylinositol; DG: diglyceride; Cer: ceramide; LPC: lyso phosphatidylcholine; PS phosphatidylserine; SM: sphingomyelin; PE: phosphatidylethanolamine; TAG: triacylglycerol; PC: Phosphatidylcholine. 


[bookmark: _Toc145340449][image: ]Figure S3 Time-series analysis to identify metabolites expression patterns across different antiretroviral therapy   
Metabolites expression profiles across the time in the E/C/F/TAF (A-G) and B/F/TAF (H-K) group ordered by P value. The amount of lipid species and P value were presented at the top or bottom left corner of the profile



[bookmark: _Toc145340450]Figure S4 Heat map correlations between lipid species altered significantly within groups and conventional biochemical parameters

[image: ]

[bookmark: _Hlk140090710][bookmark: _Hlk139999238]DG: diglyceride; LPC:	Lyso-phosphatidylcholine; Cer: Ceramide, DGDG: Digalactosyl diacylglycerol; FA: Fatty acid; LPE:	Lyso phosphatidyl ethanolamine; OAHFA:	O-Acyl-(gamma-hydroxy) FA; PC: Phosphatidylcholine; PG: Phosphatidylglycerol; phSM: Sphingomyelin phytosphingosine; PI: Phosphatidylinositol; SM: Sphingomyelin; So: Sphingoshine; FRS: Framingham risk score; HSI: hepatic steatosis index; ALT: alanine aminotransferase; AST: aspartate aminotransferase; ALP: alkaline phosphatase; GGT: gama-glutamyl transferase; TB: total bilirubin Scr: serum creatinine; BNU: blood urea nitrogen; UA: uric acid; FBG: fasting blood glucose; TG: triglyceride; TC: total cholesterol; HDL-c: high-density lipoprotein cholesterol; LDL-c: low-density lipoprotein cholesterol; VLDL-c: very-low-density lipoprotein cholesterol; * p<0.05; ** p<0.01; *** p<0.001.
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Conclusion: E/C/F/TAF promotes the accumulation of lipid species closely associated with cardiovascular disease (CVD) risk

among people living with HIV, whereas B/F/TAF has a beneficial effect on lipid profile and is associated with CVD risk reduction.
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