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Additional Figure 1: Comparison between elagolix and placebo for the outcome reduction of menstrual blood loss of less than 80 ml by frequency of drug administration.
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Additional Figure 2: Comparison between elagolix and placebo for the outcome reduction of menstrual blood loss of less than 80 ml by fibroid volume. 
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Additional Figure 3: Comparison between elagolix and placebo for the outcome reduction of menstrual blood loss of less than 80 ml by uterine volume.
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Additional Figure 4: Comparison between elagolix and placebo for the outcome reduction of menstrual blood loss of more than 50% by frequency of drug administration. 
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Additional Figure 5: Comparison between elagolix and placebo for the outcome reduction of menstrual blood loss of more than 50% by fibroid volume.

 [image: ] Additional Figure 6: Comparison between elagolix and placebo for the outcome reduction of menstrual blood loss of more than 50% by uterine volume.

 [image: ] Additional Figure 7: Comparison between elagolix and placebo for the outcome improvement in hemoglobin level.

 [image: ] Additional Figure 8: Comparison between elagolix and placebo for the outcome uterine volume. 

 [image: ] Additional Figure 9: Comparison between elagolix and placebo for the outcome fibroid volume.
 [image: ] Additional Figure 10: Comparison between elagolix and placebo for the outcome symptom severity.
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Additional Figure 11: Comparison between elagolix and placebo for the outcome health-related quality of life.
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Additional Figure 12: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome reduction of menstrual blood loss of less than 80 ml by dosage.
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Additional Figure 13: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome reduction of menstrual blood loss of less than 80 ml by uterine volume.
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Additional Figure 14: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome reduction of more than 50% menstrual blood loss by dosage.
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Additional Figure 15: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome reduction of more than 50% menstrual blood loss by uterine volume.
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Additional Figure 16: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the improvement in hemoglobin level.
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Additional Figure 17: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome uterine volume.
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Additional Figure 18: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome fibroid volume.
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Additional Figure 19: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the outcome symptoms severity.
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Additional Figure 20: Comparison between elagolix and elagolix with estradiol/norethindrone acetate for the health-related quality of life.







APPENDIX 1 
Search strategy
CENTRAL, PubMed, ScienceDirect, SCOPUS, EBSCOHOST
1 leiomyoma
2 fibroid
3 #1 OR #2
4 menorrhagia
5 #3 AND #4
6 ELAGOLIX
7 #5 AND #6
8 "menorrhagia"[MeSH Terms] OR "menorrhagia"[All Fields] OR "menorrhagias"[All Fields] OR ("menorrhagia"[MeSH Terms] OR "menorrhagia"[All Fields] OR ("heavy"[All Fields] AND "menstrual"[All Fields] AND "bleeding"[All Fields]) OR "heavy menstrual bleeding"[All Fields])
9 "elagolix"[Supplementary Concept] OR "elagolix"[All Fields]
10 ((menorrhagia) OR (heavy menstrual bleeding) AND ((ffrft[Filter]) AND (fha[Filter]) AND (randomizedcontrolledtrial[Filter]) AND (fft[Filter]))) AND (elagolix AND ((ffrft[Filter]) AND (fha[Filter]) AND (randomizedcontrolledtrial[Filter]) AND (fft[Filter])))
11 ("menorrhagia"[MeSH Terms] OR "menorrhagia"[All Fields] OR "menorrhagias"[All Fields] OR ("menorrhagia"[MeSH Terms] OR "menorrhagia"[All Fields] OR ("heavy"[All Fields] AND "menstrual"[All Fields] AND "bleeding"[All Fields]) OR "heavy menstrual bleeding"[All Fields])) AND ("loattrfree full text"[Filter] AND "hasabstract"[All Fields] AND "randomized controlled trial"[Publication Type] AND "loattrfull text"[Filter]) AND (("elagolix"[Supplementary Concept] OR "elagolix"[All Fields]) AND ("loattrfree full text"[Filter] AND "hasabstract"[All Fields] AND "randomized controlled trial"[Publication Type] AND "loattrfull text"[Filter]).



image6.png
Elagolix Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI MH, Random, 95¢% CI
1.25.1 Mean uterine volume <500 cm3

Archer 2017 75e0 2 15 121%  B25[1.71,2278)

Sehiafl 2020 - Elars UF-1 8 104 9 102 204%  948[60517.79] —_-
‘Subtotal (95% C1I) 194 17 325%  875[4.97,1542 -
Total events 162 11

Heterageneity: Tau = 0.00; ChP = 0.33, if=1 (P= 0.57) F= 0%

Test for overall efect Z= 7.51 (P < 0.00001)

1.25.2 Mean uterine volume >500 cm3

Atcher 2017 59 63 11 33 223%  281[1.73,457) —_

can 2018 122133 47 140 208%  273[215,3.47] -
Schiafi 2020 - Elars UF-2 7395 9 o4 204%  803[427,1508] ——
Subtotal (95% C1) 291 267 67.5% 3.75[2.06, 6.82] -
Total events 254 o7

Heterageneity: Talr = 0.23; ChF=11.17,df= 2 (P = 0.004);

Testfor oversl effect: 2

32(P <0.0001)
Total (95% C1) 485 384 100.0% 4.88(2.63,9.05] -

Total events 418 8
Heterogeneity: Taw"= 0.38; Chi*= 26.22, df= 4 (P < 0.0001); F= 85% Yoz oh N
Testfor oversll effect: Z= 5.03 (P < 0.00001) Favours Placebo Favours Elagolix

Testfor subaroun differences: Chif= 4 07 df=1 (P = 0.04) F= 75 5%





image7.png
Elagolix Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI MH, Random, 95¢% CI
Atcher 2017 73 122 9 33 168%  250[1.44,458] —

Carr 2018 85 132 39 140 677% 234[1.74,314] -
Sehiafi 2020 - Elars UF-1 27w 5 31 85%  408(175,939 —
Sehiall 2020 - Elaris UF-2 125 5 24 70% 1820077480 T

Total (95% C1) 320 234 100.0% 246[1.93,3.13] >

Total events 196 58

Heterogeneity. Tau®= 0.00; Chi*= 1.88, df= 3 (P = 0.60); F= 0% b oh I

Testfor oversl effect: 2

28 (P < 0.00001) Favours Placebo Favours Elagolix




image8.png
Elagolix Placebo Mean Difference Mean Difference
Study or Subgroup Mean __SD Total Mean __SD Total Weight _IV,Random,95% CI IV, Random, 95% CI
Atcher 2017 209171 208088 104 12727 209285 33 30.5% 2618 [34.76,-17.60] ——
can 2018 288678 20749 121 135185 316101 130 325% -4230[49.95,
SChiam2020-Elaris U1 2857 587738 104 657 200706 102 230% -3714[4077,
Sehiall 2020 - Elaris UF-2 20 84138 95 10 488234 94 140% -30.00[4959,
Total (95% CI) 424 350 100.0% 3450 [43.48,2553] <@

Heterageneity: Tau"= 49.55; ChP= 8.03, o=
Testfor oversll effect: Z= 7.54 (P < 0.00001)

(P=0.08);

=63%

25
Favours Elagolix Favours Placebo

50




image9.png
Elagolix Placebo Mean Difference Mean Difference
Study or Subgroup Mean __SD Total Mean _SD Total Weight IV, Random,95%Cl WV, Random, 95% CI
Archer 2017 205267 906679 97 02891 5335 33 161% -2024[4567,539 ————
carr2018 378143 20323 112 21042 387687 119 342% -4002F48.85-31.19] —E—
Schiafi2020-Elaris UF-1  -28.57 727018 102 1429 5765 100 231% -4286[6094,-2478) +—=——
Schlaff 2020 - Elaris UF-2 20 5806 95 206 482389 92 208% -17.413211,-217] —_—
Total (95% CI) 406 344 100.0% -31.39[4460,18.00] e

Heterogeneity Tau"= 114.46; Chi*= 867, df= 3 (P = 0.03); = 65%
Testfor oversll effect: 2= 4.63 (P < 0.00001)

25
Favours Elagolix Favours Placebo

50




image10.png
Elagolix Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total _Mean SD Total Weight IV, Random, 95% CI IV, Random, 9% CI
Archer 2017 360243 258067 115 174457 245033 35 22.1% -19.48[28.67,-10.00] —
car2018 448533 27887 133 200714 32727 140 271% -24.78 [25.50,-24.08) -
Schlaff 2020 - Elaris UF-1 49 102333 103 -10.3 227239 102 256% -3870[4353,-3387 —
Schlafl 2020 - Elaris UF-2 50 14647 94 7.0 21869 92 252% -4210[47.46,-3674 —=—
Total (95% C1) 445 369 100.0% -31.54[41.85,21.22] -
Heterageneity: Taw"= 102.23; Chi*= 70.71, df= 3 (P < 0.00001); 0 % % 0

Testfor oversll effect: Z= 5.99 (P < 0.00001)

Favours Elagolix Favours Placebo




image11.png
Elagolix Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total _Mean SD_Total Weight IV, Random, 95% CI IV, Random, 9% CI
Archer 2017 320487 279464 113 160743 310136 35 208% 17.67[5.11,29.64] —
car2018 441526 3078 133 201820 5823 140 27.7% 23.07 [22.87,25.07) =

Schlaff 2020 - Elaris UF-1 48 1535 103 100 220250 102 259% 37.10([31.75,4245] -
Schlafl 2020 - Elaris UF-2 48 14847 94 65 222527 02 258% 41.50(36.07,4693] —
Total (95% C1) 443 369 100.0% 30.64[20.14,41.15] ~
Heterageneity: Taw"= 103.51; Chi*= 50.97, df= 3 (P < 0.00001); 3 5 % 0

Testfor oversll effect: 2= 5.72 (P < 0.00001) Favours Placebo Favours Elagolix




image12.png
Elagoli  Elagolix with E2NETA Risk Ratio Risk Ratio
Study or Subgroup Events Total _ Events Total Weight M-H,Random,95%Cl MH, Random, 95¢% CI
211 LDEZNETA
Archer 2017 7 3 28 33 73%  0960076,120) -
Car 2018 122 133 107 134 197% 11501041271 g
Subtotal (95% CI) 166 167 27.4% 1.08[0.92,1.27] *
Total events 135
Heterogeneity: Tau*= 0.01; Ch =1(P=015);F=51%
Test for overal efect Z-
21.2 SDEZNETA
can 2018 122133 114 138 214%  1010.01,122 F
Sehiafi 2020 - Elars UF-1 a7 104 141 206 155% 1220108139 -
Schiall 2020 - Elaris UF-2 73 95 145 189 142% 100087118
Simon 2020 8 94 181 06 222% 1020931111 ‘{
Subtotal (95% CI) 426 739 72%%  1.08[100,1.18]
Total events 366
Heterogeneity: Tau*= 0.00; Chi 58%
Test for overall efect 2= 1.86
Total (95% CI) 592 906 100.0%  1.09[1.02,1.16] »
Total events 515 716
Heterageneity: Talr = 0.00; ChF= 8.64, 0= § (P = 0.08); F= 48% T 1 5 =

Testfor overall effect 2= 2.45 (
Testfor subaroun differences: Chi

0.01)

0.00 df=1(P=1.00

o

Favours Elagolix Favours Elagolix+E2INETA




image13.png
Elagolix Elagolix with E2INETA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M.H, Random, 95% CI
2251 Mean utering volume <500cm3
Schlaff 2020 - Elaris UF-1 87 104 141 206 19.1% 1.22[1.08,1.38] -
Schlaff 2020 - Elaris UF-2 73 95 145 189 17.6% 1.00[0.87,1.15]
Simon 2020 84 94 181 206 25.9% 1.02(0.83,1.11] E
Subtotal (95% CI) 293 601 62.6% 1.07 [0.95,1.21]
Tota events 244 457
Heterogeneity: Tau®= 0.01; Ch# 65, df=2 (P =0.04), 0%
Testior overal effect 2= 1.14 (= 0.26)
223.2 Mean uterine volume >500cm3
Archer 2017 27 33 28 33 97% 0.96[0.78,1.20]
Carr 2018 122 133 m 272 277% 1.13[1.05,1.22] E
Subtotal (95% CI) 166 305 37.4% 1.08[0.94,1.24]
Tota events 148 29
Heterogeneity: Tau*= 0.01; Chi*=1.85, df= 1 (F = 0.17); = 46%
Testor overal effect 2= 1.05 (= 0.26)
Total (95% CI) 459 906 100.0% 1.08[1.00, 1.16] *
Tota events a3 76
Heterogeneity: Tau®= 0.00; Ch# 13, df= 4 (P = 0.06); F=56% oz o T i i

Testfor overall effect 2= 1.84 (
Testfor subaroun differences: Chi

0.07)
0.00 df=1 (P =0.96)

o

Favours Elagolix Favours Elagolix+E2INETA




image14.png
Elagolix  Elagolix with E2/NETA

Risk Ratio

Risk Ratio

Study or Subgroup Events Total _Events Total Weight M.H,Random, 95% CI M-H, Random, 95% CI
221 LDE2NETA

Archer 2017 ELI-} 28 3 77% 1.07[0.89,1.28]

carr2018 122 133 111 134 211% 11111.01,1.21) E
Subtotal (95% CI) 166 167 288%  110[1.01,119]

Total events 139

Heterogeneity Tau®= 0.00; Chi =1(P=078)F= 0%

Testfor oversl effect: 2

222 SDE2NETA

car 2018 122 133 118 138 222% 1.0911.00,1.19] "
Schlaff 2020 - Elaris UF-1 87 104 141 206 138% 1.2211.08,139) -
Schlafl 2020 - Elaris UF-2 FEI 145 189 123% 1.00[0.87,1.15]

simon 2020 84 o4 181 206 23.0% 1.02[083,1.11] ‘{
Subtotal (95% CI) 42 730 7T12%  108[0.99,147]

Total events 366 583

Heterogeneity: Tau = 0.00; Chi* 56%

Testfor overall effect Z= 1.81 (

Total (95% CI) 502 906 1000%  1.08[1.02,1.14]

Total events st8 722

Heterogeneity Tau®= 0.00; Chi
Testfor overall effect 2= 2.84 (
Testfor subaroun differences: Chi

16,
0.004)
043 df=1(P=072

=5(P=021)F=30%

o

bz 01 7 10
Favours Elagoli-E2NETA Favours Elagolix

50




image15.png
Elagolix  Elagolix with E2/NETA Risk Ratio Risk Ratio

Study or Subgroup Events Total _Events Total Weight M.H,Random, 95% CI M-H, Random, 95% CI
2.24.1 Mean uterine volume <500cm3.

Schlafl 2020 - Elaris UF-1 a7 104 141 206 17.4% 1.2211.08,139) -
Schlafl 2020 - Elaris UF-2 FEI 145 189 158% 1.00[0.87,1.15]

simon 2020 84 o4 181 206 263% 1.02[083,1.11] i
Subtotal (95% CI) 293 601 595%  107[0.95121]

Total events 244 467

0%

Heterogeneity Tau®= 0.01; Chi*= 6,65, df=2 (P = 0.04)

Testfor oversll effect: 2= 1.14 (P = 0.25)

'2.24.2 Mean uterine volume >500cm3.

Archer 2017 ELR <} 28 33 104% 1.07[0.89,1.28]
carr2018 122 133 227 272 301% 1.1011.02,1.18) E
Subtotal (95% CI) 166 305 405%  110[1.02,147]

Total events 152 255

Heterogeneity: Tau = 0.00; Chi*

o,

=1(P=080) P

Testfor oversll effect: 2= 2.62 (P = 0.009)
Total (95% CI) 459 906 1000%  1.08[1.01,1.15]
Total events 396 722
Heterogeneity: Taw"= 0.00; Chi*= 7.03, df= 4 (P= 0.13), F= 43%
boz 01 1 10 50
Testfor overall effect 2= 225 ( = 0.02) Favours Elagolix Favours Elagolix+E2INETA

0.08 df=1(P=077

Testfor subaroun differences: Chi 1%




image16.png
Elagolix Elagolix with E2INETA Risk Ratio Risk Ratio
Study or Subgroup Events Total  Evemts Total Weight M.H,Random, 95%CI M.H, Random, 95% CI
Archer 2017 w27 2 28 109%  133(081,238] b
carr2018 & 132 183 65 285% 113096133 =
Schlaff 2020 - Efaris UF-1 27w 2 52 199%  107(079,148] -
Schlaf2020-Elaris UF:2 10 25 2 28 117%  047(026,077] —
Siman 2020 o7 a4 149 M6 200% 0990085 115] +
Total (95% C1) 319 580 100.0% 0.99[0.80,1.22] *
Total events 08 a7
Heterogensiy. Tau?= 0.03; ChF = 12.40, = 4 (°= 0.01); F= 68%
Testfor overal effect. Z= 0.08 (P = 0.83) ez o ! o °

Favours Elagolix Favours Elagolix+E2INETA




image17.png
Elagolix Elagolix with E2INETA Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD__Total Weight __IV,Random,95%Cl IV, Random, 9% CI
Archer 2017 2188 298 22 1743 1950 22 21.3%  -4.25[10.13,1083 —
car2018 2886 20749 121 1277 250784 234 346%  -16.00[2220,-089] —=—
SChiaf2020-Elaris UF-1 2857 567736 104 -571 418390 206 24.4%  -2286[3551

Schiaf2020-Elaris UF-2  -20 84133 05 143 Q0888 189 187%  -21.43(38.41,

simon 2020 200 22467 80 BBE 56222 177 1% -133.40[22075,

Total (95% CI) 422 828 100.0%  -17.47[-27.54,.7.40] —~—
Heterogeneity: Tau®= 66.43; Chi*= 8.57, df= 4 (P = 0.05);

e B o % i
Testior overal effect 2= 340 (= 0.0007) Favours Elagolix Favours Elagolix+EZNETA





image18.png
Elagolix Elagolix with E2NETA Mean Difference Mean Difference

Study or Subgroup Mean _ SD Total Mean SD Total Weight IV, Random,95%Cl IV, Random, 95¢% CI
Atcher 2017 3852 4172 22 2577 46B4 22 48% 1275[38.90,13.40]

Carr 2018 -37.9143 20323 112 -134677 30.0871 220 §9.8% -24.45[31.94,-16.05] ——
SChiam2020-Elaris U1 -2857 727018 102 -571 §1.9257 203 12.4% -2286[39.34,-6.38]

Schiall 2020 - Elaris UF-2 20 5606 95 0592432 186 168% -2000[3413-587) —

Simon 2020 266 o7.E094 77 2 570919 169 6% -2BA0[5208,-517) ¢

Total (95% CI) 408 800 100.0% -23.18[-28.98, -17.38] -

Heterogeneity Tau®= 0.00; Chi
Testfor oversl effect: 2

12,d= 4 (P=0.89) F= 0%
‘50 5 [] 75 50
84 (P < 0.00001) Favours Elagolix Favours Elagolix+E2INETA





image19.png
Elagolix Elagolix with E2NETA Mean Difference Mean Difference

Study or Subgroup Mean SO Total _Mean SO Total Weight IV.Random,95%Ci v, Random, 95% €I
eher 2017 316 2867 2 203 2535 22 02% -130£2654,404] ——

Carr 2018 448526 27796 133 -358456 346327 272 988%  -9.01[963,-838) [ |

Schiaft 2020- Efaris UF-1 4B 102333 103 332 875515 208 0.3% -1580(27.92,368) —_—

Schiaft 2020 - Elaris UF-2 S0 14847 84 414 816281 185 03%  -66012073,353

Simon 2020 LS4 342881 73 4D 266544 173 D% -1400F2281,-519)

Total (95% C) 420 859 1000%  -9.051958, 8.43] '

Heterageneity: Taw"= 0.00; Chi*= 251, df= 4 (P = D.64); F= 0% e B [] %5 50
Testfor overall effect: Z= 28.49 (P < 0.00001) Favours Elagolix Favours Elagolix+E2INETA





image20.png
Elagolix Elagolix with E2NETA Mean Difference Mean Difference
Study or Subgroup Mean __SD Total Mean S Total Weight IV,Random,95%Cl IV, Random, 95% CI
Atcher 2017 3 2791 25 286 2412 22 62% 7.40(7.48,2228] —
can 2018 441526 3078 133 368835 3821 272 I17%  7.27(658,7.09] .
Sehiafi 2020 - Elars UF-1 48 1535 103 38 232514 206 236% 10.00[566,14.34] -
Schiall 2020 - Elaris UF-2 48 14647 94 42 220930 186 236%  B.00[1.86,10.34] -
Simon 2020 528 20448 73 30 ZBESA4 173 14.9% 2280(15.02,30.56] —_—
Total (95% C1) 428 859 100.0%  9.94[5.82,14.06] e
Heterageneity: Talr = 13.83; ChP = 16.97,df= 4 (P= 0.002); F= 76% = 5 5 % =

Testfor oversll effect: 2= 4.73 (P < 0.00001)

Favours Elagoli-E2NETA Favours Elagolix




image1.png
Elagolix  Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI MH, Random, 95¢% CI
111 Elagolix bd dosage
Atcher 2017 8 94 13 43 184%  314[1.95,504] —
can 2018 5 62 21 B4 199%  280[1.95,401] -
Sehiafi 2020 - Elars UF-1 87 104 9 102 163%  948[6.05,17.79] —
Schiafl 2020 - Elars UF-2 7395 9 a4 162%  803[427,1508] ——
Subtotal (95% C1) 355 308 708% 4.90[2.59, 9.25] -
Total events 207 52
Heterageneity: Talr = 0.35; ChP= 18.98, = 3 (P = 0.0003) = 84%
Test for overall efect Z= 4.8 (P < 0.00001)
1.2 Elagoix qd dosage
Atcher 2017 52 61 2 15 87% 63901752333 —_—
Car 2018 6 71 28 75 205% 2480184330 -
Subtotal (95% C1) 132 91 202% 3.35[1.28,8.78] ——
Total events 17 a0
Heterageneity: Talr = 0.33; ChP= 2.43, 0= 1 (P=0.12); F= 5%
Test for overall efect Z= 2.45 (P = 0.01)
Total (95% C1) 487 399 100.0% 434[2.66,7.09] >
Total events a1 82
Heterageneity: Talr = 0.26; ChF= 26,28, = 5 (P < 0.0001); = 82% b rrm—

Testfor oversl effect: 2

Testfor subaroun differences: Chi

86 (P < 0.00001)

042 di=1(P=052

o

Favours Placebo Favours Elagolix




image2.png
Elagolix Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI MH, Random, 95¢% CI
1.22.1 Mean fibroid volume (<50 cm3)

Atcher 2017 26 3 215 121%  6390172,2307]

Sehiafl 2020 - Elars UF-1 & 104 9 102 203%  848[E0517.79] —_-
Subtotal (95% C1) 135 117 324%  877[4.98,15.45] -
Total events 113 11

Heterageneity: Tau = 0.00; ChP= 0.31, if=1 (P= 0.58) F= 0%

Test for overall eflct Z= 7.51 (P < 0.00001)

1.22.2 Mean fibroid volume (>50 cm3)

Archer 2017 108 122 13 48 224%  321[201,513) —_

can 2018 122 133 49 140 208%  262[208,3.30] -

Schiafi 2020 - Elars UF-2 7395 9 o4 203%  803[427,1508] ——
Subtotal (95% C1) 350 282 67.6% 3.85[2.09,7.09] -
Total events a0t n

Heterageneity: Talr = 0.24; ChF= 1213, f= 2 (P = 0.002);

Testfor oversl effect: 2

33(P < 0.0001)
Total (95% CI) 485 399 1000% 4.97 [2:67,9.25] -

Total events 414 82
Heterageneity: Taw"= 0.39; Chi*= 27.35, df= 4 (P < 0.0001); F= 85% Yoz oh N
Testfor oversll effect Z= 5.06 (P < 0.00001) Favours Placebo Favours Elagolix

Testfor subaroun differences: Chif= 3.75 df=1 (P = 0.05) F= 73.3%





image3.png
Elagolix Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI MH, Random, 95¢% CI
1.24.1 Mean uterine volume <500 cm3

Atcher 2017 75 a0 2 15 125%  B25[1.71,2278]

Sehiafl 2020 - Elars UF-1 8 104 9 102 204%  948[60517.79] —_-
‘Subtotal (95% C1I) 194 17 329%  8.75[4.97,1542 -
Total events 162 11

Heterageneity: Tau = 0.00; ChP = 0.33, if=1 (P= 0.57) F= 0%

Test for overall efect Z= 7.51 (P < 0.00001)

1.24.2 Mean uterine volume >500 cm3

Atcher 2017 57 63 11 33 221% 2710166443 —_

can 2018 122 133 49 140 205%  262[208,3.30] -

Schiafi 2020 - Elars UF-2 7395 9 o4 204%  803[427,1508] ——
Subtotal (95% C1) 291 267 67.1% 3.66[1.95, 6.83] -
Total events 252 69

Heterogeneity Tau?= 0.25; Chi*=12.22, df= 2 (P = 0.002); P

Testfor oversl effect: 2

07 (P <0.0001)
Total (95% C1) 485 384 100.0% 481[2.53,9.16] -

Total events 414 0
Heterageneity: Ta"= 0.43; Chi*= 28.82, df= 4 (P < 0.00001); F= 86% Yoz oh R
Testfor oversll effect: 2= 4.78 (P < 0.00001) Favours Placebo Favours Elagolix

Testfor subaroun differences: Chif= 4 11 df=1 (P = 0.04) [F= 75.7%





image4.png
Elagolix  Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI MH, Random, 95¢% CI
1.2.1 Elagolix bd dosage
Atcher 2017 82 94 13 48 172%  3220201,518) —_
can 2018 5 62 20 B4 186%  209[207,433 -
Sehiafi 2020 - Elars UF-1 8 104 9 102 150%  948[605,17.79] —
Schiafl 2020 - Elars UF-2 7395 9 o4 149%  803[427,1508] ——
Subtotal (95% C1) 355 308 65.7% 5.00[274,0.13] -
Total events e 51
Heterageneity: Talr = 0.30; ChF= 16.73, = 3 (P = 0.0008) = 82%
Test foroverall efect Z= 5.24 (P < 0.00001)
122 Elagoix qd dosage
Atcher 2017 52 58 6 15 150% 2200118412 —_
Car 2018 6 71 27 75 193%  254[1.86,3.47] -
Subtotal (95% CI) 130 91 343% 247[1.87,3.26] >
Total events 118 £
Heterageneity: Tau = 0.00; ChP= 016, if=1 (P = 0.69) F= 0%
Test for overall efect Z= 6.3 (P < 0.00001)
Total (95% C1) 485 399 100.0% 3.86[247,6.03] >
Total events 416 1
Heterogeneity. Tau®= 0.24; Chi*= 26.44, 4= § (P < 0.0001); = 81% b oh I

Testfor oversll effect: 2= 5.94 (P < 0.00001)
Testfor subaroun differences: Chif= 4 36 df= 1 (P = 0.04).

s

Favours Placebo Favours Elagolix




image5.png
Elagolix Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H,Random,95%Cl M-H, Random, 95% CI
1.23.1 Mean fibroid volume (<50 cm3)
Arther 2017 % 3 6 15 185% 210[1.11,397) —
Schlafl 2020 - Elaris UF-1 87 104 9 102 186%  9.48[505,17.79)
Subtotal (95% CI) M7 3A%  446[092,2171]

Total events
Heterogeneity: Tau = 1.20; Chi*
Testfor oversl effect: 2

15
1(F=0.0004) = 92%

1.23.2 Mean fibroid volume (>50 cm3)

Archer 2017 108 122 13 48 208%
car2018 122 133 47 140 235%
Schlafl 2020 - Elaris UF-2 [T 9 o4 186%
Subtotal (95% CI) 350 282 629%
Total events 303 69
Heterogeneity: Taw"= 0.21; Chi*= 10.98, df= 2 (P = 0.004); F= 82%
Testfor oversll effect: Z= 4.59 (P < 0.00001)

Total (95% CI) 85 399 100.0%
Total events 418 a4

Heterogeneity Tau®= 0.32; Chi*= 26,25, df= 4 (P < 0.0001); = 85%

Testfor oversll effect: Z= 5.05 (P < 0.00001)
Test for subaroun differences: Chif= 0.02 df= 1 (F = 0.88).

o

3271205,522)
273(215,347)
8.031427,15.08)
3.92[219,7.03]

416[239,7.23]

oz

—
01 0 &

Favours Placebo Favours Elagolix





