Supplementary File 1
Search strategy
1. PubMed (from the inception to October 4th, 2023)
#1 systemic lupus erythematosus [Title/Abstract]
#2 pregnancy [Title/Abstract]
#3 hydroxychloroquine [Title/Abstract]
#4 (#1 AND #2 AND #3) = 580
2. Embase (from the inception to October 4th, 2023)
#1 systemic lupus erythematosus [Title/Abstract]
#2 pregnancy [Title/Abstract]
#3 hydroxychloroquine [Title/Abstract]
#4 (#1 AND #2 AND #3) = 344
3. Scopus (from the inception to October 4th, 2023)
#1 systemic lupus erythematosus [Title/Abstract]
#2 pregnancy [Title/Abstract]
#3 hydroxychloroquine [Title/Abstract]
#4 (#1 AND #2 AND #3) = 197
4. Web of Science (from the inception to October 4th, 2023)
#1 systemic lupus erythematosus [Title/Abstract]
#2 pregnancy [Title/Abstract]
#3 hydroxychloroquine [Title/Abstract]

#4 (#1 AND #2 AND #3) = 192



5. Cochrane library (from the inception to October 4th, 2023)
#1 systemic lupus erythematosus [Title/Abstract]

#2 pregnancy [Title/Abstract]

#3 hydroxychloroquine [Title/Abstract]

#4 (#1 AND #2 AND #3) =19

Total = 1332



Study
A

Supplementary File 2

%

RR (95% CI) Weight

Preeclampsia :
Baalbaki 2020 —t 0.82 (0.34, 1.97) 1.76
Buchanan 1996 : 0.08 (0.01, 0.55) 3.23
Canti 2021 4 : 0.16 (0.02, 1.37) 1.00
Do 2020 — 1 0.50 (0.23, 1.10) 3.39
Haase 2020 —e— 0.83 (0.38, 1.81) 2.59
Kroese 2017 - 0.59 (0.14, 2.59) 1.01
Leroux 2015 e 1.13 (0.28, 4.48) 0.72
LiuY. 2020 + 0.86 (0.31, 2.35) 1.44
Rahman 2020 -¢- : 0.30 (0.06, 1.45) 1.18
Seo 2019 4 : 0.38 (0.15, 0.94) 3.06
Subtotal (I-squared = 14.4%, p = 0.311) <> 0.51 (0.37,0.71) 19.40
- :
High lupus activity 1
Buchanan 1996 ' —— 1.06 (0.75, 1.50) 5.00
Clowse 2006 —— 0.84 (0.63, 1.11) 10.66
Do 2020 —— 0.96 (0.50, 1.81) 3.05
Haase 2020 4 0.65(0.37, 1.14) 5.18
Kroese 2017 - 0.76 (0.17, 3.46) 0.79
Leroux 2015 — 1 0.66 (0.30, 1.42) 2.87
Levy 2001 < ; 0.09 (0.01, 1.45) 1.14
Liu E. 2018 ——— 0.50 (0.27, 0.93) 4.13
Subtotal (I-squared = 19.6%, p = 0.275) p 0.77 (0.64, 0.92) 32.82
: |
Premature delivery :
Baalbaki 2020 —— 0.79 (0.49, 1.28) 3.96
Buchanan 1996 |—— 1.15 (0.74, 1.79) 3.58
Canti 2021 - I 0.62 (0.25, 1.54) 1.79
Clowse 2006 — 0.82 (0.49, 1.37) 4.95
Do 2020 —r— 0.83 (0.52, 1.32) 5.26
Haase 2020 4 0.74 (0.44, 1.26) 5.18
Kroese 2017 +— 0.42 (0.11, 1.69) 1.50
Leroux 2015 —_—+ 0.36 (0.16, 0.78) 4.64
Liu E. 2018 —0—: 0.38 (0.16, 0.86) 3.30
LiuY. 2020 —f—’— 1.08 (0.57, 2.02) 2.68
Rahman 2020 —— 0.59 (0.32, 1.10) 3.29
Seo 2019 —— 0.63 (0.43, 0.94) 7.65
Subtotal (I-squared = 19.9%, p = 0.248) <|> 0.71 (0.60, 0.84) 47.79
3 |
Overall (I-squared =21.6%, p = 0.146) ¢ 0.69 (0.61, 0.77) 100.00
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Study
ID

%

OR (95% CI) Weight
Gestational hypertension )
Baalbaki 2020 : 1.17 (0.42, 3.24) 21.96
Buchanan 1996 — 0.51(0.19, 1.34) 22.81
Canti 2021 = 0.60 (0.16, 2.29) 17.52
Leroux 2015 € ® ; 0.09 (0.00, 1.53) 6.39
Louthrenoo 2021 -+ 0.45 (0.09, 2.35) 13.91
Rahman 2020 & ; 0.09 (0.02, 0.35) 17.41
Overall (I-squared = 51.9%, p = 0.065) e 0.41 (0.18, 0.91) 100.00
NOTE: Weights are from random effects analysis E

I | ' I

01 1 1 10
Study %
D G WMD (95% CT) Weight
Birth weight .
Baalbaki 2020 < : —0.03 (=0.51, 0.46) 6.28
Buchanan 1996 - - . ~0.03 (~0.48, 0.42) 7.11
Canti 2021 — - 0.28 (-0.13, 0.70) 8.47
Do 2020 > 0.10 (=0.16, 0.36) 21.60
Liu E. 2018 —- 0.31 (0.06, 0.56) 22.73
Rahman 2020 - - - 0.39 (0.0, 0.73) 12.31
Se0 2019 = 0.21 (-0.05, 0.47) 21.50
Overall (I-squared = 0.0%, p = 0.616) <> 0.21 (0.09, 0.33) 100.00

| ' | |

-5 0 5 1

Supplementary Figure 1. (A) Forest plot meta-analysis of the RRs for 3 adverse pregnancy outcomes

(preeclampsia, high lupus activity, premature delivery) in pregnant patients with SLE receiving HCQ

compared to controls, after excluding case-control studies. (B) Forest plot meta-analysis of the ORs for
gestational hypertension in pregnant patients with SLE receiving HCQ compared to controls. (C) Forest

plot meta-analysis of the WMD (kg) of fetal birth weight in pregnant patients with SLE receiving HCQ vs.

controls.



Study or Subgroup
Baalbaki 2020
Buchanan 1996
Canti 2021

Do 2020

Haase 2020
Kroese 2017
Leroux 2015
Liu Y. 2020
Phillips 2023
Rahman 2020
Seo 2019

Total (95% Cl)
Total events

Heterogeneity: Chi? = 11.36, df = 10 (P = 0.33); I = 12%

HCQ+

Events Total

©

AN OO WN ON -

52

47
34
45
53
77
30
41
44
51
47
80

549

HCQ-
Events Total
7 30
20 53
4 29
20 76
15 107
9 80
5 77
7 44
11 44
5 35
14 71
646

117

Test for overall effect: Z = 4.37 (P < 0.0001)

Odds Ratio Odds Ratio
Weight M-H. Fixed, 95% CI M-H, Fixed. 95% CI
7.2% 0.78 [0.26, 2.37] -
15.9% 0.05[0.01, 0.39] ¢ "
5.0% 0.14 [0.02, 1.34] -
14.9% 0.43[0.17,1.10] I
11.6% 0.81[0.34, 1.96] - T
4.8% 0.56 [0.11, 2.77] - 1
3.4% 1.14 [0.26, 5.02] -
6.3% 0.83[0.26, 2.72] - 1
10.9% 0.40[0.13, 1.19] I
5.7% 0.27 [0.05, 1.47] B
14.3% 0.33[0.12, 0.91] -
100.0% 0.45[0.32, 0.65] L 4
0.01 0.1 1 10 100

Supplementary Figure 2. Forest plot meta-analysis of preeclampsia in pregnant women with
SLE receiving HCQ vs.controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% ClI M-H, Fixed, 95% CI
Buchanan 1996 21 34 31 53 8.0% 1.15[0.47, 2.77] B
Clowse 2006 29 56 101 163 21.6% 0.66 [0.36, 1.22] -7

Do 2020 12 53 18 76 9.9% 0.94[0.41, 2.17] - T
Haase 2020 14 77 30 107 17.8% 0.57[0.28, 1.17] -7

Kroese 2017 2 30 7 80 3.1% 0.74 [0.15, 3.80] - 1
Leroux 2015 7 41 20 77 10.0% 0.59[0.22, 1.53] -

Levy 2001 0 10 5 10 4.6% 0.05[0.00, 1.03] ¢ "

Liu E. 2018 10 39 20 39 12.9% 0.33[0.13, 0.85] -
Louthrenoo 2021 12 37 25 53 121% 0.54[0.22, 1.29] -

Total (95% Cl) 377 658 100.0% 0.62 [0.46, 0.83] L 2

Total events 107 257 . . . .

Heterogeneity: Chiz = 7.49, df =8 (P = 0.48); I? = 0% IO 01 0'1 1 1'0
Test for overall effect: Z =3.19 (P = 0.001) ’ ’

Supplementary Figure 3. Forest plot meta-analysis of high lupus activity in pregnant women
with SLE receiving HCQ vs. controls.
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Study or Subgroup
Baalbaki 2020
Buchanan 1996
Canti 2021

Leroux 2015
Louthrenoo 2021
Rahman 2020

Total (95% CI)
Total events

HCQ+

Events Total
14 47
8 34
5 45
0 41
2 37
3 47
251

32

HCQ-

Events Total
8 30
20 53
5 29
9 77
6 53
15 35
277

63

Weight
22.0%
22.8%
17.5%

6.4%
13.9%
17.4%

100.0%

Odds Ratio

M-H. Random, 95% CI

Odds Ratio

1.17 [0.42, 3.24]
0.51[0.19, 1.34]
0.60 [0.16, 2.29]
0.09 [0.00, 1.53]
0.45[0.09, 2.35]
0.09 [0.02, 0.35]

0.41 [0.18, 0.91]

Heterogeneity: Tau? = 0.50; Chi? = 10.40, df =5 (P = 0.06); I> = 52%
Test for overall effect: Z=2.18 (P = 0.03)
Supplementary Figure 4. Forest plot meta-analysis of gestational hypertension in pregnant
women with SLE receiving HCQ vs. controls.
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HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Leroux 2015 4 41 12 77 30.7% 0.59[0.18, 1.95] L
Liu E. 2018 2 39 6 39 23.2% 0.30[0.06, 1.58] = B
Liu'Y. 2020 7 44 6 44  20.6% 1.20 [0.37, 3.90] =
Louthrenoo 2021 2 37 8 53 25.4% 0.32[0.06, 1.61] = B
Total (95% ClI) 161 213 100.0% 0.58 [0.30, 1.12] ’
Total events 15 32
“ye Ohi2 = — - 12=00 f f f |
Heterogeneity: Chi? = 2.59, df = 3 (P = 0.46); I? = 0% 001 01 1 10 100

Test for overall effect: Z =1.63 (P = 0.10)

Supplementary Figure 5. Forest plot meta-analysis of premature rupture of membrane in
pregnant women with SLE receiving HCQ vs. controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% Ci M-H. Fixed, 95% CI
Buchanan 1996 2 34 4 53 27.3% 0.77 [0.13, 4.43] =
Kroese 2017 9 30 10 80 35.4% 3.00[1.08, 8.35] L
Seo 2019 4 80 4 71 37.3% 0.88[0.21, 3.66]
Total (95% Cl) 144 204 100.0% 1.60 [0.76, 3.35]
Total events 15 18
He Chi2 = - - .12 = 990 f f f } |
Heterogeneity: Chi? = 2.80, df = 2 (P = 0.25); I = 29% 0.01 01 1 10 100

Test for overall effect: Z = 1.25 (P = 0.21)

Supplementary Figure 6. Forest plot meta-analysis of spontaneous abortion in pregnantwomen
with SLE receiving HCQ vs. controls.



Odds Ratio
M-H. Fixed. 95% CI

i
PR R

g

HCQ+ HCQ- Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% ClI
Leroux 2015 1 41 8 77 44.2% 0.22[0.03, 1.79]
Liu E. 2018 2 39 4 39 30.9% 0.47 [0.08, 2.75]
Seo 2019 3 80 3 71 24.9% 0.88[0.17,4.52]
Total (95% Cl) 160 187 100.0% 0.46 [0.17, 1.25]
Total events 6 15
Heterogeneity: Chi2 = 1.10, df = 2 (P = 0.58); I? = 0% =0.01

Test for overall effect: Z = 1.52 (P = 0.13)

0.1

1 10 100

Supplementary Figure 7. Forest plot meta-analysis of oligohydramnios in pregnant women with

SLE receiving HCQ vs. controls.



HCQ+
Study or Subgroup  Events Total
Baalbaki 2020 2 47
Buchanan 1996 1 34
Leroux 2015 0 41
Total (95% Cl) 122
Total events 3

Heterogeneity: Chi? = 0.72, df = 2 (P = 0.70); I? = 0%
Test for overall effect: Z = 0.23 (P = 0.82)

Supplementary Figure 8. Forest plot meta-analysis of thrombotic disease in pregnant women
with SLE receiving HCQ vs. controls.

HCQ- Odds Ratio Odds Ratio
Events Total M-H, Fixed. 95% ClI M-H, Fixed, 95% ClI
0 30 3.35[0.16, 72.26] =
2 53 0.77[0.07, 8.87] L
1 77 0.61[0.02, 15.42] =
160 1.19 [0.27, 5.33] i
3
0.01 0.1 1 10 100




HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Rahman 2020 0 47 5 35 47.3% 0.06 [0.00, 1.09] ¢ L
Seo 2019 4 80 1 71 52.7% 3.68[0.40, 33.76] i
Total (95% Cl) 127 106 100.0% 0.52[0.01, 32.10] ——
Total events 4 6
ity 2 — . Chiz = - - .12 = 80° I } } i
Heterogeneity: Tau? = 7.13; Chi? = 5.06, df = 1 (P = 0.02); I = 80% 0.01 01 1 10 100

Test for overall effect: Z=0.31 (P = 0.76)

Supplementary Figure 9. Forest plot meta-analysis of gestational diabetes mellitus in pregnant
women with SLE receiving HCQ vs. controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Ci M-H. Fixed, 95% CI
Kroese 2017 1 30 5 80 71.8% 0.52[0.06, 4.62] i

Seo 2019 2 80 1 71 28.2% 1.79[0.16, 20.23] =

Total (95% Cl) 110 151 100.0%  0.88 [0.19, 3.96] ——
Total events 3 6

Heterogeneity: Chi? = 0.56, df =1 (P = 0.45); I? = 0% ! ' ' '
Test for overall effect: Z=0.17 (P = 0.86) 0.01 01 ! 10 100

Supplementary Figure 10. Forest plot meta-analysis of HELLP syndrome in pregnant women with
SLE receiving HCQ vs. controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Ci M-H. Fixed, 95% CI
Leroux 2015 0 41 7 77 82.5% 0.11[0.01, 2.03] ¢
Rahman 2020 2 47 1 35 17.5% 1.51[0.13, 17.36] "
Total (95% CI) 88 112 100.0%  0.36 [0.08, 1.67] —el——
Total events 2 8
“ye Ohi2 = - - .12 = 400 } } } !
Heterogeneity: Chi2 =1.95, df =1 (P = 0.16); 1> = 49% 0.01 01 1 10 100

Test for overall effect: Z=1.31 (P = 0.19)

Supplementary Figure 11. Forest plot meta-analysis of immune thrombocytopenia in pregnant
women with SLE receiving HCQ vs. controls.



Study or Subgroup
Baalbaki 2020
Buchanan 1996
Canti 2021

Leroux 2015
Rahman 2020

Total (95% CI)
Total events

HCQ+

Events Total
14 47
8 34
5 45
0 41
3 47
214

30

HCQ- Risk Ratio Risk Ratio
Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI

8 30 26.8% 1.121[0.53, 2.34] ——

20 53 27.5% 0.62[0.31, 1.25] — &
5 29 19.9% 0.64 [0.20, 2.03] D
9 77 62% 0.10[0.01, 1.64] -

15 35 19.7% 0.15[0.05, 0.47] - =

224 100.0% 0.49 [0.23, 1.07] .
57

Heterogeneity: Tau? = 0.43; Chi? = 10.57, df =4 (P = 0.03); I = 62%
Test for overall effect: Z=1.80 (P = 0.07)

0.01 0.1

Supplementary Figure 12. Forest plot meta-analysis of gestational hypertension (RR) in
pregnant women with SLE receiving HCQ vs. controls.
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Study or Subgroup
Baalbaki 2020
Buchanan 1996
Canti 2021
Clowse 2006

Do 2020

Haase 2020
Kroese 2015
Leroux 2015

Liu E. 2018

Liu Y. 2020
Louthrenoo 2021
Rahman 2020
Seo 2019

Total (95% CI)
Total events

HCQ+

Events Total

19
17
7
13
18
16
2
6
6
14
15
11
25

169

45
31
39
47
53
77
20
38
39
44
29
37
72

571

HCQ-
Events Total
16 30
21 44
7 24
49 145
31 76
30 107
16 68
34 77
16 39
13 44
27 42
14 28
35 64
788

309

Heterogeneity: Chi? = 12.86, df =12 (P = 0.38); I’=7%

Test for overall effect: Z = 4.30 (P < 0.0001)

Weight
6.4%
4.5%
4.1%

10.0%
9.7%
11.4%
3.8%
10.9%
7.8%
5.1%
6.1%
6.4%
13.9%

100.0%

Odds Ratio
M-H, Fixed, 95% CI
0.64 [0.25, 1.62]
1.33[0.53, 3.34]
0.53[0.16, 1.77]
0.75[0.36, 1.55]
0.75[0.36, 1.55]
0.67 [0.34, 1.35]
0.36 [0.08, 1.73]
0.24 [0.09, 0.63]
0.26 [0.09, 0.77]
1.11[0.45, 2.76]
0.60 [0.23, 1.56]
0.42[0.15, 1.18]
0.44[0.22, 0.88]

0.59 [0.46, 0.75]

Odds Ratio

M-H, Fixed, 95% CI

0.01

0.1

Supplementary Figure 13. Forest plot meta-analysis of premature delivery in pregnant women

with SLE receiving HCQ vs. controls.
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HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baalbaki 2020 1 47 3 30 3.9% 0.20[0.02, 1.98]

Buchanan 1996 6 31 18 44 9.9% 0.35[0.12, 1.02]

Canti 2021 4 39 8 25 8.1% 0.24 [0.06, 0.92] -

Clowse 2006 11 47 29 145 12.4% 1.22 [0.56, 2.69] -

Do 2019 9 53 3 76 7.9% 4.98 [1.28, 19.38] -
Haase 2020 2 77 1 107 3.6% 2.83[0.25, 31.74]

Kroese 2017 5 20 10 68 8.9% 1.93 [0.57, 6.51] -1
Leroux 2015 4 38 22 77 9.4% 0.29[0.09, 0.93] -

Liu E. 2018 1 39 3 39 3.9% 0.32[0.03, 3.18]

Louthrenoo 2021 6 29 13 42  9.6% 0.58[0.19, 1.77] -

Rahman 2020 6 37 10 28 9.2% 0.35[0.11, 1.12] -

Seo 2019 24 72 26 64 13.2% 0.73[0.36, 1.47] -

Total (95% CI) 529 745 100.0% 0.68 [0.41, 1.14] S

Total events 79 146 . . . .

Heterogeneity: Tau? = 0.40; Chi = 23.26, df = 11 (P = 0.02); I = 53% IO o1 0'1 1 1'0
Test for overall effect: Z = 1.46 (P = 0.14) ’ ’

Supplementary Figure 14. Forest plot meta-analysis of fetal growth restriction in pregnant women
with SLE receiving HCQ vs. controls.
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HCQ+ HCQ- Mean Difference Mean Difference

Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed. 95% CI

Baalbaki 2020 2.469 0.899 47 2.495 1.138 30 6.3% -0.03[-0.51, 0.46]

Buchanan 1996 2.44371 0.99735 31 2.47307 0.96571 44 7.1% -0.03[-0.48, 0.42]

Canti 2021 2.895 0.439 39 2.614 0.977 24 8.5% 0.28[-0.13, 0.70] -

Do 2020 2.8497 0.683 53 2.7493 0.815 76 21.6% 0.10[-0.16, 0.36] I

Liu E. 2018 2.78 0.56 39 2.47 0.58 39 227% 0.31[0.06, 0.56] -
Rahman 2020 2.52 0.56 37 213 0.79 28 12.3% 0.39[0.05, 0.73] - -
Seo 2019 2.757 0.5835 72 2.5423 0.9083 64 21.5% 0.21[-0.05, 0.47] T "

Total (95% CI) 318 305 100.0% 0.21[0.09, 0.33] ‘

Heterogeneity: Chi? = 4.45, df = 6 (P = 0.62); I = 0% '_1 _0' 5 0 0'5
Test for overall effect: Z = 3.35 (P = 0.0008) ’ '

Supplementary Figure 15. Forest plot meta-analysis of birth weight (kg) in pregnant women with
SLE receiving HCQ vs.controls.



Study or Subgroup
Buchanan 1996
Canti 2021

Clowse 2006
Kroese 2017
Louthrenoo 2021
Rahman 2020

Seo 2019

Total (95% CI)
Total events

HCQ+

Events Total

2

A O O©0CONO

46

34
45
52
30
37
47
80

325

HCQ-

Events Total

4
4
6

10

11
7
4

46

53
29
139
80
53
35
71

460

Heterogeneity: Chi? = 6.13, df = 6 (P = 0.41); 12 = 2%
Test for overall effect: Z = 1.63 (P = 0.10)
Supplementary Figure 16. Forest plot meta-analysis of miscarriage in pregnant women with
SLE receiving HCQ vs.controls.

Weight
9.4%
13.5%
9.1%
12.2%
22.7%
20.2%
12.9%

100.0%

Odds Ratio
M-H. Fixed, 95% CI

Odds Ratio

M-H, Fixed, 95% CI

0.77[0.13, 4.43]
0.96 [0.25, 3.75]
3.45[1.10, 10.80]
3.00 [1.08, 8.35]
1.05[0.38, 2.94]
1.08 [0.37, 3.19]
0.88[0.21, 3.66]

1.45 [0.93, 2.28]

_

0.01

0.1

1 10

100



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Clowse 2006 3 49 13 157 41.6% 0.72[0.20, 2.65] —

Kroese 2017 1 30 2 80 7.6% 1.34 [0.12, 15.40] N

Leroux 2015 3 41 3 81 13.4% 2.05[0.40, 10.65] - 1

Rahman 2020 2 47 2 35 15.7% 0.73[0.10, 5.48] "

Seo 2019 4 80 3 71 21.7% 1.19[0.26, 5.52] -

Total (95% ClI) 247 424 100.0% 1.05 [0.51, 2.18] .

Total events 13 23 . . . .

Heterogeneity: Chi? = 1.14, df =4 (P = 0.89); = 0% ) '
Test for overall effect: Z=0.13 (P = 0.89) 0.01 01 1 10 100
Supplementary Figure 17. Forest plot meta-analysis of stillbirth in pregnant women with SLE

receiving HCQ vs.controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buchanan 1996 1 31 1 44 7.5% 1.43 [0.09, 23.83] "
Clowse 2006 1 79 7 163 42.0% 0.29[0.03, 2.36] L
Haase 2020 1 77 0 107 3.8% 4.22[0.17, 104.88] »
Kroese 2017 0 20 4 68 19.1% 0.35[0.02, 6.77] "
Leroux 2015 0 38 4 77 27.6% 0.21[0.01, 4.04] =
Total (95% ClI) 245 459 100.0% 0.51[0.18, 1.50] -
Total events 3 16
o ARi2 = - - 2= 0o [ : : |
Heterogeneity: Chi? = 2.87, df =4 (P = 0.58); I = 0% 0.01 01 1 10 100

Test for overall effect: Z = 1.22 (P = 0.22)

Supplementary Figure 18. Forest plot meta-analysis of congenital malformation in pregnant
women with SLE receiving HCQ vs. controls.



HCQ+ HCQ- Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Baalbaki 2020 355 49 47 356 42 30 21.0%  -0.10[-2.15, 1.95] o

Canti 2021 378 172 39 363 411 25 245% 1.50 [-0.20, 3.20] T
Liu Y. 2020 364 31 44 372 27 44 298%  -0.80[-2.01,0.41] — =

Rahman 2020 36.74 2.01 37 3479 421 28 24.6% 1.95 [0.26, 3.64] —
Total (95% Cl) 167 127 100.0%  0.59 [-0.81, 1.99] ’
Heterogeneity: Tau? = 1.33; Chi2 = 8.82, df = 3 (P = 0.03); I* = 66% 4 2 5 2

Test for overall effect: Z=0.82 (P = 0.41)

Supplementary Figure 19. Forest plot meta-analysis of gestational age at delivery (wk) in
pregnant women with SLE receiving HCQ vs. controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Buchanan 1996 10 31 16 44  31.6% 0.83[0.32, 2.20] =
Canti 2021 1 39 3 25 12.6% 0.19[0.02, 1.97] "
Liu E. 2018 2 39 4 39 13.4% 0.47 [0.08, 2.75] .
Liu Y. 2020 11 44 16 44  42.4% 0.58 [0.23, 1.46] L
Total (95% Cl) 153 152 100.0% 0.60 [0.33, 1.09] ‘
Total events 24 39
“ye Ohi2 = — - 12=00 f f f |
Heterogeneity: Chi? = 1.43, df = 3 (P = 0.70); I? = 0% 001 01 1 10 100

Test for overall effect: Z = 1.69 (P = 0.09)
Supplementary Figure 20. Forest plot meta-analysis of intrauterine distress in pregnant women
with SLE receiving HCQ vs. controls.



Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed. 95% CI
Leroux 2015 2 38 6 77 30.6% 0.66 [0.13, 3.42] =
Rahman 2020 2 37 6 28 52.6% 0.21[0.04, 1.13] L i
Seo 2019 2 72 2 64 16.8% 0.89[0.12, 6.48] "
Total (95% CI) 147 169 100.0% 0.46 [0.17, 1.24] -
Total events 6 14
H Chi2 = — - 2= } } } i
Heterogeneity: Chi2 = 1.43, df =2 (P = 0.49); = 0% 001 01 1 10 100

Test for overall effect: Z = 1.53 (P = 0.13)
Supplementary Figure 21. Forest plot meta-analysis of 5-minute APGAR score <7 in pregnant
women with SLE receiving HCQ vs. controls.



Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H., Fix$d. 95% CI
Clowse 2006 0 79 3 163 52.9% 0.29 [0.01, 5.65] i .I
Kroese 2017 0 30 1 80 18.9% 0.87 [0.03, 21.91]
Leroux 2015 3 38 2 77 28.2% 3.21[0.51, 20.11] =
Total (95% CI) 147 320 100.0%  1.22[0.35, 4.27] i
Total events 3 6
P 2 = — - .12 = 10 I } } |
Heterogeneity: Chi2 =2.02, df =2 (P = 0.37); I’=1% 001 01 1 10 100

Test for overall effect: Z=0.32 (P = 0.75)
Supplementary Figure 22. Forest plot meta-analysis of neonatal lupus in pregnant women with
SLE receiving HCQ vs. controls.



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI

Jiang 2021 181 405 55 108 59.3% 0.78 [0.51, 1.19]

Zhang 2022 26 69 33 54 40.7% 0.38[0.18, 0.80] ——

Total (95% CI) 474 162 100.0% 0.58 [0.30, 1.15]

Total events 207 88

Heterogeneity: Tau? = 0.16; Chiz = 2.66, df = 1 (P = 0.10); I = 62% ' ' - ' '
Test for overall effect: Z=1.55 (P = 0.12) 0.01 01 ! 10 100

Supplementary Figure 23. Forest plot meta-analysis of fetal adverse pregnancy outcomes in
pregnant women with SLE receiving HCQ vs. controls.
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Supplementary Figure 24. Funnel plot of preeclampsia.
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Supplementary Figure 25. Funnel plot of high lupus activity.
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Supplementary Figure 26. Funnel plot of gestational hypertension.
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Supplementary Figure 27. Funnel plot of premature rupture of membrane.
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Supplementary Figure 28. Funnel plot of spontaneous abortion.
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Supplementary Figure 29. Funnel plot of oligohydramnios.
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Supplementary Figure 30. Funnel plot of thrombotic disease.
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Supplementary Figure 31. Funnel plot of gestational diabetes mellitus.
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Supplementary Figure 32. Funnel plot of HELLP syndrome.
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Supplementary Figure 33. Funnel plot of immune thrombocytopenia.
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Supplementary Figure 34. Funnel plot of premature delivery.
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Supplementary Figure 35. Funnel plot of fetal growth restriction.
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Supplementary Figure 36. Funnel plot of birth weight.
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Supplementary Figure 37. Funnel plot of miscarriage.
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Supplementary Figure 38. Funnel plot of stillbirth.
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Supplementary Figure 39. Funnel plot of congenital malformation.
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Supplementary Figure 41. Funnel plot of intrauterine distress.
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Supplementary Figure 42. Funnel plot of 5-minute APGAR score <7.
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Supplementary Figure 43. Funnel plot of neonatal lupus.
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Supplementary Figure 44. Funnel plot of fetal APOs.
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HCQ+

Study or Subgroup Events Total

HCQ-
Events Total

1.1.1 European and North American popualtions

Baalbaki 2020 9 47
Buchanan 1996 1 34
Canti 2021 1 45
Do 2020 7 53
Haase 2020 9 77
Kroese 2017 2 30
Leroux 2015 3 41
Subtotal (95% CI) 327
Total events 32

7
20
4
20
15
9
5

80

Heterogeneity: Chi? = 9.33, df = 6 (P = 0.16); I*> = 36%

Test for overall effect: Z = 3.31 (P = 0.0009)

1.1.2 Asian popualtions

Liu Y. 2020 6 44
Rahman 2020 2 47
Seo 2019 6 80
Subtotal (95% CI) 171
Total events 14

7
5
14

26

Heterogeneity: Chi? =1.77, df =2 (P = 0.41); ? = 0%

Test for overall effect: Z = 2.35 (P = 0.02)

1.1.3 Other populations

Phillips 2023 6 51
Subtotal (95% CI) 51
Total events 6

Heterogeneity: Not applicable

Test for overall effect: Z = 1.65 (P = 0.10)

Total (95% Cl) 549

Total events 52

1"

1"

117
Heterogeneity: Chi? = 11.36, df = 10 (P = 0.33); I’ = 12%
Test for overall effect: Z = 4.37 (P < 0.0001)

Odds Ratio Odds Ratio
Weight M-H. Fixed. 95% CI M-H, Fixed. 95% CI

30 7.2%  0.78[0.26,2.37] —

53 15.9%  0.05[0.01,0.39] * .

29 50%  0.14[0.02, 1.34]

76 14.9%  0.43[0.17,1.10] —
107 11.6%  0.81[0.34, 1.96] —

80 4.8%  056[0.11,2.77] —

77 34%  1.14[0.26,5.02] — T
452 62.7%  0.47[0.30, 0.73] <>

44 63%  0.83[0.26,2.72] — T

35  57%  0.27[0.05,1.47] e —

71 14.3%  0.33[0.12, 0.91] —
150 26.4%  0.44[0.22, 0.87] o

44 109%  0.40[0.13,1.19] —

44 109%  0.40[0.13, 1.19] .
646 100.0%  0.45[0.32, 0.65] &

0.01 0.1 1 10 100

Test for subaroup differences: Chi2=0.08. df =2 (P =0.96). 2= 0%

Supplementary Figure 45. Subgroup meta-analysis of preeclampsia in pregnant women with SLE

from different populations (HCQ+ vs. HCQ-).
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Supplementary Figure 46. Funnel plot of subgroup meta-analysis of preeclampsia in pregnant
women with SLE from different populations (HCQ+ vs. HCQ-).



HCQ+ HCQ-
Study or Subgroup Events Total Events Total Weight

Odds Ratio

M-H. Fixed, 95% CI

Odds Ratio
M-H. Fixed. 95% CI

1.1.1 HCQ dose (200-400 mg/d)

Buchanan 1996 1 34 20 53 15.9%
Canti 2021 1 45 4 29 5.0%
Kroese 2017 2 30 9 80 4.8%
Leroux 2015 3 41 5 77 3.4%
Subtotal (95% CI) 150 239  29.0%
Total events 7 38

Heterogeneity: Chi? = 7.22, df = 3 (P = 0.07); I*> = 58%
Test for overall effect: Z = 3.10 (P = 0.002)

1.1.2 HCQ dose (100-200 mg/d)

Phillips 2023 6 51 11 44  10.9%
Subtotal (95% CI) 51 4  10.9%
Total events 6 1"

Heterogeneity: Not applicable
Test for overall effect: Z=1.65 (P = 0.10)

1.1.3 No precise dose provided

Baalbaki 2020 9 47 7 30 7.2%
Do 2020 7 53 20 76  14.9%
Haase 2020 9 77 15 107 11.6%
Liu'Y. 2020 6 44 7 44 6.3%
Rahman 2020 2 47 5 35 5.7%
Seo 2019 6 80 14 71 14.3%
Subtotal (95% CI) 348 363 60.1%
Total events 39 68

Heterogeneity: Chi?2 = 3.54, df =5 (P = 0.62); I? = 0%
Test for overall effect: Z =2.74 (P = 0.006)

Total (95% Cl) 549 646 100.0%
Total events 52 117

Heterogeneity: Chi? = 11.36, df = 10 (P = 0.33); I’ = 12%

Test for overall effect: Z = 4.37 (P < 0.0001)

0.05[0.01, 0.39] *

0.14[0.02, 1.34]
0.56 [0.11, 2.77]
1.14 [0.26, 5.02]
0.28 [0.12, 0.62]

0.40[0.13, 1.19]
0.40 [0.13, 1.19]

0.78 [0.26, 2.37]
0.43[0.17, 1.10]
0.811[0.34, 1.96]
0.83 [0.26, 2.72]
0.27 [0.05, 1.47]
0.33[0.12, 0.91]
0.55 [0.36, 0.84]

0.45 [0.32, 0.65]

Test for subaroup differences: Chi2=2.19. df =2 (P = 0.33). 2 =8.9%

Supplementary Figure 47. Subgroup meta-analysis of preeclampsia in pregnant women with SLE

receiving HCQ of different doses vs. controls.
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Supplementary Figure 48. Funnel plot of subgroup meta-analysis of preeclampsia in pregnant women
with SLE receiving HCQ of different doses vs. controls.



HCQ+ HCQ-
Study or Subgroup Events Total Events Total Weight

Odds Ratio

M-H. Fixed, 95% CI

Odds Ratio
M-H. Fixed. 95% CI

1.1.1 Sample size (20-100)

Baalbaki 2020 9 47 7 30 7.2%
Buchanan 1996 1 34 20 53 15.9%
Canti 2021 1 45 4 29 5.0%
Liu Y. 2020 6 44 7 44 6.3%
Phillips 2023 6 51 11 44  10.9%
Rahman 2020 2 47 5 35 5.7%
Subtotal (95% CI) 268 235 51.0%
Total events 25 54

Heterogeneity: Chi2 =8.13, df =5 (P = 0.15); 1> = 38%
Test for overall effect: Z = 3.83 (P = 0.0001)

1.1.2 Sample size (100-200)

Do 2020 7 53 20 76 14.9%
Haase 2020 9 77 15 107 11.6%
Kroese 2017 2 30 9 80 4.8%
Leroux 2015 3 41 5 77 3.4%
Seo 2019 6 80 14 71 14.3%
Subtotal (95% CI) 281 411 49.0%
Total events 27 63

Heterogeneity: Chi2=2.91, df =4 (P = 0.57); I? = 0%
Test for overall effect: Z=2.41 (P = 0.02)

Total (95% CI) 549 646 100.0%
Total events 52 117

Heterogeneity: Chi? = 11.36, df = 10 (P = 0.33); I’ = 12%

Test for overall effect: Z = 4.37 (P < 0.0001)

0.78[0.26, 2.37]
0.05[0.01, 0.39]
0.14[0.02, 1.34]
0.83[0.26, 2.72]
0.40[0.13, 1.19]
0.27 [0.05, 1.47]
0.36 [0.21, 0.61]

0.43[0.17, 1.10]
0.811[0.34, 1.96]
0.56 [0.11, 2.77]
1.14 [0.26, 5.02]
0.33[0.12, 0.91]
0.55 [0.34, 0.89]

0.45 [0.32, 0.65]

Test for subaroup differences: Chi2=1.40.df =1 (P =0.24). I2=28.7%

-~

0.01

10

100

Supplementary Figure 49. Subgroup meta-analysis of preeclampsia in pregnant women with SLE of

different sample sizes (HCQ+ vs. HCQ-).
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Supplementary Figure 50. Funnel plot of subgroup meta-analysis of preeclampsia in pregnant women
with SLE of different sample sizes (HCQ+ vs. HCQ-).



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
1.1.1 European and North American populations

Baalbaki 2020 19 45 16 30 6.4% 0.64 [0.25, 1.62] I
Buchanan 1996 17 31 21 44  45% 1.33[0.53, 3.34] -
Canti 2021 7 39 7 24 4.1% 0.53[0.16, 1.77] - -
Clowse 2006 13 47 49 145 10.0% 0.75[0.36, 1.55] -

Do 2020 18 53 31 76 9.7% 0.75[0.36, 1.55] T
Haase 2020 16 77 30 107 11.4% 0.67 [0.34, 1.35] -
Kroese 2015 2 20 16 68 3.8% 0.36 [0.08, 1.73] - 1
Leroux 2015 6 38 34 77  10.9% 0.24 [0.09, 0.63] -
Subtotal (95% CI) 350 571  60.7% 0.64 [0.47, 0.86] <&

Total events 98 204

Heterogeneity: Chi? =7.34, df =7 (P = 0.39); I? = 5%
Test for overall effect: Z =2.90 (P = 0.004)

1.1.2 Asian populations

Liu E. 2018 6 39 16 39 7.8% 0.26 [0.09, 0.77] -

Liu Y. 2020 14 44 13 44 5.1% 1.11[0.45, 2.76] I
Louthrenoo 2021 15 29 27 42 6.1% 0.60 [0.23, 1.56] -
Rahman 2020 11 37 14 28 6.4% 0.42[0.15, 1.18] - - T
Seo 2019 25 72 35 64 13.9% 0.44[0.22, 0.88] -
Subtotal (95% CI) 221 217  39.3% 0.51[0.35, 0.76] <&
Total events 71 105

Heterogeneity: Chi2=4.72, df =4 (P = 0.32); 1> = 15%

Test for overall effect: Z = 3.30 (P = 0.0010)

Total (95% Cl) 571 788 100.0% 0.59 [0.46, 0.75] 2
Total events 169 309

Heterogeneity: Chi2 =12.86, df =12 (P =0.38); I’=7% ! ' ' '

.01 A 1 1
Test for overall effect: Z =4.30 (P < 0.0001) 0.0 0 0 00
Test for subaroun differences: Chi2 =0.70. df =1 (P = 0.40). 12 = 0%

N

Supplementary Figure 51. Subgroup meta-analysis of premature delivery in pregnant women with SLE
from different populations (HCQ+ vs. HCQ-).
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Supplementary Figure 52. Funnel plot of subgroup meta-analysis of premature delivery in pregnant
women with SLE from different populations (HCQ+ vs. HCQ-).



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 HCQ dose (200-400 mg/d)

Buchanan 1996 17 31 21 44 4.5% 1.33[0.53, 3.34] 1
Canti 2021 7 39 7 24 4.1% 0.53[0.16, 1.77] - T
Kroese 2015 2 20 16 68 3.8% 0.36 [0.08, 1.73] - 1
Leroux 2015 6 38 34 77 10.9% 0.24 [0.09, 0.63] -

Liu E. 2018 6 39 16 39 7.8% 0.26 [0.09, 0.77] -

Subtotal (95% CI) 167 252 31.0%  0.46 [0.28, 0.73] 4

Total events 38 94

Heterogeneity: Chi? = 8.05, df = 4 (P = 0.09); I*> = 50%
Test for overall effect: Z = 3.28 (P = 0.001)

1.1.2 No precise dose provided

Baalbaki 2020 19 45 16 30 6.4% 0.64 [0.25, 1.62] 1
Clowse 2006 13 47 49 145 10.0% 0.75[0.36, 1.55] -
Do 2020 18 53 31 76 9.7% 0.75[0.36, 1.55] T
Haase 2020 16 77 30 107 11.4% 0.67 [0.34, 1.35] -
LiuY. 2020 14 44 13 44 5.1% 1.11[0.45, 2.76] - I
Louthrenoo 2021 15 29 27 42 6.1% 0.60 [0.23, 1.56] - 1
Rahman 2020 11 37 14 28 6.4% 0.42[0.15, 1.18] - - T
Seo 2019 25 72 35 64 13.9% 0.44[0.22, 0.88] -
Subtotal (95% CI) 404 536 69.0% 0.65 [0.49, 0.86] L 2

Total events 131 215

Heterogeneity: Chi?2 = 3.57, df =7 (P = 0.83); I? = 0%
Test for overall effect: Z = 3.01 (P = 0.003)

Total (95% ClI) 571 788 100.0% 0.59 [0.46, 0.75] ‘
Total events 169 309

Heterogeneity: Chi2 =12.86, df =12 (P =0.38); I’=7% ! ' ' '
Test for overall effect: Z = 4.30 (P < 0.0001) 0.01 01 10 100
Test for subaroun differences: Chi? =1.56.df =1 (P =0.21). 12 = 36.0%

N

Supplementary Figure 53. Subgroup meta-analysis of premature delivery in pregnant women with SLE
receiving HCQ of different doses vs. controls.
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Supplementary Figure 54. Funnel plot of subgroup meta-analysis of premature delivery in pregnant

women with SLE receiving HCQ of different doses vs. controls.



HCQ+
Study or Subgroup Events Total
1.1.1 Sample size (20-100)

HCQ-

Baalbaki 2020 19 45 16 30
Buchanan 1996 17 31 21 44
Canti 2021 7 39 7 24
Liu E. 2018 6 39 16 39
Liu Y. 2020 14 44 13 44
Louthrenoo 2021 15 29 27 42
Rahman 2020 11 37 14 28
Subtotal (95% CI) 264 251
Total events 89 114

Heterogeneity: Chi2 =7.22, df =6 (P = 0.30); I?=17%
Test for overall effect: Z =2.29 (P = 0.02)

1.1.2 Sample size (100-200)

Do 2020 18 53 31 76
Haase 2020 16 77 30 107
Kroese 2015 2 20 16 68
Leroux 2015 6 38 34 77
Seo 2019 25 72 35 64
Subtotal (95% CI) 260 392
Total events 67 146

Heterogeneity: Chi?2 =4.37, df =4 (P = 0.36); I? = 9%
Test for overall effect: Z = 3.73 (P = 0.0002)

1.1.3 Sample size (>200)

Clowse 2006 13 47 49 145
Subtotal (95% CI) 47 145
Total events 13 49
Heterogeneity: Not applicable

Test for overall effect: Z=0.78 (P = 0.44)

Total (95% ClI) 571 788

Total events 169 309
Heterogeneity: Chi? = 12.86, df =12 (P = 0.38); = 7%
Test for overall effect: Z = 4.30 (P < 0.0001)

Events Total Weight

6.4%
4.5%
4.1%
7.8%
5.1%
6.1%
6.4%
40.4%

9.7%
11.4%
3.8%
10.9%
13.9%
49.6%

10.0%
10.0%

100.0%

Odds Ratio
M-H, Fixed. 95% CI

Odds Ratio

M-H, Fix

2d, 95% Cl

0.64 [0.25, 1.62]
1.33[0.53, 3.34]
0.53[0.16, 1.77]
0.26 [0.09, 0.77]
1.11[0.45, 2.76]
0.60 [0.23, 1.56]
0.42[0.15, 1.18]
0.65 [0.45, 0.94]

0.75[0.36, 1.55]
0.67 [0.34, 1.35]
0.36 [0.08, 1.73]
0.24 [0.09, 0.63]
0.44[0.22, 0.88]
0.50 [0.35, 0.72]

0.75[0.36, 1.55]
0.75 [0.36, 1.55]

0.59 [0.46, 0.75]

Test for subaroun differences: Chi2=1.44.df =2 (P =0.49). 12=0%

Supplementary Figure 55. Subgroup meta-analysis of premature delivery in pregnant women with SLE of

different sample sizes (HCQ+ vs. HCQ-).
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Supplementary Figure 56. Funnel plot of subgroup meta-analysis of premature delivery in pregnant
women with SLE of different sample sizes (HCQ+ vs. HCQ-).



HCQ+
Study or Subgroup Events Total

1.1.1 European and North American populations

Baalbaki 2020 1 47
Buchanan 1996 6 31
Canti 2021 4 39
Clowse 2006 11 47
Haase 2020 2 77
Kroese 2017 5 20
Leroux 2015 4 38
Subtotal (95% CI) 299
Total events 33

91

Heterogeneity: Chi? = 13.30, df = 6 (P = 0.04); I1> = 55%

Test for overall effect: Z =2.06 (P = 0.04)

1.1.2 Asian populations

Liu E. 2018 1 39
Louthrenoo 2021 6 29
Rahman 2020 6 37
Seo 2019 24 72
Subtotal (95% CI) 177
Total events 37

3 39
13 42
10 28
26 64

173
52

Heterogeneity: Chi2 =1.42, df =3 (P = 0.70); I? = 0%

Test for overall effect: Z=2.12 (P = 0.03)

Total (95% CI) 476
Total events 70

669

143
Heterogeneity: Chi? = 14.84, df = 10 (P = 0.14); I = 33%
Test for overall effect: Z =2.94 (P = 0.003)

3.2%
9.2%
10.4%
20.0%
42.8%

100.0%

0.321[0.03, 3.18]
0.58 [0.19, 1.77]
0.35[0.11, 1.12]
0.73[0.36, 1.47]
0.57 [0.35, 0.96]

0.61 [0.43, 0.85]

Test for subaroup differences: Chi2=0.07.df =1 (P =0.79). 2= 0%

HCQ- Odds Ratio Odds Ratio
Events Total Weight M-H, Fixed. 95% CI M-H, Fixed, 95% CI

3 30 3.9% 0.20[0.02, 1.98]

18 44 13.1% 0.35[0.12, 1.02] -

8 25 9.5% 0.24 [0.06, 0.92] -

29 145 11.9% 1.22[0.56, 2.69] ]
1 107 0.9% 2.83[0.25, 31.74]

10 68 3.7% 1.93 [0.57, 6.51] ]

22 77 14.2% 0.29[0.09, 0.93] - =

496 57.2% 0.63 [0.41, 0.98] <

0.01

10

100

Supplementary Figure 57. Subgroup meta-analysis of fetal growth restriction in pregnant women with

SLE from different populations (HCQ+ vs. HCQ-).
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Supplementary Figure 58. Funnel plot of subgroup meta-analysis of fetal growth restriction in pregnant
women with SLE from different populations (HCQ+ vs. HCQ-).



HCQ+ HCQ- Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CIi M-H. Fixed. 95% CI
1.1.1 HCQ dose (200-400 mg/d)

Buchanan 1996 6 31 18 44 13.1% 0.35[0.12, 1.02] -

Canti 2021 4 39 8 25 9.5% 0.24 [0.06, 0.92]

Kroese 2017 5 20 10 68 3.7% 1.93[0.57, 6.51] ]

Leroux 2015 4 38 22 77 14.2% 0.29[0.09, 0.93] - =

Liu E. 2018 1 39 3 39 3.2% 0.32[0.03, 3.18]

Subtotal (95% CI) 167 253 43.7%  0.44[0.25,0.77] o

Total events 20 61

Heterogeneity: Chi2=7.21, df =4 (P = 0.13); I? = 45%
Test for overall effect: Z = 2.87 (P = 0.004)

1.1.2 No precise dose provided

Baalbaki 2020 1 47 3 30 3.9% 0.20 [0.02, 1.98]

Clowse 2006 11 47 29 145 11.9% 1.22 [0.56, 2.69] -
Haase 2020 2 77 1 107 0.9% 2.83[0.25, 31.74]

Louthrenoo 2021 6 29 13 42 9.2% 0.58 [0.19, 1.77] - 1
Rahman 2020 6 37 10 28 10.4% 0.35[0.11,1.12] - 7
Seo 2019 24 72 26 64 20.0% 0.73[0.36, 1.47] -
Subtotal (95% CI) 309 416 56.3% 0.74[0.48, 1.12] "
Total events 50 82

Heterogeneity: Chi2 =5.79, df =5 (P = 0.33); 12 = 14%
Test for overall effect: Z = 1.44 (P = 0.15)

Total (95% Cl) 476 669 100.0% 0.61[0.43, 0.85] L 4
Total events 70 143

Heterogeneity: Chi? = 14.84, df = 10 (P = 0.14); I = 33% ’ ' ' '
Test for overall effect: Z = 2.94 (P = 0.003) 0.01 01 ! 10 100
Test for subaroup differences: Chi2=2.07.df =1 (P =0.15). 12=51.7%

Supplementary Figure 59. Subgroup meta-analysis of fetal growth restriction in pregnant women with
SLE receiving HCQ of different doses vs. controls.
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Supplementary Figure 60. Funnel plot of subgroup meta-analysis of fetal growth restriction in pregnant
women with SLE receiving HCQ of different doses vs. controls.



HCQ+ HCQ- Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H., Fixed, 95% CI M-H. Fixed. 95% CI

1.1.1 Sample size (20-100)

Baalbaki 2020 1 47 3 30 39%  0.20[0.02, 1.98]
Buchanan 1996 6 31 18 44 131%  0.35[0.12, 1.02] —
Canti 2021 4 39 8 25 95%  0.24[0.06,0.92] B
Liu E. 2018 1 39 3 39 32%  0.32[0.03,3.18] -
Louthrenoo 2021 6 29 13 42 92%  0.58[0.19,1.77] — T
Rahman 2020 6 37 10 28 104%  0.35[0.11,1.12] —
Subtotal (95% CI) 222 208 49.3%  0.36 [0.21, 0.62] >
Total events 24 55

Heterogeneity: Chi2 =1.34, df =5 (P = 0.93); I? = 0%
Test for overall effect: Z = 3.71 (P = 0.0002)

1.1.2 Sample size (100-200)

Haase 2020 2 77 1 107 09%  2.83[0.25 31.74]
Kroese 2017 5 20 10 68 3.7%  1.93[0.57,6.51] —
Leroux 2015 4 38 22 77 142%  0.29[0.09, 0.93] —
Seo 2019 24 72 26 64 20.0%  0.73[0.36, 1.47] —=
Subtotal (95% CI) 207 316 38.8%  0.73[0.44, 1.22] S ¢
Total events 35 59

Heterogeneity: Chi? =6.07, df =3 (P =0.11); I’ =51%
Test for overall effect: Z=1.19 (P = 0.23)

1.1.3 Sample size (>200)

Clowse 2006 11 47 29 145 11.9% 1.22 [0.56, 2.69] B
Subtotal (95% CI) 47 145 11.9% 1.22 [0.56, 2.69] ’
Total events 1" 29

Heterogeneity: Not applicable
Test for overall effect: Z=0.50 (P = 0.62)

Total (95% Cl) 476 669 100.0% 0.61[0.43, 0.85] ‘
Total events 70 143

Heterogeneity: Chi? = 14.84, df = 10 (P = 0.14); I = 33% ’ ' ' '
Test for overall effect: Z = 2.94 (P = 0.003) 0.01 01 1 10 100
Test for subaroup differences: Chi2=7.22. df =2 (P =0.03). 2=72.3%

Supplementary Figure 61. Subgroup meta-analysis of fetal growth restriction in pregnant women with
SLE of different sample sizes (HCQ+ vs. HCQ-).
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Supplementary Figure 62. Funnel plot of subgroup meta-analysis of fetal growth restriction in pregnant
women with SLE of different sample sizes (HCQ+ vs. HCQ-).
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