Supplementary

Table S1 Search strategy

#1 Leiomyomas[Mesh]

#2 Fibroid Tumor([Title/Abstract]

#3 Fibroid Tumors[Title/Abstract]
#4 Tumor, Fibroid[Title/Abstract]

#5 Tumors, Fibroid[Title/Abstract]
#6 Fibromyoma[Title/Abstract]

#7 Fibromyomas|Title/Abstract]

#8 Fibroid[Title/Abstract]

#9 Fibroids[Title/Abstract]

#10 Fibroid Uterus|[Title/Abstract]
#11 Uterus, Fibroid[Title/Abstract]
#12 Fibroma, Uterine[Title/Abstract]
#13 Fibromas, Uterine[Title/Abstract]
#14 Uterine Fibroma[Title/Abstract]
#15 Uterine Fibromas[Title/Abstract]
#16 Fibroids, Uterine[Title/Abstract]
#17 cUterine Fibroid[Title/Abstract]
#18 Uterine Fibroids[Title/Abstract]
#19 Leiomyoma, Uterine[Title/Abstract]

#20 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #80R #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR#16 OR #17 OR
#18 OR #19

#21 elagolix sodium[Mesh]

#22 R-(+)-4-(2-(5-(2-fluoro-3-methoxyphenyl)-3-(2-fluoro-6-(trifluoromethyl)benzyl)-4-methyl-2,6-dioxo-3,6-dihydro-2H-pyrimidin-1-
yl)-1-phenylethylamino)butyrate[Title/Abstract]

#23 Orilissa[Title/Abstract]

#24 #21 OR #22 OR #23

#25 Randomized Controlled Trial [Publication Type]
#26 #20 OR #24 OR #25
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A Experimental Control Risk Ratio Risk Ratio

Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed. 95% Cl M_H. Fixed. 95% CI

CarrR-1 2018 17 60 1 61 71% 17.28(2.37,125.81)

CarrR-22018 15 66 1 75  B6.7% 17.05(2.31,12558]

Schlaff 2020 (UF-1) 99 206 4 102 383% 12.25(4.64,32.36) —

Schlaff 2020(UF-2) 100 189 5 94 47.9% 9.95(4.19, 23.59) ——

Total (95% CI) 521 332 100.0% 11.83[6.59, 21.23] 2

Total events 231 11

Heterogeneiy: Chi*= 0.43, df= 3 (P=0.93); F= 0% m == T t t
0.005 0.1 1 10 200

Testfor overall effect-Z=8.26 (P<0.00001) Favours [control] Favours [experimental]

B Experimental Control Risk Ratio Risk Ratio

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

CarrR-1 2018 32 57 1 61 50.6% 34.25(4.84,242.47)

CarrR-22018 34 67 1 75 49.4% 38.06(5.36,270.49) —

Total (95% Cl) 124 136 100.0% 36.13 [9.04, 144.35] i

Total events 66 2

Heterogeneity: Chi*= 0.01, df=1 (P = 0.94); F= 0% ofm 0f1 1 1=0 560

Test for overall effect Z=5.08 (P < 0.00001) Favours [control] Favours [experimental]

Figure S1 Forest plot for amenorrhea. (A) Forest plot comparing in Amenorrhea between elagolix and placebo; (B) Forest plot comparing
in Amenorrhea between elagolix add-back and placebo.

A Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed. 95% CI M.H. Fixed. 95% CI
CarrR-1 2018 49 61 19 64 381% 2.71[1.82,4.02) — &
CarrR-2 2018 37 71 20 76 39.7% 1.98 [1.28, 3.07) =
Schlaff 2020 (UF-1) 27 41 5 31 11.7% 4.08(1.78,9.39) e
Schlaff 2020(UF-2) 10 25 5 24 105% 1.92(0.77, 4.80) =
Total (95% Cl) 198 195 100.0%  2.50 [1.91, 3.26] -
Total events 123 49
Helerogeneity: Chi*= 2.89, df= 3 (P=0.41); F= 0% f t t t t t=
o 01 0.2 0.5 1 2 5 10
Test for overall efiect: Z=6.71 (P < 0.00001) Favours [control] Favours [experimental]
B Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
CarrR-1 2018 36 61 19 64 36.2% 1.99[1.29, 3.08) — &
CarrR-2 2018 39 74 20 76 38.5% 2.00[1.30, 3.09)] ——
Schlaff 2020 (UF-1) 32 52 5 31 122% 3.82[1.66, 8.76) e
Schlaff 2020(UF-2) 24 48 5 24 13.0% 2.40 [1.05, 5.50) I
Total (95% ClI) 235 195 100.0%  2.27 [1.72, 2.99] -
Total events 131 49
ity: Chi*= =3(P=053)F= + +- + + + +
Heterogeneity: Chi*= 2.20, df= 3 (P=0.53); F= 0% 01 02 05 1 3 : 10

Test for overall effect: 2= 5.84 (< 0.00001) Favours [control] Favours [experimental]

C Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Fixed. 95% CI M_H. Fixed, 95% CI
CarrR-1 2018 49 61 36 61 303% 1.36[1.07,1.74) ==
CarrR-2 2018 T Al 39 74 321% 0.99(0.72,1.35)
Schlaff 2020 (UF-1) 27 41 32 52 23.7% 1.07 (0.79,1.46) = i
Schlaff 2020(UF-2) 10 25 24 48 13.8% 0.80 (0.46, 1.40)
Total (95% Cl) 198 235 100.0%  1.09[0.93, 1.28) -
Total events 123 131 N .

Heterogeneity: Chi*=4.73,df=3 (P=0.19), F=37%

Test for overall efiect: Z=1.12 (P=0.26) 0.5 0.7 4 1.5 2

Favours [control] Favours [experimental]

Figure S2 Forest plot for women reached the hemoglobin level criteria. (A) Forest plot of women reached the hemoglobin level criteria
between elagolix and placebo; (B) Forest plot of women reached the hemoglobin level criteria between elagolix add-back and placebo; (C)
Forest plot of women reached the hemoglobin level criteria between elagolix and elagolix add-back. M-H, Mantel-Haenszel; CI, confidence

interval.
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A

B

Mean Difference
IV. Random. 95% CI

Experimental Control Mean Difference
Study or Subgroup _ Mean SD_Total Mean SD_Total Weight IV. Random. 95% CI
CarrR-1 2018 -36.5 21 65 -17.9 20.96 65 24.2% -18.60[-25.81,-11.39]
CarrR-22018 -326 2281 7 -219 23 78 242% -1070[-17.91,-3.49]

Schlaff 2020 (UF-1)  -33.2 2311 206 -103 2272 102 25.8% -22.90(-28.32,-17.48)
Schlaff 2020(UF-2) -41.4 22 189 -79 2211 94 258% -33.50[-38.96,-28.04)

Total (95% CI) 537 339 100.0% -21.64 [-30.96,-12.32]
Heterogeneity: Tau*= 79.88; Chi*= 26.78, df= 3 (P < 0.00001); = 89%
Test for overall effect: Z= 4.55 (P < 0.00001)
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Favours [experimental] Favours [control]

Mean Difference
IV, Random, 95%

Experimental Control Mean Difference
Study or Subgroup __Mean SD_Total Mean SD_Total Weight IV, Random, 95% ClI
CarrR-12018 36 23.38 65 147 2257 65 241% 21.30(13.40,29.20)
CarrR-22018 34.7 26.32 77 248 265 78 237% 9.90[1.58,18.22)
Schiaff 2020 (UF-1) 38 2325 206 109 2293 102 26.1% 27.10([21.63,32.57]
Schiaff 2020(UF-2) 42 2227 189 6.5 2249 94 261% 35.50([29.95,41.05)
Total (95% Cl) 537 339 100.0% 23.82[13.86, 33.78]

Heterogeneity: Tau®= 90.96; Chi*= 27.13, df= 3 (P <0.00001); I*= 89%
Test for overall effect Z= 4.69 (P < 0.00001)
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SN
—_—
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20 <10 0 10
Favours [control] Favours [experimental]

Figure S3 Forest plot for change in UFS-QoL (symptom severity). (A) Mean difference in change in UFS-QoL (symptom severity) between
elagolix add-back and placebo; (B) Mean difference in change in UFS-QoL (health-related quality of life) between elagolix add-back and
placebo. UFS-QoL, uterine fibroid symptom quality of life.

A

B

C

Experimental Control Mean Difference Mean Difference
tudy or Subgrou ean _ SD Total Mean SD Total Weight IV. Random.95% CI IV. Random. 95% CI

CarrR-12018 -38 08 65 09 084 65 24.0% -4.70[-4.98,-442] ™

CarrR-22018 -34 07 77 -01 073 78 247% -3.30[3.53,-3.07 -

Schlaf 2020 (UF-1)  -295 029 74 -021 025 82 257% -2.74[-2.83,-2.69) »

Schlaff 2020(UF-2) -294 033 65 -006 018 68 25.7% -2.88(-2.97,-2.79) -

Total (95% Cl) 281 293 100.0% -3.38 [-3.90, -2.87] L 4

Heterogeneity: Tau®= 0.27; Chi*= 181.80, df= 3 (P < 0.00001); P = 98% 4 2 3 2 4

Test for overall effect: Z=12.84 (P <0.00001) Favours [control] Favours [experimental]
Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV. Random. 95% CI IV, Random. 95% CI

CarrR-12018 -01 082 65 09 084 65 151% -1.00(1.29,-0.71] —

CarrR-22018 11 075 77 -01 073 78 18.6% -1.00[-1.23,-0.77) T

Schlaff 2020 (UF-1)  -076 0.2 159 -0.21 025 82 33.0% -0.55[-0.61,-0.49) -

Schlaff 2020(UF-2) -061 024 146 -0.06 018 68 33.3% -0.55[-061,-0.49) -

Total (95% Cl) 447 293 100.0% -0.70 [-0.85, -0.55] >

Helterogeneily: Tau®= 0.02; Chi*= 22.63, df= 3 (P < 0.0001); F= 87% 1 0 P o 055 1

Test for overall effect: Z= 9.38 (P < 0.00001) Favours [control] Favours [experimental]
Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean _ SD_Total Mean SD Total Weight IV, Random. 95% CI IV. Random. 95% Cl

CarrR-12018 -38 08 65 -01 082 65 232% -3.70[-3.98,-342]

CarrR-22018 -34 07 77 11 075 77 242% -230[-2.53,-2.07) -

Schlaff 2020 (UF-1) -295 029 74 -076 02 159 264% -219[-2.26,-2.12) .

Schlaff 2020(UF-2) -294 033 65 -061 024 147 26.2% -2.33[-2.42,-2.24) .

Total (95% Cl) 281 448 100.0% -2.60 [-2.98, -2.23] 4

Heterogeneity: Tau®= 0.14; Chi*= 106.21, df = 3 (P < 0.00001); "= 97% o > o 3 i

Tesl for overall effect: Z=13.63 (P < 0.00001)

Favours [control] Favours [experimental]

Figure S4 Forest plot for change in lumbar spine. (A) Mean difference in change in lumbar spine between elagolix and placebo; (B) Mean

difference in change in lumbar spine between elagolix add-back and placebo; (C) Mean difference in change in lumbar spine between

elagolix and elgolix add-back.
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B

Experimental

Control Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random.95% CI

Mean Difference
IV. Random. 95% CI

CarrR-1 2018 -2.2 061 65 08 072 65 234% -3.00[-3.23,-277) =

CarrR-22018 -18 055 77 01 058 78 245% -1.90(-2.08,-1.72) -

Schlaff 2020 (UF-1)  -212 022 74 -035 022 82 261% -1.77[-1.84,-1.70) -

Schlaff 2020(UF-2) -18 025 66 003 024 68 26.0% -1.83[1.91,-1.75 -

Total (95% Cl) 282 293 100.0% -2.11[-2.43,-1.78]) >

Heterogeneity: Tau®= 0.11; Chi*= 102.07, df= 3 (P < 0.00001); P= 97% 5 = p : )

Test for overall effect: Z= 12.54 (P < 0.00001) Favours [control] Favours [experimental]

Experimental Control Mean Difference Mean Difference

Study or Subgroup _ Mean _ SD_Total Mean SD Total Weight IV, Random.95% CI IV. Random. 95% CI

CarrR-1 2018 -0.6 1 65 08 072 65 223% -140[1.70,-1.100 —*—

CarrR-22018 -02 057 77 01 058 78 24.9% -0.30[-0.48,-0.12) =

Schlaff 2020 (UF-1)  -0.15 0.15 159 -0.35 022 82 264% 0.20(0.15,0.25) L

Schlaff 2020(UF-2) -012 017 146 003 024 68 26.4% -0.15[-0.21,-0.09) -

Total (95% Cl) 447 293 100.0% -0.37 [-0.73,-0.02] i

Heterogeneity: Tau®= 0.12; Chi*= 170.16, df= 3 (P < 0.00001); = 98% e S |

Test for overall effect Z=2.07 (P=0.04) Favours [control] Favours [experimental]
C Experimental Control Mean Difference Mean Difference

Study or Subgroup _ Mean _ SD_Total Mean SD Total Weight IV, Random.95% Cl IV. Random. 95% CI

CarrR-1 2018 -22 061 65 -06 1 65 19.0% -1.60[-1.88,-1.32) i

CarrR-22018 -18 055 77 -02 057 77 241% -1.60[-1.78,-1.42) -

Schlaff 2020 (UF-1)  -212 022 74 -015 015 159 286% -1.97[-2.03,-1.91] *

Schlafl 2020(UF-2) -18 025 66 -012 017 146 28.3% -1.68[1.75,-1.61] i

Total (95% ClI) 282 447 100.0% -1.73[-1.94, -1.52] >

Heterogeneity: Tau®= 0.04; Ch*= §3.27, df= 3 (P < 0.00001); F= 94% 5 g 5 : 3

Test for overall effect Z=16.12 (P < 0.00001)

Favours [control]

Favours [experimental]

Figure S5 Forest plot for change in total hip. (A) Mean difference in change in total hip between elagolix and placebo; (B) Mean difference in

change in total hip between elagolix add-back and placebo; (C) Mean difference in change in total hip between elagolix and elagolix add-back.

B

C

Experimental

Control Mean Difference

Study or Subgroup Mean SD_Total Mean SD_Total Weight V. Random. 95% CI

Mean Difference
V. Random. 95% CI

Tesl for overall effect: Z=5.08 (P < 0.00001)

Favours [control]

CarrR-1 2018 28 11 65 05 1 65 243% -3.30(-366,-294 —*—

CarrR-22018 -18 098 77 -02 093 78 24.7% -1.60(-1.90,-1.30) ==

Schlaff 2020 (UF-1)  -2.46 04 74 -035 036 82 255% -211[-2.23,-1.99) -

Schlaff 2020(UF-2) -1.19 043 65 -0.1 043 68 255% -1.08(1.24,-0.94) -

Total (95% CI) 281 293 100.0% -2.01[-2.77,-1.26] e

Heterogeneity: Tau®= 0.58; Chi*= 183.99, df= 3 (P < 0.00001); = 98% BT T S 1

Test for overall effect: Z=5.23 (P < 0.00001) Favours [control] Favours [experimental]
Experimental Control Mean Difference Mean Difference

Study or Subgroup _ Mean __ SD_Total Mean SD Total Weight IV, Random. 95% CI IV. Random. 95% CI

CarrR-1 2018 -05 1 65 05 1 65 17.4% -1.00[1.34,-086) ——*——

CarrR-22018 -0.5 1 77 -02 093 78 19.5%  -0.30[-0.60,0.00) ——

Schlanf 2020 (UF-1)  -083 026 159 -0.35 0.36 82 322% -0.48[057,-0.39) -

Schlaf 2020(UF-2)  -0.39 028 146 -01 043 68 31.0% -0.29[-0.40,-0.18) —=

Total (95% CI) 447 293 100.0% -0.48 [-0.68,-0.27] -

Heterogeneity: Tau®= 0.03; Chi*= 18.50, df= 3 (P = 0.0003); F= 84% g e 3 S >

Tesl for overall effect Z= 4.57 (P <0.00001) Ealiins [canlioll, Eavours [oparedi
Experimental Control Mean Difference Mean Difference

Study or Subgroup _ Mean _ SD Total Mean SD Total Weight IV, Random. 95% CI IV. Rando 5% CI

CarrR-12018 -28 11 65 -05 1 65 23.7% -230[-2.66,-1.94 —*—

CarrR-2 2018 -1.8 098 77 -05 1 77 243% -1.30[-1.61,-0.99) ==

Schlaf 2020 (UF-1)  -2.46 0.4 74 -083 026 159 26.0% -1.63[1.73,-1.53) -

Schlalf 2020(UF-2) -1.19 043 66 -039 028 146 259% -0.80[-0.91,-0.69) -

Total (95% Cl) 282 447 100.0% -1.49[-2.07,-0.92] -

Heterogeneity: Tau®= 0.33; Chi*= 146.32, df= 3 (P < 0.00001); "= 98% g3 =5 5 T )

Favours [experimental]

Figure S6 Forest plot for change in femoral neck. (A) Mean difference in change in Femoral neck between elagolix and placebo; (B) Mean

difference in change in Femoral neck between elagolix add-back and placebo; (C) Mean difference in change in Femoral neck between elagolix

and elagolix add-back.
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A

Experimental

Study or Subgroup __Events

Control
Total Events Total Weight M-H. Fixed. 95% CI

Risk Ratio

Risk Ratio

M-H. Fixed. 95% CI

CarrR-1 2018 52 65 47 65 204% 1.11[0.91,1.34] i
CarrR-22018 67 77 53 78 228%  1.28[1.07,1.53) s
Schlaff 2020 (UF-1) 94 104 71 102 311%  1.30[1.13,1.50 ==
Schlaff 2020(UF-2) 72 95 59 94 257%  1.21[1.00,1.46) |
Total (95% CI) 341 339 100.0%  1.23[1.13,1.34) A 4
Total events 285 230
Heterogeneity: Chi*= 1.94, df= 3 (P = 0.59); F= 0% E‘s 0*7 1 1%5 2
Test for overall effect: Z=4.71 (P < 0.00001) Favours [experimental] Favours [contral]
B Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total Events Total Weight M-H. Fixed. 95% CI M_H. Fixed. 95% CI
CarrR-1 2018 29 65 2 65 105% 14.50(3.61,58.28) =
CarrR-2 2018 38 77 4 78 208% 9.62(3.61,25.67) =
Schlaff 2020 (UF-1) 67 104 9 102 476% 7.30(3.85,13.85) ——
Schlaff 2020(UF-2) 41 95 4 94 21.1% 1014(3.78,27.19) ==
Total (95% Cl) 341 339 100.0% 9.14 [5.84, 14.29] . 4
Total events 175 19
Helerogeneity: Chi*= 0.95, df= 3 (P= 0.81); F= 0% 0'[']2 0? 7 p 1=0 540

Testfor overall effect Z=9.70 (P < 0.00001) Favours [experimental] Favours [control]

C Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% Cl|
CarrR-12018 52 65 48 65 21.5% 1.08[0.90,1.31]
CarrR-22018 67 77 55 77 23.6% 1.22[1.03,1.44] —_————
Schlaff 2020 (UF-1) 94 104 140 206 28.7% 1.33[1.19,1.49] ——
Schlaff 2020(UF-2) 72 95 143 189 26.1% 1.00(0.87,1.15) —
Total (95% Cl) 341 537 100.0% 1.16 [1.01,1.33] ————
Tolal events 285 386

Heterogeneity: Tau*= 0.01, Chi*=10.71,df=3 P=0.01); F=72%

Test for overall effect: Z= 2.04 (P = 0.04) LALLE] i Gt 2

Favours [experimental] Favours [control]
Figure S7 Forest plot for any AEs andhot flush. (A) Forest plot of any AEs between elagolix and placebo; (B) Forest plot of hot flush
between elagolix and placebo; (C) Forest plot of any AEs between elagolix and elagolix add-back. AEs, adverse events; M-H, Mantel-

Haenszel; CI, confidence interval.
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A Experimental Control Risk Ratio Risk Ratio

Study or Subgroup _ Events _ Total Events Total Weight M-H. Fixed. 95% CI M_H. Fixed. 95% CI

CarrR-1 2018 29 65 7 65 9.9% 414[1.96,8.77] —

CarrR-22018 38 77 1 77 155% 3.45[1.91,6.24) —— =

Schlaff 2020 (UF-1) 67 104 42 206 39.7% 3.16(2.33,4.29) =

Schlaff 2020(UF-2) 41 a5 37 189 34.9% 2.20[1.52,3.19) =—

Total (95% Cl) 341 537 100.0%  2.97 [2.40, 3.67] <>

Total events 175 97

Heterogeneity: Chi*= 3.66, df= 3 (P = 0.30); F=18% y t y 3 2 +
0.1 0.2 05 1 2 5 10

Tesl for overall efiect: Z= 10.00 (P < 0.00001) Favours [experimental] Favours [control]

B Experimental Control Risk Ratio Risk Ratio

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

CarrR-1 2018 48 65 47 65 17.2% 1.02[0.83,1.26)

CarrR-22018 55 77 53 78 19.3% 1.05(0.85,1.29]

Schlaff 2020 (UF-1) 140 206 71102 34.7% 0.98(0.83,1.14) &

Schlaff 2020(UF-2) 143 189 59 94 28.8% 1.211.01,1.44) ol

Total (95% Cl) 537 339 100.0%  1.06 [0.97,1.17] ~ai

Total events 386 230

+- +- -+ -+
07 0.85 1 1:2 1.5
Favours [experimental] Favours [control]

Helerogeneity: Chi*= 3.23, df=3 (P=0.36); F=7%
Tesl for overall eflfect Z=1.33 (P=0.18)

C Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
CarrR-1 2018 T 65 2 65 86% 350(0.76,16.22)
CarrR-2 2018 1 77 4 78 17.0% 2.79(0.93,8.37)
Schlaff 2020 (UF-1) 42 206 9 102 51.5% 231117, 4.56) —
Schlaff 2020(UF-2) 37 189 4 94 229% 4.60(1.69,12.52) —_—
Total (95% Cl) 537 339 100.0%  3.02[1.87,4.86] -
Total events 97 19
Heterogeneity: Chi*=1.33, df= 3 (P = 0.72); F= 0% 0 = 0*2 3 g 20*
Tost for overall effect Z= 4.55 (P < 0.00001) Favours [experimental] Favours [control]

Figure S8 Forest plot for hot flush and any AEs. (A) Forest plot of hot flush between elagolix and elagolix add-back; (B) Forest plot of any
AEs between elagolix add-back and placebo; (C) Forest plot of hot flush between elagolix add-back and placebo. AEs, adverse events.
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A Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
CarrR-12018 3 65 6 65 46.0%  050(0.13,1.91] —
CarrR-22018 5 77 1 78 7.6% 5.06(061,42.36)
Schlaff 2020 (UF-1) 3 104 5 102 387% 0.59(0.14, 2.40) — &
Schlaff 2020(UF-2) 4 95 1 94 7.7% 3.96(0.45, 34.76)
Total (95% ClI) 341 339 100.0%  1.15[0.55, 2.38)
Total events 15 13
Heterogeneity: Chi*= 5.46, df= 3 (P = 0.14); F= 45% 10 = 0=1 3 1=0 100=
Testfor overall effect Z=0.37 (P=0.71) Favours [control] Favours [experimental]
B Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% ClI
CarrR-12018 1 65 6 65 23.5% 0.17(0.02,1.35] "
CarrR-22018 4 77 1 78 22.7% 4.05(0.46, 35.44) Al
Schiaff 2020 (UF-1) 3 206 5 102 303% 0.30[0.07,1.22) ——&—r
Schlaff 2020(UF-2) 7 189 1 94 23.5% 3.48(0.43,27.89) =
Total (95% Cl) 537 339 100.0% 0.84 [0.17,4.02]
Total events 15 13
Heterogeneity: Tau®= 1.59; Chi*= 8.08, df= 3 (P = 0.04); F= 63% ou 1 0*1 ; 1f0 - oo=
Test for overall effect: Z=0.22 (P= 0.83) Favours [experimental] Favours [control]
C Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed. 95% CI M_.H. Fixed. 95% CI
CarrR-1 2018 3 65 1 65 8.5% 3.00(0.32, 2809
CarrR-22018 5 77 4 77 34.2% 1.25(0.35, 4.48) | |
Schlaff 2020 (UF-1) 3 104 3 206 17.2% 1.98(0.41, 9.64) —— e
Schilaff 2020(UF-2) 4 95 7 189 40.0% 1.14(0.34,3.79)
Total (95% ClI) 341 537 100.0%  1.48[0.72, 3.03)
Total events 15 15
Heterogeneity: Chi*= 0.77, df= 3 (P = 0.86); F= 0% f} 02 0=1 1 150 58
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Figure S9 Forest plot for serious AE. (A) Forest plot of serious AE between elagolix and placebo; (B) Forest plot of serious AE between
elagolix add-back and placebo; (C) Forest plot of serious AE between elagolix and elagolix add-back. AE, adverse event; M-H, Mantel-

Haenszel; CI, confidence interval.
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