Unexpected HBsAg decrease after nucleoside analogues re-treatment among HBeAg positive postpartum women: a pilot study.
Supplementary Table S1 The characteristics of study population.
	
	Group A
NAs treatment pre-pregnancy
(n=10)
	Group B
Discontinue treatment 
(n=88)
	Group C
Retreatment
(n=22)
	Group A vs B
P1 value
	[bookmark: OLE_LINK4]Group A vs C
P2 value
	Group B vs C
P3 value

	Age, year
	28.0 (24.0 - 34.0)
	29.0 (20.0 - 37.0)
	29.0 (24.0 - 36.0)
	0.689
	0.870
	0.458

	Parity, n (%)
	6 (60.0%)
	17 (19.3%)
	7 (31.8%)
	0.010
	0.244
	0.249

	TDF treatment, n (%)
	5 (50.0%)
	42 (50.6%)
	16 (72.7%)
	1.000
	0.252
	0.055

	Follow-up, month
	36.7 (17.3 - 57.6)
	11.0 (0.5 - 73.0)
	25.0 (10.3 - 53.7)
	0.002
	0.042
	0.005

	Baseline †
	
	
	
	
	
	

	ALT, U/L
	19.0 (12.0 - 110.0)
	32.5 (18.0 - 116.0)
	102.5 (32.0 - 410.0)
	0.003
	< 0.001
	< 0.001

	HBsAg, log IU/mL
	3.7 (2.60 - 4.20)
	4.57 (2.94 - 5.01)
	4.6 (3.50 - 5.12)
	< 0.001
	0.004
	0.969

	HBeAg, log PEIU/mL
	0.87 (0.18 - 2.47)
	2.97 (0.00 - 3.38)
	3.25 (1.11 - 3.71)
	< 0.001
	< 0.001
	0.030

	HBV-DNA, log IU/mL
	0.0 (0.00 - 3.10)
	3.0 (0.00 - 4.46)
	6.9 (4.70 - 8.53)
	< 0.001
	< 0.001
	< 0.001

	Change‡
	
	
	
	
	
	

	Δ ALT，U/L
	0.0 (-27.0 - 96.0)
	5.0 (-208 - 73.0)
	84.5 (19.0 - 401.0)
	0.992
	< 0.001
	< 0.001

	Δ HBsAg, log IU/mL
	0.1 (-0.20 - 2.40)
	-0.14 (-0.69 - 0.92)
	1.3 (0.20 - 4.70)
	0.024
	0.001
	< 0.001

	Δ HBeAg, PEIU/mL
	0.9 (0.07 - 2.47)
	-0.07 (-0.62 - 1.73)
	3.11 (-2.67 - 3.52)
	< 0.001
	[bookmark: OLE_LINK6]< 0.001
	< 0.001

	Δ HBV-DNA, log IU/mL
	0.0 (0.00 - 3.10)
	-4.32 (-8.29 - 0 .00)
	6.8 (4.70 - 8.50)
	< 0.001
	< 0.001
	< 0.001


Note: † The baseline levels of ALT, HBsAg, HBeAg and HBV DNA were values at early pregnancy, 24 – 28 weeks gestation and re-treatment for Groups A, B and C, respectively. ‡ Value change between baseline and last follow-up. Continuous variables were expressed using medians and ranges. Categorical variables were expressed as counts and percentages. ALT, alanine aminotransaminase; DNA, deoxyribonucleic acid; HBV, hepatitis B virus; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; TDF, tenofovir disoproxil fumarate.













Supplementary Table S2 The characteristics of study population by outcome events.
	
	HBV undetectable
	HBeAg loss
	HBsAg < 1000

	
	Yes
(n=17)
	No
(n=5)
	P1
	Yes
(n=5)
	No
(n=17)
	P2
	Yes
(n=8)
	No
(n=14)
	P3

	Age, year
	28.4±3.1
	32.1±3.0
	0.041
	27.8±2.8
	29.6±3.5
	0.345
	28.5±3.6
	29.6±3.3
	0.537

	Parity, n (%)
	3 (17.6%)
	4 (80.0)
	0.021
	1 (20.0%)
	6 (35.3%)
	1.000
	2 (25.0%)
	5 (35.7%)
	1.000

	ALT flare, n (%)
	12 (75.0)
	3 (60.0%)
	0.598
	4 (100%)
	11 (64.7%)
	0.281
	7 (87.5%)
	8 (61.5%)
	0.336

	TDF treatment, n (%)
	13 (76.5%)
	4 (80.0%)
	1.000
	4 (80.0%)
	13 (76.5%)
	1.000
	7 (87.5%)
	10 (71.4%)
	0.613

	Treatment duration, month
	28.1±13.1
	21.9±6.1
	0.411
	24.8±11.9
	27.3±12.3
	0.724
	31.3±12.8
	24.1±11.2
	0.172

	24 - 28 weeks gestation
	
	
	
	
	
	
	
	
	

	HBsAg, log IU/mL
	4.3±0.4
	4.7±0.2
	0.020
	4.6±0.3
	4.4±0.4
	0.571
	4.4±0.5
	4.5±0.3
	0.435

	HBeAg, log PEIU/mL
	3.1±0.6
	3.4±0.1
	0.045
	3.3±0.1
	3.1±0.6
	0.571
	3.1±0.2
	3.2±0.7
	0.064

	HBV-DNA, log IU/mL
	7.1±0.8
	7.6±0.4
	0.147
	7.1±0.9
	7.3±0.7
	0.875
	6.9±0.8
	7.4±0.6
	0.260

	ALT, U/L
	44.9±54.0
	27.2±10.1
	0.666
	43.0±20.8
	40.2±53.9
	0.255
	28.3±17.4
	48.1±58.3
	0.142

	End of treatment
	
	
	
	
	
	
	
	
	

	HBsAg, log IU/mL 
	4.4±0.6
	4.6±0.2
	1.000
	*
	4.5±0.5
	0.223
	4.5±0.2
	4.5±0.5
	0.569

	HBeAg, log PEIU/mL 
	2.9±0.3
	3.2±0.1
	0.088
	*
	3.1±0.3
	0.602
	2.8±0.1
	3.2±0.2
	0.030

	HBV DNA, log IU/mL
	2.8±1.0
	3.8±0.9
	0.066
	3.0±0.8
	3.0±1.1
	0.668
	3.0±0.5
	3.0±1.3
	0.502

	ALT, U/L
	45.4±17.1
	51.0±13.2
	0.611
	48.0±2.8
	46.5±17.4
	0.488
	53.5±11.1
	43.7±17.3
	0.104

	Re-treatment
	
	
	
	
	
	
	
	
	

	HBsAg, log IU/mL 
	4.3±0.5
	4.8±0.3
	0.236
	4.4±0.5
	4.3±0.6
	0.758
	4.4±0.6
	4.3±0.5
	0.668

	HBeAg, PEIU /mL 
	3.0±0.7
	3.3±0.0
	0.844
	3.1±0.3
	3.0±0.7
	0.643
	3.1±0.3
	2.9±0.8
	1.000

	HBV DNA, log IU/mL
	6.7±0.6
	8.2±0.3
	0.001
	6.5±0.4
	7.3±0.8
	0.048
	6.6±0.3
	7.4±0.9
	0.020

	ALT, U/L
	170.4±109.7
	144.2±132.5
	0.256
	165.8±113.7
	164.0±115.6
	0.724
	145.8±96.8
	175.1±122.6
	0.539

	Elevated ALT after 1 month of treatment, n (%)
	12 (70.6%)
	3 (75.0%)
	1.000
	3 (60.0%)
	10 (66.7%)
	1.000
	4 (50.0%)
	9(81.8%)
	0.319


Note: * No sufficient data to calculate. Continuous variables were expressed as mean ± standard deviation. Categorical variables were expressed as counts and percentages.  ALT, alanine aminotransaminase; CI, confidence interval; DNA, deoxyribonucleic acid; HBV, hepatitis B virus; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; TDF, tenofovir disoproxil fumarate.







Supplementary figures
[image: Figure 1]
Fig. S1 The flowchart of study participants. CHB, chronic hepatitis B; NAs, nucleoside analogues; HBeAg, hepatitis B e antigen.

[image: Fig.S1]
Fig. S2 The kinetics of serum ALT, HBsAg, HBeAg and HBV DNA in patients discontinuing treatment postpartum. Supplementary Fig. S2a-2d described the kinetics of serum ALT, HBeAg, HBsAg and HBV DNA in patients discontinuing treatment postpartum, respectively. The horizontal axis represents different time points, and the vertical axis represents the levels of variables. P < 0.05 is marked by *, P < 0.01 is marked by ** and P < 0.001 is marked by ***. ALT, alanine aminotransaminase; DNA, deoxyribonucleic acid; EOT, end of treatment; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; HBsAg, hepatitis B surface antigen.
[image: Fig.S2]
Fig. S3 The kinetics of serum ALT, HBsAg, HBeAg and HBV DNA in patients with HBeAg loss after discontinuing treatment postpartum. Supplementary Fig. S3a-3d described the kinetics of serum ALT, HBeAg, HBsAg and HBV DNA in patients with HBeAg loss after discontinuing treatment postpartum, respectively. The lines with different colors represent different patients. The vertical dashed lines represent the time of HBeAg loss. The horizontal dashed line in Supplementary Fig. S3a represents an ALT level of 40 U/L. The horizontal axis represents different time points, and the vertical axis represents the levels of variables. ALT, alanine aminotransaminase; DNA, deoxyribonucleic acid; EOT, end of treatment; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; HBsAg, hepatitis B surface antigen.

[image: Fig.S3]
Fig. S4 The kinetics of serum ALT, HBsAg, HBeAg and HBV DNA in patients treated with LdT and TDF during pregnancy. Supplemental Fig. 3a-3d described the kinetics of serum ALT, HBeAg, HBsAg and HBV DNA in patients discontinuing treatment postpartum, respectively. The lines with different colors represent different patients. The red line and black line represent patients treated with LdT and TDF during pregnancy, respectively. The horizontal axis represents different time points, and the vertical axis represents the levels of variables.
P < 0.05 is marked by *, P < 0.01 is marked by ** and P < 0.001 is marked by ***. Statistical differences between the two groups are marked with a blue *.
ALT, alanine aminotransaminase; DNA, deoxyribonucleic acid; EOT, end of treatment; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; HBsAg, hepatitis B surface antigen; LdT, telbivudine; TDF, tenofovir disoproxil fumarate.

[image: ]
[bookmark: _GoBack]Fig. S5 The kinetics of serum ALT, HBsAg, HBeAg, and HBV DNA for each individual patient achieved HBsAg <1000 IU/mL. The horizontal axis represents different time points, the red vertical axis represents the levels of ALT, the blue vertical axis represents the levels of HBsAg, the green vertical axis represents the levels of HBeAg and the black vertical axis represents the levels of HBV DNA. ALT, alanine aminotransaminase; DNA, deoxyribonucleic acid; EOT, end of treatment; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; HBsAg, hepatitis B surface antigen.
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