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Effect %

Economic status and Author (95% Cl) Weight
Low income
Aminu M et al 20.30 (18.02,22.58)  6.00
Aminu M et al 3470 (30.89,38.51)  5.90
Aminu M et al 38.80 (34.64,42.96)  5.87
Aminu M et al —+— 11810 (106.31, 129.8914.84
Miyoshi et al 1820 (11.94,24.46)  5.66
Natasha H. et al 44.00 (39.84,48.16)  5.87
Subgroup, DL (I = 98.6%, p < 0.000) o 44,64 (30.04,59.23) 34.15
1
Middle income 1
B. Sharma et al L. 54.40 (48.45,60.35)  5.69
Dase etal L. 55.00 (51.95,58.05)  5.96
Z.D. Prust etal . 14.40(11.95,16.85)  5.99
Fengetal - 4.80 (4.34,5.26) 6.05
Khulood K. et al . 9.90(7.99,11.81)  6.02
G.Dagdeviren etal . 6.40 (5.83,6.97) 6.05
Manarangi D. et al . 30.80 (27.58,34.02) 595
Subgroup, DL (* = 99.6%, p < 0.000) ke 2459 (17.66,3152) 4171
:
High income '
D. Fabrizio etal 31.90 (30.98,32.82)  6.05
Luk etal 2.60 (2.07,3.13) 6.05
Y.K. Mok etal 3.70 (3.10, 4.30) 6.05
Francesco L. etal . 55.00 (52.59,57.41)  5.99
Subgroup, DL (I’ = 99.9%, p < 0.000) 2325(7.77,38.74) 2415
Heterogeneity between groups: p = 0.044
Overall, DL (° = 99.8%, p < 0.000) 30.82 (25.03, 36.61) 100.00
T T
-100 0 100

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model
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Effect %
Economic status and Author (95% Cl) Weight
Low income
Aminu M et al . 20.30 (18.02, 22.58)  6.00
Aminu M et al . 34.70 (30.89, 38.51)  5.90
Aminu M et al - 38.80 (34.64,42.96)  5.87
Aminu M et al ] —— 118.10 (106.31, 129.89)4.84
Miyoshi et al - 18.20 (11.94, 24.46)  5.66
Natasha H. et al L. 44.00 (30.84, 48.16)  5.87
Subgroup, DL (I° = 98.6%, p < 0.000) [ g 44.64(30.04,59.23) 34.15
i
Middle income 1
B. Sharma et al L 54.40 (48.45,60.35)  5.69
Dase et al Lo 55.00 (51.95,58.05)  5.96
Z.D. Prust etal . 14.40 (11.95,16.85)  5.99
Feng et al I 4.80 (4.34, 5.26) 6.05
Khulood K. et al m 9.90(7.99,11.81)  6.02
G.Dagdeviren et al = 6.40 (5.83, 6.97) 6.05
Manarangi . et al * 30.80 (27.58,34.02)  5.95
Subgroup, DL (I° = 99.6%, p < 0.000) < 24.59 (17.66,31.52) 41.71
High income !
D. Fabrizio etal . 31.90 (30.98,32.82)  6.05
Luk et al | - 2.60 (2.07, 3.13) 6.05
Y.K. Mok et al o 3.70 (3.10, 4.30) 6.05
Francesco L. et al 0, | 55.00 (52.59, 57.41)  5.99
Subgroup, DL (I = 99.9%, p < 0.000) <> 23.25(7.77,38.74)  24.15
Heterogeneity between groups: p = 0.044 :
Overall, DL (I = 99.8%, p < 0.000) & 30.82 (25.03, 36.61) 100.00
1] T
-100 0 100

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model
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Romosozumab Control Mean Difference Mean Difference

Cosman F 2018 131 04 3151 04 04 3148 252% 1270[1270,12.70)

Inshibashi H 2017 169 53722 59 09 30698 59 24.7% 16.00 [14.42,17.56]

Langfahl BL 2017 98 04 206 54 04 200 252% 440432448 .
McClung MR 2014 84 40033 100 0.1 38706 47 249%  850(7.13,9.87) *
Total (95% CI) 3516 3463 100.0% 10.38 [4.62, 16.14] -
Heterogeneity: Tau* = 34.29; Chi* = 44538.17, df = 3 (P < 0.00001); I* = 100%

353 (P = 0.0004) a0 o o 10 2

Testfor,overall eftsct; Favours [experimental]  Favours [control]
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Romosozumab

_Study or Subaroup  Mean  SD Total Mean  SD Total Weight IV.Random.95%Cl  IV.Randg

Cosman F 2018 6 01
Inshibashi H 2017 47 26861
Langfahl BL 2017 26 29119
McClung MR 2014 4.1 2.0889

Total (95% CI)
Heterogeneity: Tau* = 2.05; Chit

3151
59
206
49

3465

Test for overall effect: Z = 6.05 (P < 0.00001)

Control

03 01 3148
06 23024 59
06 29333 209
07 23841 47

3463

265%
24.0%
255%
24.0%

100.0%

91.83, df = 3 (P < 0.00001); = 97%

Mean Difference

570(5.70,5.70]
410 (3.20,5.00)
3.20 (264, 3.76]
4.80[3.90, 5.70]

4.46[3.02,591]

20 -10 [
Favours [experimental]

10 2
Favours [control]
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Romosozumab Control

1.2.1 Treatment for 12 month

Cosman F 2016 16 3321 69 3322 20.8%
Saag KG 2017 82 2046 128 2047 27.6%
Subtotal (95% CI) 5367 5369 48.5%
Total events 98 197

Heterogeneity: Tau? = 0.47; Chi* = 10.43, df = 1 (P = 0.001); I

0%

Test for overall effect: Z = 1.87 (P = 0.06)

1.2.2 Treatment for 24 month

Cosman F 2016 21 3325 84 3327 225%
Saag KG 2017 127 2046 243 2047 29.0%
Subtotal (95% CI) 5371 5374 51.5%
Total events 327

Heterogeneity: Tau? = 0.2
Test for overall effect: Z =

62,df=1(P=001); 1= 85%
.96 (P = 0.003)

Total (95% Cl) 10738 10743 100.0%
Total events 524

Heterogeneity: Tau* =17.87, df = 3 (P = 0.0005); I* = 83%
Test for overall effect: Z = 4.39 (P < 0.0001)

Tost ki sobaioin dIaic

Odds Ratio

023[0.13,0.39]
0.63[0.47,0.83]
0.39[0.14,1.05]

0.25[0.15, 0.40]
0.49[0.39, 0.61]
0.36 [0.18, 0.71]

0.38 [0.25, 0.59]

Odds Ratio

e

=
-

<>

001 01
Favours [experimental]

B

10
Favours [control]

100
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Include the Year of Sample size Intervention measures Age T-score Outcome

literature ublication (years) of hi index
i3 Control Research  Control Research M joint gr
group group group group e
neck
Cosman etal. 2016 3322 3,591 Placebo Romsozumab Unknown | -25103.5 [olele]
a9 treatment plus routine
therapy
Langdahl et al. 2017 209 206 Routine Romsozumab 55-90 -215 006
a3 treatment plus routine
therapy
Inshibashi etal. 2017 59 59 Placebo Romsozumab 55-85 <-25 ©06
16 treatment plus routine
therapy
Saagaetal. (17) 2017 2047 2,046 Routine Romsozumab Unknown Unknown 000
treatment plus routine
therapy
McClung etal. 2014 47 100 Routine Romsozumab 55-85 <-20 ©06
as) treatment plus routine
therapy
Cosman etal. 2018 3,148 3,151 Routine Romsozumab Unknown Unknown 000
9 treatment plus routine
therapy

© Bone fracture rate of vertebral body. ® Non-vertebral bone fracture rate. @ Clinical bone fractre rate. ® Changes of bone mineral density of lumbar vertebrae. ® Changes of bone mineral
density of hip joint. ® Density change of femoral neck.
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Romosozumab  Control

Cosman F 2016 3589 75 3591 27.1%
Saag KG 2017 178 2046 217 2047 729%
Total (95% CI) 5635 5638 100.0%
Total events 234 202

Heterogeneity: Chi = 0.14, df = 1 (P = 0.71); I*= 0%
Test for overall effect: Z = 2.62 (P = 0.009)

Odds Ratio

0.74[0.52,1.05]
080 [0.65, 0.99]

0.79[0.66, 0.94]

Odds Ratio

0.01 o1 1 10
Favours [experimental] - Favours [control]

100
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Romosozumab  Control Odds Ratio Odds Ratio
ed, 95%Cl

Cosman F 2016 58 3589 90 3591 26.9%  0.64[0.46,0.89]

Saag KG 2017 198 2046 266 2047 73.4%  0.72[059,0.87] u

Total (95% CI) 5635 5638 100.0%  0.70[0.59, 0.82] .

Total events 256 356

Heterogeneity: Chi = 0.34, df = 1 (P = 0.56); I = 0%

Test for overall effect: Z = 4.22 (P < 0.0001) oo 01 ) 1 o

Favours [experimental]  Favours [control]
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Romosozumab Control Mean Difference Mean Difference

—Study or Subgroup Mean  SD Total Mean SO Total 1t_IV. Random, 95% CI v, 95%Cl
Cosman F 2018 55 01 3151 03 01 3148 281%  520(520,520) .
Inshibashi H 2017 38 4221 59 0.3 34535 59 21.4%  350(211,4.89) -
Langfahl BL 2017 32 03 206 -02 03 209 281%  3.40(3.34,3.46) .
McClung MR 2014 37 31333 49 11 30853 47 225%  4.80(356,6.04) -
Total (95% CI) 3465 3463 100.0%  4.24[292,556] >

Heterogeneity: Tau®= 1.62; Chi*
Testfor overall effect Z= 6.30 (P < 0.00001)

3713.68, df= 3 (P < 0.00001); F'= 100% 0 5 [] 5 10

Favours [experimental] Favours [control]
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HIVpos  HIVneg Oddsratio  Weight

Study Mult_Single Mult_Single Wih95%Cl (%)
Africa
Baay et al 2004 % 8 33 —-— 133(048, 365) 232
DidelotRousseau etal2006 71 39 51 70 - 250(1.47, 425) 4.04
Marais et al 2008 o 5 25 M —m—936(321, 27.39] 247
Banura et al 2008 8 7 20 132 303(1.33, 687) 292
Hanisch et al 2013 201 74 28 33 525(387, 7.11] 499
Ezechietal 2014 8 36 10 185[0.75, 455) 265
Adier et al 2014 s 16 6 18 281(0.88, 899) 19
Belglaiaa et al 2015 % 8 8 6 234062, 881) 164
Mbulawa et al 2015 138 67 28 48 353(204, 612) 397
Adebamowo et al 2017 2 72 10 47 339157, 733) 309
Obirk-Yeboah et al 2017 o4 36 U 169(093, 3.08] 376
a12019 7 45 5 47 146(043, 494 184
B N 7 2 233085, 638) 234
71 1 m 486(129, 18.30) 164
B 15 47 %0 199(094, 4.17) 319
Nakisige ot al 2022 ® 77 5 2 224(079, 636] 225
Chachage et al 2023 19 252 11 40 274(1.37, 548 338

Heterogeneity: * = 0.09, I’ = 40.44%, H' = 1.68
Testof = ;Q(16)=28.57,p=003

283(222, 362)

Asia
Zhang etal 2011 % 47 1 on 055(021, 145] 246
Couture etal 2012 B 1 2 a2 260(1.02, 662] 255
Parketal 2013 6 12 12 ® 346(1.09, 1094] 198
Heterogeneity: = 0.71, I = 72.84%, H' = 3.68 167(054, 513
Testol = ;Q(2)=743,p =002

Europe

Roccio et al 2012 51 42 94 @ 119072, 196 418
Ursuetal 2015 17 4 115 376(1.38, 1029] 234
Thorsteinsson et al 2016 0 48 63 182 181(1.05, 309) 401
Adier ot al 2016 ® 8 6 6 225(085, 9.17] 150
Ortando etal 2017 100 95 56 9 191(1.24, 293) 448
Belakov et al 2021 % 14 3 6 033(0.11, 097) 214
Heterogeneity: *=0.28, I = 70.91%, H' = 3.44 152(0.89, 2.59]

Testof = ;Q(5)= 1340, p =002

North America
Chaturved et al 2005 25 47 63 15 132[075, 232 390
Fakhry et al 2006 7% 34 13 2 378[1.71, 839] 300
Massad etal 2016 249 467 17 T8 238(138, 4.12) 397

Heterogeneity: ¥ = 0.15, I = 59.87%, H' = 249
Testof = ;Q(2)=4.90.p =009

218(1.23, 3.86)

South America

Levietal 2004 163 60 15 21 380(1.84, 7.86] 325
Camargo et al 2014 17 32 263 250 348(227, 533 449
Camargo et al 2018 129 35 250 236 348(230, 526] 455
‘Suehiro et al 2020 % 23 20 2 097(044, 210] 306

Heterogeneity: = 0.24, I = 75.75%, H' = 4.12
Testof = [ Q(3)=952,p =002

272(1.85, 477

O I T e

Overall
Heterogeneity: * = 0.19, I' = 61.79%, H' = 2.62
Testof = ;Q@32)=89.81,p =000

233[1.90, 285)

Test of group differences: Q,(4) = 5.15, p = 027

w2 2

Random-effects REML model
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HIV pos HIV neg 0Odds ratio Weight
Study Mult Single Mult_Single with 95% CI (%)
Overall HPV infection
Levi etal 2004 163 60 15 21 - 380(1.84, 7.86] 325
Baay et al 2004 5 8 33 W — 133048, 3.65] 232
Didelo-Rousseau etal 2006 71 39 51 70 - 250(1.47, 4.25) 4.04
Fakhry et al 2006 7% 34 13 2 —— 378[1.71, 8.39] 3.00
Marais et al 2008 0 5 25 39 ———936(321,27.33) 217
Banura et al 2008 48 7 200 132 —a— 303(1.33, 6.87) 292
Zhang etal 2011 2% 47 11 11— 055(0.21, 1.45] 246
Couture etal 2012 15 11 22 42 . 260(1.02, 662 255
Roccio et al 2012 51 42 94 @ R N 119(072, 1.96] 4.18
Hanisch et al 2013 291 74 248 33 - 525(387, 7.11] 499
Camargo et al 2014 17 32 263 250 E 3 348(227, 5.33] 449
Belglaiaa et al 2015 %5 8 8 6 — 234(062, 881 164
Mbulawa et al 2015 138 67 28 48 - 353(204, 6.12] 3.97
Thorsteinsson et al 2016 0 48 63 182 " 181(1.05, 309] 4.01
Orlando et al 2017 109 95 56 93 - 191(1.24, 293) 4.48
Obirk-Yeboah et al 2017 77 43 36 U - 169[0.93, 3.08) 376
Camargo et al 2018 120 35 250 236 - 348(230, 5.26] 455
Suehiro et al 2020 8 23 29 2 —-— 0.97(044, 2.10] 3.06
Beliakov et al 2021 2% 14 34 6 —m— 033[0.1, 0.97] 214
Maueia et al 2022 28 15 47 50 —a— 199(0.94, 4.17) 3.19
Heterogeneity: * = 0.32, I’ = 77.78%, H’ = 4.50 0 2.24(1.66, 3.01]
Testof || =" Q(19)=80.50, p = 0.00
High risk HPV
Chaturvedi et al 2005 25 47 63 156 —— 1.32(0.75, 2.32] 3.90
Park et al 2013 6 12 12 & —&—  346(1.09, 10.94] 1.98
Ezechi et al 2014 18 36 10 37 —a— 185(0.75, 4.55] 265
Adler et al 2014 15 16 6 18 —a 281(088, 8.99) 19
Ursu etal 2015 1n 7 48 115 —®—  376(138,1029) 234
Massad et al 2016 249 467 17 76 - 238(1.38, 4.12) 3.97
Adler et al 2016 8 8 6 6 ——a——  225(055, 9.17) 1.50
Adebamowo et al 2017 52 72 10 47 B 339(1.57, 7.33) 3.09
Ndizeye et al 2019 7 45 5 47 e 146043, 4.94) 184
Ermel etal 2019 2 N 7 2 —a— 233(085, 6.38] 234
Omire et al 2020 LA S A1 ———— 486(129, 18.30] 1.64
Nakisige et al 2022 % 77 5 24 - 224(0.79, 6.36] 225
Chachage et al 2023 190 252 11 40 i 274(1.37, 548) 3.38
Heterogeneity: * = 0.01, I = 2.82%, H = 1.03 3 233(1.83, 2.97)
Testof (= |:Q(12)=8.46,p=0.75
Overall ¢ 233(1.90, 2.85)

Heterogeneity: = 0.19, I’ = 61.79%, H’ = 2.62

Testof = Q(32) = 89.81, p= 0.00

Test of group differences: Q,(1) = 0.04,p = 0.84

Random-effects REML model

”m 12 2 8
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Records identified: Records removed for
Databases (n = 1913) |  duplication or not relevant
(n=1123)
Records screened
(n=790)
Records eligible Reports excluded because of
(n =80) || limited case reports
(n=7)
Qualitative analysis
(n=73)
Studies included in review and
meta-analysis
(n=47)
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Records identified from
Databases (n =1034)

Records removed before screening:
Duplicate records removed (n =273)

Records screened
(n=761)

Records excluded based on title
and abstract (n =218)

Reports sought for retrieval
(n =543)

Reports not retrieved
(n=162)

Reports assessed for
eligibility
(n =381)

Reports excluded:
Incomplete data (n =144)
Did not meet inclusion criteria
(n=183)
Observation indicators are not
clear (n =48)

Reports of included studies
(n=6)
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HIV pos HIV neg Oddsratio  Weight
Study SIL mult SIL single SIL mult SIL single with 95% CI (%)
Denny etal 2008 20 5 25 39 936(3.21,27.33] 262
McDonald et al 2014 249 360 301 938 216 [1.75, 2.65] 7005
Orlando et al 2017 40 35 15 21— 160[0.72, 357] 467
Carlander etal2020 40 81 41 160 193[1.16, 3.21] 1152
Taku etal 2021 % 48 22 19 1.73(0.85, 3.50] 6.06
Gilles et al 2022 29 47 13 a7 223[1.03, 481 509
Overall 216(1.81, 2.56]

Heterogeneity: * = 0.00, I’ = 0.00%, H’ = 1.00

Testof (i =;:Q(5)=8.31,p=0.14
Testof 1=0:2=8.68,p=0.00

Random-effects REML model






OPS/images/fmed-11-1403548/fmed-11-1403548-g005.jpg
HSIL Controls 0Odds ratio Weight
Study Multiple Single Muttiple Single with 95% CI (%)
Cytology
Levi etal 2004 75 2 88 39 —a— 158(0.86, 292) 941
Denny etal 20080 3 15 60 @ —@— 358(1.80, 7.11] 816
Teixeira et al 2018 9 5 31 48 ———279(0.85, 9.10] 357
Guthrie etal 2019 9 7 6 45 —a—— 089(0.31, 256] 429
Heterogeneity: *=0.17, I = 48.81%, H’ = 1.95 B 2.00(1.11, 3.59]
Testof /= ;:Q(3)=585,p=0.12
Histology
De Vuyst etal 2012 o2 97 58 —— 1.93(1.08, 3.44] 1008
Heard et al 2013 2 12 8 7 — 162(0.75,349] 7.01
De Vuyst etal 2013 75 3 92 120 —— 3.16(1.92, 5.20) 11.82
McDonald et al 2014 61 56 188 204 —— 1.18(0.78, 1.79] 14.03
Zhang etal 2014 8 16 25 & —a— 128[049,336] 497
Joshi et al 2014 23 23 129 266 —— 206(1.11,381] 938
Gradissimoetal2018 23 49 9 63 ——m—— 329(140,7.74] 599
Menon et al 2018 22 8 26 18 — — 1.90[0.69, 522) 465
Nakisige et al 2022 19 17 a7 —a 175(0.79, 389] 663
Heterogeneity: * = 0.06, I = 35.78%, H’ = 1.56 E 1.90 (1.4, 2.51)
Testof /(= ;:Q(8)=11.48,p=0.18
Overall > 1.93(1.51, 2.46]
Heterogeneity: *=0.06, I = 34.48%, H’ = 1.53
Testof (= ;:Q(12)=17.51,p =013
Test of group differences: Qu(1) = 0.02,p = 0.88

172 1 2

Random-effects REML model
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Misoprostol  Dinoprostone Risk Ratio Risk Ratio

Study or Subgroup _Events _Total Events _Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Ozkan et al 2009 2 56 2 56 34.4% 1.00(0.15, 6.85] 2009 —_—

Ayaz etal 2010 160 0 60 126% 3.00[0.12,72.20] 2010 —_—
Torralba et al 2019 () 199 125% 033[0.01,808] 2019 ——————————[

Young et al 2020 3 2 172 404% 1,50(0.25, 8.87) 2020 —_———

Total (95% CI) 387 387 100.0% 1.180.38, 3.65]
Total events 6

5
Heterogeneity: Tau? = 0.00; Chi* = 1.03, df = 3 (P = 0.79); = 0% ]
Test for overall effect

01 1 10 100
Favours [Misoprostol] Favours [Dinoprostone]
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Misoprostol  Dinoprostone

Risk Ratio

Risk Ratio

Study or Subgroup _ Events _Total Events Total Weight M.H,Random, 95% CI M-H, Random, 95% CI
Gregson etal 2005 24 139 27 129 17.3% 0.82[0.50,1.35]

Ozkan et al 2009 6 56 0 5 07% 13.00(0.75,225.40)

Prager etal 2008 71199 68 191 36.4% 1.00(0.77,1.31]

Saeed etal 2008 14100 14 100 103% 1.00[0.50,1.99]

Torralba et al 2018 44 99 58 93 353% 0.76[0.58,1.00]

Total (95% Cl) 593 575 100.0% 0.890.70,1.14]

Total events 159 167

Heterogeneity. Tau*.

.02; Chi*= 5.89, df= 4 (P = 0.21); F= 32%
Testfor overall effect Z= 0.92 (P = 0.36)

005

01 1 10 200
Favours [Misoprostol] Favours [Dinoprostone]
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Misoprostol  Dinoprostone Risk Ratio Risk Ratio

Study or Subgroup _Events _Total Events _Total Weight M.H, Random, 95% CI M.H, Random, 95% CI
Ayaz etal 2010 6 60 3 60 78% 3.00(0.63,14.27] b

Gregson et al 2005 1138 4129 41% 0.23[0.03,2.05] =

Ozkan et al 2009 2 5% 186 35%  200[019,21.43)

Prager etal 2008 6 199 6 191 145% 096(0.32,292) —

Saeed etal 2009 10 100 4100 142% 250(081,7.71) T

Tan etal' 2010 1 5 2 57 35% 053 (0.05,5.65] —]

Tan etal 2010 [ 2 &7 22% 020(001,401] ——————————

Torralba et al 2019 799 10 99 200% 070(0.28,1.77) s

Young et al 2020 16 172 12 172 303% 1.33[085,2.73] ——

Total (95% CI) 937 921 100.0% 114[0.73,179] >

Total events 49 3

Heterogeneity: Tau* = 0.04; Chi*= 8,67, df= 8 (P = 0.37); = 8% oh o " T

Testfor overall effect: Z= 0.58 (P = 0.56) Favours [Misoprostol] Favours [Dinoprostone]
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Study or Subgroup

Misoprostol  Dinoprostone

Risk Ratio

Events Total Events Total Weight M.H,Random,95% CI

Risk Ratio
M.H, Random, 95% CI

Ayazetal 2010
Gregson etal 2005
Ozkan et al 2009
Tanetal 2010
Tan etal 2010
Young etal 2020

Total (95% CI)
Total events
Heterogeneity. Tau*.

10 60 2 60 98%
19139 24 129 31.4%
5 56 5 56 137%
154 0 57 25%
3 58 0 57 29%
51 172 40 172 398%
539 531 100.0%

89 bl

14, Chi*= 8,61, df= 5 (P = 0.13); F= 42%

Testfor overall effect: Z= 0.92 (P = 0.36)

5.00(1.14,2186]
073[042,1.28)
1.00(0.31,3.26)
316(0.13,76.02)
6.88(0.36,130.29]
1.27(0.89,1.82)

1.27[0.76,2.13]

—al

-

001

01 10
Favours [Misoprostol] Favours [Dinoprostone]

100
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Misoprostol  Dinoprostone Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M.H,Random, 95% CI M-H, Random, 95% CI
Ayazetal 2010 42 60 26 60 66% 1.62[1.16,2.25]
Gregson etal 2005 74 139 72 129 109% 0.95[0.77,1.19] =
Ozkan et al 2003 42 56 38 56 101% 1.11[0.87,1.40] =
Prager etal 2008 111199 109 191 132% 0.98(0.82,1.16] —
Saeed etal 2009 84 100 71 100 146% 1.18[1.02,1.38] —2—
Tanetal 2010 43 5 47 57 129% 0.97[0.81,1.16] T
Tan etal 2010 48 58 47 5T 136% 1.00[0.85,1.19] ——
Torralba et al 2019 37 99 28 99 50% 1.32(0.88,1.98] —————
Young etal 2020 94 172 110 172 131% 0.85(0.72,1.02) —
Total (95% CI) 937 921 100.0% 1.05[0.95,1.16] -
Total events 575 548
Heterogeneity: Tau*= 0.01; Chi*=17.71, df= 8 (P = 0.02); = 55% o5 o7 3 3

Testfor overall eflect: Z= 0.90 (P = 0.37)

Favours [Misoprostol] Favours [Dinoprostone]
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misoprostol  dinoprostone Risk Ratio Risk Ratio
Study or Subgroup _ Events _Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI

Gregson etal 29 139 26 129 258% 1.04[0.65,1.66] 2005

Prager et al 33 199 31 191 284% 1.02[0.65, 1.60] 2008

Saeed et al 13100 20 100 145% 0.65(0.34,1.23] 2009 =T

Ayaz etal 14 60 16 60 15.3% 0.88(0.47, 1.63] 2010 =

Young et al 24 172 15 172 159% 1.60[0.87, 2.94] 2020

Total (95% CI) 670 652 100.0% 1.01[0.79,1.29]

Total events 108

Heterogeneity: Tau® = 0.00; 4.23,df=4 (P =0.38); I'=5% T

Test for overall effect: Z = 0.06 (P = 0.96) %01 S"‘:sopmml d dmmsw‘& 10,
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Misoprostol  Dinoprostone Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M-H,Random, 95% Cl M-H, Random, 95% C1
Ayaz etal 2010 6 60 4 B0 236% 150(0.45,5.05) T
Gregson etal 2005 1139 2123 61% 0.46(0.04,5.06]
Ozkan et al 2009 2 5 3 56 113% 067(0.12,384) =
Prager etal 2008 70198 12 191 418% 056(0.23,1.39) —a
Tan etal' 2010 1 54 1 57 46%  1.06[0.07,16.46) —
Tan etal 2010 0 58 1 57 3.4% 033(001,7.88) ———————
Torralba etal 2019 2 99 2 93 92% 1.00(0.14,6.96) B—
Total (95% CI) 665 649 100.0% 0.76[0.42,1.37] -
Total events 19 25
Heterogeneity. Tau®= 0.00; Chi*= 2.23, df= 6 (P = 0.90); F= 0% b5 700

Testfor overall effect: Z= 0.92 (P = 0.36)

X 10
Favours [Misoprostol] Favours [Dinoprostone]
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Misoprostol  Dinoprostone Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events _Total Weight M.H,Random, 95% CI M.H, Random, 95% CI
Ayaz etal 2010 4 60 18 B0 48% 0.22[0.08,062)
Gregson et al 2005 3% 138 31 129 161% 1.08(0.71,1563] -1
Ozkan et al 2009 186 11 56 78% 1.00(0.47,212] —
Prager etal 2008 5 199 50 191 198% 1.07[0.78,1.49) ==
Saeed etal 2009 3 100 9 100 32% 033(009,1200 —————
Tan etal' 2010 13 54 10 57 B0% 1.37 (0.6, 2.86] ——
Tan etal 2010 10058 10 &7 74% 098 (0.4, 28] —_——
Torralba etal 2019 2 99 26 99 135% 0.85(0.52,1.39) —l=
Young etal 2020 54 172 47 172 196% 1.15[0.83,1.60] r—
Total (95% CI) 937 921 100.0% 0.95[0.74,1.21) . d
Total events 209 212
Heterogeneity: Tau*= 0.05; Chi*=13.50, df=8 (P = 0.10); = 41% X — 3 —h

Testfor overall eflect: Z= 0.42 (P = 0.68)

Favours [Misoprostol] Favours [Dinoprostone]
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misoprostol  dinoprostone
Study or Subgroup _ Events _Total Events _Total Weight

Risk Ratio

M-H, Random, 95% CI Year

Risk Ratio
M-H, Random, 95% CI

Gregson et al 50 139 46 129 18.0%
Saeed et al % 83 a7 83 19.0%
Ozkan et al 20 56 35 56 12.3%
Torralba et al 24 99 27 99 94%
Young et al 9% 172 113 172 413%
Total (95% CI) 549 539 100.0%
Total events 268

Heterogeneity: Tau" = 0.
Test for overall effect:

;i 5.25,df =4 (P = 0.26); I = 24%
239(P=0.02)

1.01(0.73,1.39)
0.77[0.56, 1.04]
0.57[0.38, 0.86]
0.89(0.55, 1.43)
0.87(0.73,1.03)

0.83[0.71,0.97]

2005
2009
2009
2019
2020
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Trial ID Database Drug name (Chinese Marketed*

name)
ChiCTR2300070047 ChiCTR N/A Neiyifang Decoction No
ChiCTR2300069698 ChiCTR N/A Yigi Xiaozheng Granules No
ChiCTR2300069429 ChiCTR N/A Gengpian Zishen Oral Liquid No
ChiCTR2200066946 ChiCTR N/A Guigiong Xiaoyi Fang No
ChiCTR2200066925 ChiCTR N/A Guigiong Xiaoyi Fang No
ChiCTR2200058583 ChiCTR N/A ‘Wenjing Tang Yes'
ChiCTR2200057987 ChiCTR Phase | Zishen Quyu Jiedu Granules No
ChiCTR2200056830 ChiCTR N/A Neiyifang Granules No
ChiCTR2100045119 ChiCTR N/A Xiaoliu Fang No
ChiCTR2100042830 ChiCTR N/A Yangjing Zhongyu Tang No
ChiCTR2000040639 ChiCTR N/A Yangjing Zhongyu Tang No
ChiCTR2000036735 ChiCTR N/A Gegensu Tablets No
ChiCTR1900028624 ChiCTR Phase 4 Kuntai Capsules Yes
ChiCTR1900027665 ChiCTR N/A Yishen Xiaozheng Granules No
ChiCTR1900027189 ChiCTR Phase 4 Sanjie Zhentong Capsules Yes
ChiCTR-IPR-17013692 ChiCTR Phase 4 Sanjie Zhentong Capsules Yes
ChiCTR-IPC-16008214 ChiCTR Phase 4 Huayu Sanjie Enema Liquid Yes
ChiCTR-TRC-13003283 ChiCTR Phase 4 Sanjie Zhentong Capsules Yes
CTR20140292 ChiDTR Phase 2 Zhidan Huayu Capsules No
CTR20132622 ChiDTR Phase 3 Neiyi Tongjing Granule No
CTR20140107 ChiDTR N/A Zhenggong Capsules No
NCT04218487 Clinicaltrials.gov Phase 4 Xuefu Zhuyu Capsules Yes
NCT02676713 Clinicaltrials.gov Phase 2 Fufang Zhongcaoyao No
NCT02031523 Clinicaltrials.gov Phase 4 Sanjie Zhentong Capsules Yes
NCT04942015 Clinicaltrials.gov Phase 4 Honghua Ruyi Pills Yes
NCT02832271 Clinicaltrials.gov Phase 2 Epigallocatechin Gallate No

N/A represent not available; ‘marketed as Wenjing pils; “Data from the offcial website o the Chinese State Food and Drug Administration (hitps://www.nmpa.govn/datasearch/home-index.
html).
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Maternal condition M1:Complication ~ M2: Maternal M3:Other M4:Maternal  M5:No maternal One author Total (%

of placenta, cord,  complication complications surgical and conditions
membrane of pregnancy of labor and medical
delivery conditions

Antepartum death 18,343
Al Congential malformations and 23
chromosomal abnormal 19 17 5 86 483 638 (3.5)
A2 Infection 101 7 2 346 57 il 52128)
A3: Antepartum hypoxia 386 59 20 334 175 8 1,057 (5.8)
Ad: Other specified antepartum disorder 2363 20 3 612 30 35 3,073 (16.7)
A5: Disorder related to fetal growth 182 552 5 480 438 10 1,667 (9.1)
A6: Antepartum death unspecified cause 358 106 2 4770 6097 34 11,387(62.1)
Total (%) M1-M5=18,145 34409 (20.1) 761 (5.6) 67(03) 6,628 (31.1) 7,280 (42.9)

Intrapartum death 5462
11: Congenital malformation and 5 386 (7.1)
chromosomal abnormalities 3 16 81 3 25
12: Birth trauma 0 0 1 0 0 0 6(0.002)
13: Acute intrapartum event 1,042 81 1,146 611 341 1 3,222(59)
14: Infection 18 6 7 48 4 0 83(15)
15: Other specified intrapartum disorder 350 54 2 8 6 0 517(9.4)
16: Disorder related to fetal growth 107 12 32 53 37 1 242 (44)
17: Intrapartum unspecified cause 234 56 207 394 120 0 1011 (18.5)
Total (%) M1-M5=5,455 1754 (322) 225(4.1) 1,500 (27.5) 1,223 (224) 753 (13.8) - -

Neonatal death 9901
N1: Congenital malformations, deformations, .
and chromosomal abnormalities 3 18 5 144 1,080 1,298 (13.1)
N2: Disorders related to fetal growth 19 0 0 60 82 3 164 (16)
N3: Birth trauma 0 0 0 0 2 0 2(0.02)
Nd: Complications of intrapartum event 250 1 1701 336 9 n 2422(245)
N5: Convulsions and disorders of cercbral status 13 3 20 2 71 0 132(13)
N6: Infections 82 37 0 206 300 1 666 (5.2)
N7: Respiratoryand cardiovascular disorders 4 34 7 797 969 6 1,922 (194)
N8: Other neonatal conditions 341 1 5 85 102 2 539 (54)
N9: Low birth weight and prematurity 100 307 1,591 408 98 2 2528(25.5)
N10: Miscellaneous 5 3 0 96 75 0 179.(18)
N11: Neonatal death of unspecified cause 0 1 3 5 39 1 9(05)
Total (%) M1-M5=9,815 867 (5.8) 418 (4.2) 3,437 (35) 2182(222) 2911 (29.6) - -

*Studies reported based on ICD-PM classification but do not tabulated with maternal condition.
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Records identified through ChiCTR Records idenified Records identified through Records identified through ICRP database
database searching (n=110) through ChiDTR Clinical Trialsgov database searching (n=1163)

database searching (n-3) | | searching (n-635)
140 Records exluded with ChiCTR
T Y |-+ origin and 588 records exluded with
reasons: 620 Records wrer excluded clinicaltrials gov origin
(1) Incomplete registration: 11; with reasons:
(2) Research on ctiology, diagnosis, (1) Rescarch on diagnosis, ecords assessed for eligibility (n=435)
basic science, cpidemiology: 34 | _| epidemiology, questionnaire:
(3) Intervention of acupuncture or 98; 414 Records wrer excluded with
electrical stimulation: 3; (2) Surgical intervention: 148; st
(4) Surgical intervention: (3) Hormone intervention: 370; ) Rescarchvon disgnodiss
(5) Hormone intervention: 19; (@ Non-TCM/ natural o] pidemintogy 43:
() Non-TCM/ natural Medicines: 18 Medicines: 3 (2) Surgical itervention: 78;
(3) Hormone intervention: 106;
(4) Non-TCM! natural Medicines: 187

= cliniohlirgle pere 15 clinical trials were included in

18 clinical trials were included in the 5
included in the analysis tho anslysla

analysis

clinical trials were included in the analysis

[ I I I

I

A total of 57 clinical trials included in quantitative synthesis |
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Economic_status and Author

Low and Middle income
Miyoshi et al

Natasha H. et al

T. Wasim et al

Subgroup, DL (I = 93.7%, p < 0.000)

High income
Luketal
Subgroup, DL (I = 0.0%, p < 0.000)

Heterogeneity between groups: p = 0.000
Overall, DL (I’ = 99.8%, p < 0.000)

<>

Effect %
(95% CI) Weight

42.00 (32.61, 51.39) 24.79
71.00 (85.79, 76.21) 25.02
58.20 (53.98, 62.42) 25.06
57.62 (44.25, 70.99) 74.87

3.40(279,4.01) 2513
3.40(279,401) 2513

43.62 (3.41, 83.82) 100.00

T
-100

0

NOTE: Weights and between-subgroup heterogenelty test are from random-effects model

T
100
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Publication Study Total death  In ICD-PM

year Country  Jesign reported  included

Allanson et al. 2016 UK and SA Retrospective NA NA 9,756 9,748
Priyani AAH etal. 2017 Sri Lanka Retrospective NA NA 291 291
“Tina Lavin et al. 2018 South Africa Not reported NA NA 26,810 26,810
Aminu M et al. 2019 Sub-Saharan Prospective 14,729 203 1,267 968

Malawi 8,847 347

Zimbabwe 8,273 388

Kenya 2,879 ns.1

Sierra Leone
Miyoshi etal. 2019 Zambia Retrospective 1754 182 e 75 75
Mary S. 2019 Colombia Cross-sectional NA NA 3,901 3,361
B. Sharma et al. 2020 India Prospective 5,574 544 314 314
D. Fabrizio et al. 2020 Ttaly Prospective 141,013 319 443 432
Daseetal. 2020 Nigeria Retrospective 21,462 55 1,177 760
T. Wa etal. 2020 Pakistan Prospective 11,850 NA 58.2 690 690
Z.D. Prustetal. 2020 Suriname Cross-sectional 9,089 14.4 113 107
Luketal. 2020 Hong Kong Retrospective 34,920 26 34 119 19
YK. Mok etal. 2020 Hong Kong Retrospective 39,625 37 145 135
Khulood K. etal. 2020 Jordan Prospective 10,328 99 102 95
Natasha H. etal. 2021 “Tanzania Prospective 9,333 44 71 744 459
G.Dagdeviren et al. 2021 “Turkey Cross-sectional 74,102 6.4 475 458
Shrestha ] etal. 201 Nepal Retrospective NA 161 161
WHO 2021 North Macedonia ~ Prospective NA 202 169
“Taweevisit et al. 2022 “Thailand Retrospective NA 330 330
FrancescoL. etal. 2022 Ttaly Retrospective 34417 55 191 191
Salih Metin etal. 2022 “Turkey Retrospective NA NA 229 229
Manarangi De Silva 2022 Solomon Island Retrospective 11,056 30.8 341 194
Fengetal. 202 China Retrospective 87,588 48 120 20
“Total 48,596 46,816

NA, not applicable or only included prenatal death reports; SB, sillbirth; SA, South Africa; PMR, perinatal mortality rate; UK, United Kingdom,
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Maternal condition M1:Complication ~ M2: Maternal M3:Other M4:Maternal M5:No maternal Three Total (%)

of placenta, cord, complication of complications of surgical and conditions studies
membrane pregnancy labor and delivery edical conditions

Antepartum death 25,563
Al Congential malformations and 61
chromosomal abnormalities 168 440 19 156 1,105 1949 (7.6)
A2 Infection 162 2% 3 369 72 32 662 (25)
A3: Antepartum hyposia 817 123 30 483 251 195 1899 (7.4)
Ad: Other specified antepartum disorder 2452 55 2 652 135 45 3362(13.1)
A5: Disorder related to fetal growth 559 637 2 739 813 27 2,804 (1)
A6: Antepartum death unspecified cause 1,148 252 3 5,102 8241 101 14,887 (58.2)
Khulood K. etal. 19 9 2 4 a4 - -
Total (%) M1-M5=25,180 5325 (21.1) 1,540(6.1) 149(25.4) 7,505(20.7) 10,661(16.8)

Intrapartum death 6418
11: Congenital malformation and chromosomal 9
abnormalities 9 27 14 4 287 487(76)
12: Birth trauma 2 0 6 8 4 0 20(0.3)
13: Acute intrapartum event 1246 15 1200 645 494 n 3,712(57.8)
14: Infection 2 8 7 51 6 0 100 (1.5)
15: Other specified intrapartum disorder 352 57 2 87 2 4 550 (5.6)
16: Disorder related to fetal growth 130 33 65 75 89 1 393(6.1)
17: Intrapartum unspecified cause 290 67 212 a2 170 5 1,156 (18)
Khulood K. etal. 4 8
Total (%) M1-M5=6,400 2061 (322) 307 (4.8) 1,631 (25.5) 1329 (206) 1,082 (169)

Neonatal Death 14,835
N1: Congenital malformations, deformations, =
and chromosomal abnormalities 94 2] 10 19 1903 2512(169)
N2: Disordersrelatediofetal growth ES 2 3 64 89 3 184 (1.2)
N3: Birth trauma, 0 0 1 3 10 0 14(0.09)
Nd: Complications of intrapartum event 288 15 1707 360 151 n 2532(17)
N5: Convulsions and disorders of cerebral status B 3 2 2 91 0 162(11)
N6: Infections 9 39 42 212 425 1 818 (5.5)
N7: Respiratory and cardiovascular disorders %0 72 81 832 1311 6 2392 (16.1)
N8: Otherneonatalconditions 358 1 7 94 25 2 720 (48)
N9: Low birth weight and prematurity 502 436 2319 477 313 2 4,091 (27.6)
N10: Miscellaneous 14 8 0 97 124 0 243 (16)
N11: Neonataldeathof unspecified cause 293 7 19 3 670 1 1,167 (7.8)

Total (%) M1-M5=14,749 1781 (12) 951 (6.4) 4,211 (285) 2474(168) 5,332(36.2)

*Studies reported based on ICD-PM classification but do not tabulated with maternal condition.
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Maternal condition M1:Complication ~ M2: Maternal M3:Other M4:Maternal  M5:No maternal ~ Two authors Total (%)
(

of placenta, complication of  complications surgical and conditions
cord, membrane pregnancy of labor and medical
delivery conditions

Antepartum death 8094
Al Congential malformations and 3 1,448 (17.9)
chromosomal abnormalities 161 427 19 72 736
A2 Infection 75 2 2 34 20 2 176 (2.2)
A3: Antepartum hypoxia 673 8 2 207 219 12 1,325 (16.4)
Ad: Other specified antepartum disorder 102 39 2 5 129 10 365 (4.4)
A5: Disorder related to fetal growth 407 92 29 275 410 17 1,230 (152)
A6: Antepartum death unspecified cause 798 154 2 339 2159 67 3,559 (44)
Khulood K. etal. 19 9 2 4 44
Total (%) M1-M5=7,909 2235(28.2) 831(103) 142(1.7) 984 (12.4) 3717 (47)

Intrapartum death 1,267
11: Congenital malformation and 4 225(17.6)
chromosomal abnormalities 6 16 92 8 9
12: Birth trauma 2 0 6 8 4 0 20(16)
13: Acute intrapartum event 244 47 7 2 195 10 612(47.9)
14: Infection 16 3 0 5 5 0 29(5.3)
15: Other specified intrapartum disorder 2 5 2 9 23 4 69(53)
I6: Disorder related to fetal growth 27 2 38 B 55 0 165 (129)
17: Intrapartum unspecified cause 56 12 14 18 53 5 158 (12.4)
Khulood K. etal. 4 8
Total (%) M1-M5=1,276 357 (28.2) 105 (83) 250 (19.7) 113 (89) 442(34.9)

Neonatal death 6,147
N1: Congenital malformations, deformations,
and chromosomal abnormalities 85 259 7 55 1276 I
N2: Disordersrelatedtofetal growth 4 2 3 4 10 23(037)
N3: Birth trauma, 0 0 1 3 10 14(0.2)
N4: Complications of intrapartum event 60 8 12 8 97 185(3)
N5: Convulsions and disorders of cerebral status 9 0 4 1 0 54(09)
N6: Infections 28 8 3 15 331 385 (6.2)
N7 Respiratoryand cardiovascular disorders 50 45 15 39 564 713(11.6)
N8: Other neonatal conditions 2 10 4 10 21 286 (4.6)
N9: Lowbirthweight and prematurity 409 153 730 7 21 1,597 (26)
N10: Miscellaneous 8 3 0 0 2 33(0.05)
N11: Neonataldeathof unspecified cause 294 7 17 1o 682 1175 (19.1)
Total (%) M1-M5=6,147 968 (157) 560 (9.1) 796 (12.9) 319(5.2) 3,504 (57)

*Studies reported based on ICD-PM classification but do not tabulated with maternal condition.
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Misoprostol  Dinoprostone Risk Ratio Risk Ratio

Study or Subgroup _ Events _Total Events Total Weight M.H,Random, 95% CI M.H, Random, 95% CI
Gregson etal 2005 9% 139 88 129 435% 1.01(0.86,1.19] ——
Ozkan et al 2009 4 56 36 56 181% 1.14(0.89,1.46] i
Torralba et al 2019 49 99 42 99 124% 1.17[0.86,1.58] e
Young etal 2020 92 172 82 172 260% 1.12[081,1.38) S
Total (95% CI) 466 456 100.0% 1.08[0.97,1.20) L d

Total events 278 28

Heterogeneity: Tau?= 0.00; Ch*=1.19, df= 3 (P = 0.76), F= 0%

. 05 07 15 2
Testfor overall effect: Z=1.43 (P =0.15) Favours [Misoprostol] Favours [Dinoprostone]
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Studies included in
previous meta-analysis.

Records identified from
Databases searching.
(n =7658)

Records removed before

(n=8) \ screening:

PubMed (n = 3165) Duplicate records removed.

Google scholar (n = 1738) (v 24264

EBSCO (n=772)

Cochrane library (n = 1983)
Records excluded.

Records screened.

(n=3394) (n =3369)
Reason: Reviews or articles
involving different drugs or diseases.

Reports sought for retrieval. Reports not retrieved.

(n=26) (n=0)
Reports excluded: (n = 24)

::eggg)s assessed for eligibility. Retrospective cohort study (n=10)
Reason: Data of no interest;
gestational age less than 37 weeks,
oral misoprostol vs vaginal
dinoprostone, dinoprostone vs
dinoprostone.

New studies included in this

review.

n=2)

Total studies included in this

review.

(n=8)

L | Reason: Two reports from a previous

review were omitted because they did
not meet the inclusion criteria, which
specified the use of intravaginal
misoprostol and the dinoprostone
vaginal insert for labor induction at
term.
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Articles found through PubMed
(n=82)

Articles screened
(n=82)

Articles excluded (n = 52
- Not assessing LOP (n=6)
- Not assessing prediction or prevention of
LOP (n=43)
- Systematic reviews or meta-analysis (n=3)

Full-text articles reviewed for
inclusion
(n=30)

Atticles excluded (n=14
- Not assessing LOP (n = 4)
- Not assessing prediction or prevention of
LOP (n=4)
- No separation of LOP and EOP in results (n
=2)
- Using a different definition of LOP (n=4)

Studies included in final review (n=16)
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Author, year
Robillard etal, 2019

Bendix etal, 2023

Tcobelli et al,, 2017

Murtoniemi et al,
2018

Nguefact etal., 2018
Sanhal etal, 2016
Heetal, 2016

Uiterweer etal., 2020

Sonek et al, 2018

Verlohren etal., 2014
Burgess etal, 2019
Andersen etal., 2019

Altemani etal., 2021

Niu etal, 2017

LOP, late-onset pre-eclampsia; PE, pre-eclampsia; MAC, membrane attack complex; MAR, mean arterial pressu

Sample size

LOP n=1,162

Controls n=71,078

LOPn=27
Controls n =194

LOP n =933
Controls n =59,665
Total n =257

LOP =34
LOPn=112

EOP n =58

LOP n=36
Controls n =31

LOP n-30

Controls 1 =30

Pittsburgh population: LOP n =33
Controls =25

Dutch population:

LOP =95

Controls 1 =469

LOPn=33

Control n=1,022

LOP n=1802
Total n =26,893

LOP =126

Controls n =259

Total n =501
LOPn=11

Matched controls n =22

Total controls n

02
LOP n =584
Controls n=1,263

Study type
18-year retrospective observational

study
Case control study
Retrospective observational cohort

study

Prospective cohort study

S-month prospective cross-
sectional study
Comparative study

Case-control study

Case-control study

Prospective observational cohort

study

Retrospective observational cohort
study.

Retrospective observational study
Retrospective observational study

Case-control study

Case-control study

Relevant results

Incremental increases in BMI are associated with increasing incidence of LOP. Significant risk factors identified for LOP were advanced age
OR 1.03 [1.02-1.04], chronic hypertension OR 4.95 [3.6-6.3], BMI OR 1.05 [1.04-1.06] and nulliparity OR 2.44 [2.1-2.8]. Chronic
hypertension was the greatest independent risk factor for LOP p<0.001.

No significant differences in first-trimester serum alipoprotein levels were found between the LOP and control group. The best performing
screening model combined parity, age, BMI, MAP, ApoD, ApoB-100 and gave an AUC value of 0.87, sensitivity of 55.5% with 95% CI
[30.3:80.7] for a false positive rate of 10%. Women with LOP had higher BMIs, MAPs and were mostly nulliparous (p<0.05).

There was a significant association between LOP and pre-existing diabetes, GDM, BMI> 30, IVE, kidney disease, hypercholesterolaemia
(p<0.05).

Lowerlevels of first-trimester HCG-h and higher MAPs were associated with LOP. The model with the highest prediction rates used the

variables: age, prior PE, prior SGA DM-type 1, MAP, prior fetus mortus, hCG, %hCG-h, free beta hCG, PIGE, Uta-PI with an AUC value 0.6

with 329 sensitivity at 90% specificty.

LOP was significantly associated with new paternity, and nulliparity (p<0.05).

Plasma fetuin A levels were significantly higher in the LOP group compared to controls p<0.001, measured at gestation >34 weeks. Plasma
fetuin A levels gave an AUC of 0.196, 95% CI [0.085,0.306]

Serum levels of complement factors Clq, Bb, C3a, C5a and MAC measured >34 weeks gestation, were significantly higher in LOP compared
to control group p<0.05. The LOP group was significantly associated with increased age and BMI (p<0.05)

Women with LOP were significantly associated with having lower relaxin levels at 913 weeks gestation, below the 10th centile in the
Pittsburgh group OR 5.29 [1.1-25.5) and the Dutch group OR 2,03 [1.06-3.88]. Relaxin levels improved the detection rate of LOP by 2.5% in
a prediction model combining maternal characteristics (age, BMI, nulliparity) and MAP Women who developed LOP were also associated

with a significantly higher first-trimester MAP, BMI and nulliparity (p<0.05).

Erist trimester screening of LOP using maternal characteristics (ethnicity, chronic hypertension, smoking status, parity, family history, BMI)

had a low detection rate of 15% for 5% false positive. This was not improved by the addition of biomarkers or placental characteristics. The

only biomarker statistically significant in LOP compared to the control group was MAP p<0.001.
No association was found between uterine artery resistance index and LOP (p>0.05). There was a high prevalence of SGA and LGA neonates
for the LOP group.

After controlling for GDM, CHTN; and DM, LOP was no longer significantly associated with having blood type AB OR 2.53 95% CI [0.7-
9.2,

‘The predictive performance of sFIt-PIGF ratio with a threshold of 66 was AUC 0.85 with 95% CI [0.8-0.9] within 4 weeks of developing LOP.
Obese LOP women had significantly lower levels of butyrate-producing gut bacteria and serum butyrate at 28 weeks gestation compared to

age, parity and BMI-matched controls. The LOP group had significantly higher serum triglyceride and VLDL levels (p<0.05).

Significant differences were found in distributions for SNP IL-22 152227485 between the LOP and control group p=0.002, OR 1125 [0.977-
1.295]. Significant differences were found between LOP and controls in genotypic and allelic frequencies of SNP 1L-22RA1 rs3795299
Pp<0.001, OR 1355 [1.165-1.576)

ICG-h, hyperglycosylated human chorionic gonadotrophin; AUC, area under the receiver operating characteristic curve; CI, confidence interval; SGA,

smallfor gstational ages LGA, large for gestational age; GDM, gestational diabetes mellitus; CHTN, chronic hypertension, DM, diabetes melitus; S, soluble fms-like tyrosine kinase; PIGE, placental growth factor; BMI, body mass index; VLDL very low-density
lipoprotein; SNP, small nucleotide polymorphism; IL, interleukin.
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Author, year

Moore etal., 2015

Shanmugalingham et al 2020

Sample size

Total =523

Aspirin group.
Placebo n=258

Total n=187

265

Study type

Randomised control trial:

secondary analysis

Prospective observational

cohort study

Relevant results

Daily aspirin given to high-risk pregnant women significantly reduced the
rate of LOP compared to the placebo with p=0.047.

44% of high-risk women had inadequate adherence to aspirin. Women
<90% adherent had significantly higher incidence of LOP with OR 4.2,95%
CI[1.4,19.8). Adequate adherence to aspirin reduced the incidence of LOP
with p<0.001
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Trial ID

IRCT20220115053713N4

IRCT20200925048836N4
IRCT20221111056469N1
IRCT20220408054455N1
IRCT20170923036334N4
IRCT20191207045636N1
IRCT20201121049457N1

IRCT20190625044004N1

IRCT20120718010324N66

IRCT20200701047981N1

IRCT2015101724569N1
IRCT201501059463N34
IRCT201501059463N35
NCT05983224

N/A represent not available.

Phase 2/3

Phase3
N/A

Phase 3
N/A

Phase 2
Phase 3
Phase 3

Phase 3

Phase 3

Phase 2
N/A
N/A
N/A

ase Drug

Ziziphus jujube, Ginseng, and

Punica
Silybum marianum
Curcumin

Achillea Cret

Curcumin

Cymbopogon citratus oil
Curcumin

Chamomile and flaxseed oil

Curcumin
Ayurveda

Resveratrol
Garlic tablets
Garlic tablets

Quercetin

source

Ziziphus abyssinica Hochst. ex A Rich: Ginseng quinguefolium (L.) Alph.Wood; Punica

granatum 1.
Silybum eburneum Coss. & Durieu
Curcuma aeruginosa Roxb.
Achillea cretica 1.

Curcuma aeruginosa Roxb.
Cymbopogon citratus (DC.) Stapf
Curcuma aeruginosa Roxb.
Matricaria recutita L.

Curcuma aeruginosa Roxb.

Fennel root and seeds, chicory root and seeds, celery seed, cucumber seed, badrang

cucumber seeds, melon seed, vinegar, Water, red sugar
Polygonum cuspidatum Siebold & Zuc. or Vitis acerifolia Raf.
Allium sativim L.
Allium sativm L.

Various food sources like apples, berries, cabbage, and onions





