N I c National Institute for
Hedalth ang Care Excellencea

Single Technology Appraisal

Relugolix—estradiol-norethisterone acetate
for treating moderate to severe symptoms
of uterine fibroids [ID3842]

Committee Papers

© National Institute for Health and Care Excellence 2022. All rights reserved. See Notice of Rights. The content
in this publication is owned by multiple parties and may not be re-used without the permission of the relevant
copyright owner.



N I c National Institute for
Hedalth ang Care Excellencea

NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
SINGLE TECHNOLOGY APPRAISAL

Relugolix—estradiol-norethisterone acetate for treating moderate to severe
symptoms of uterine fibroids [ID3842]

Contents:
The following documents are made available to consultees and commentators:

The final scope and final stakeholder list are available on the NICE website.

1. Company submission from Gedeon Richter

2. Clarification questions and company responses
a. Clarification response
b. Further response to Clarification question B9
C. Updated cost-effectiveness results
d PEARL | and PEARL Il menstrual blood loss results by visits

3. Patient group, professional group and NHS organisation submissions
from:
a. FEmISA — Fibroid Embolisation, Information, Support & Advice

4. Evidence Review Group report prepared by Aberdeen HTA Group

5. Evidence Review Group report — factual accuracy check
6. Technical engagement response from company
7. Technical engagement responses and statements from experts:
a. Mr Alexander Oboh — clinical expert, nominated by Gedeon Richter
8. Technical engagement responses from consultees and commentators:
a. FEmISA — Fibroid Embolisation, Information, Support & Advice
b. Bayer
9. Evidence Review Group critique of company response to technical

engagement prepared by Aberdeen HTA Group

Any information supplied to NICE which has been marked as confidential, has been
redacted. All personal information has also been redacted.

© National Institute for Health and Care Excellence 2022. All rights reserved. See Notice of Rights. The content
in this publication is owned by multiple parties and may not be re-used without the permission of the relevant
copyright owner.


https://www.nice.org.uk/guidance/gid-ta10734/documents/final-scope
https://www.nice.org.uk/guidance/gid-ta10734/documents/final-matrix-2

NATIONAL INSTITUTE FOR HEALTH AND
CARE EXCELLENCE

Single technology appraisal

Relugolix with oestradiol and norethisterone
acetate for treating uterine fibroids [ID3842;
GID-TA10734]

Document B

Company evidence submission

October 2021
File name Version Contains Date
confidential
information
ID3842_relugolixCT_GR_submission | 1 Yes 26.10.21
document B_REVISED_26.10.21

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 1 of 356



Contents

Relugolix with oestradiol and norethisterone acetate for treating uterine fibroids

[ID3842; GID-TATOT 4] eeeeeeeeeieeieeieeetiieteaaeaaaaaaaaeaaaaaaasaaaaaaasassssassssssssnssnnsnnnnnnnnnnnes 1
Tables @Nd FIQUIES.......ccoouiiiieee et e e e e e e e e e e e e enanaaaaees 4
ADDIEVIatioNS ..o e 12
+ Decision problem, description of the technology and clinical care pathway....... 16
e DeCISION ProbIem........ccooiiie e 16
» Description of the technology being appraised............cccccooeeeiiiiiiiiiiiieeeen... 20
* Health condition and position of the technology in the treatment pathway .. 22
*  Equality considerations ............coooiiiiiiiiiiiiii e 37
¢ Clinical effeCtiVENESS ........uuiiie e 39
. Identification and selection of relevant studies.............cccccoovviiiiiiiiienno. 39
. List of relevant clinical effectiveness evidence............cccccooovveiiiiiiiinne.o. 40
. Summary of methodology of the relevant clinical effectiveness evidence 43
. Statistical analysis and definition of study groups in the relevant clinical
effeCtiveness EVIAENCE ..........ooiiiiii e 58
. Quality assessment of the relugolix CT clinical effectiveness evidence... 63
. Clinical effectiveness results of the relevant trials.............cccccceeeeee, 66
. SUDGroUP @NAIYSIS .....eveiiiiiiiiiiiiiiii e 88
. MeEta-analySiS.....ccuuiiiiiiie e 88
. Indirect and mixed treatment comparisons ...........ccccceeiieiiieiiiiiiiccee 88
. AdVErse reaCtioNS.........uoiiiiiiii e 99
. Ongoing study: LIBERTY withdrawal study ... 108
. INNOVALION ... 114
. Interpretation of clinical effectiveness and safety evidence ................ 115
* COSt effECtIVENESS... .o 123
. Published cost-effectiveness studies ..o 123
. ECONOMIC @N@alySiS .....ccovviiiiiiiiiiiiiiiiiiiiiiiieeeeeeeeeeee e 126
. Clinical parameters and variables ..., 130
. Measurement and valuation of health effects ..............ccccriii 146
MBL VOIUME INPUL ..o e e e e e e e e 150
. Cost and healthcare resource use identification, measurement and
1V 2= L= £ o PP 160
. Summary of base-case analysis inputs and assumptions...................... 169
. Base-Case reSuUItS .......oooeieeiii e 170
. SeNSItiVIty @NalYSES.......uiiii i 172
. SUDGroup @NAIYSIS ......eviiiiiiiiiiiiiiiii 181
. Validation .......oeeeeee e 181
. Interpretation and conclusions of economic evidence ........................ 181
® REFEIENCES ...ttt e e e e e aaaees 183
S Y o] 01T g o [T = USRS 204
Appendix C: Summary of product characteristics (SmPC) and European public
assessment report (EPAR).... ... 205
C1.1 SMPC (122)(89) ..o 205
Cl.2 EPAR . 225
Appendix D: Identification, selection and synthesis of clinical evidence................. 226
D1.1 Identification and selection of relevant studies...............ccooooiiiiiiiinnn. 226
D1.2 Participant flow in the relevant randomised control trials............................ 261
D1.3 Quality assessment of the clinical trials..............ccccoiiiiiiiiiiiiie 268

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 2 of 356



D1.4 Indirect Treatment Comparison (ITC) methodology ............ccccvviiireiiiinnnnee 276

Appendix E: Subgroup analysis ...........cooiiiiiiiiiiice e 281
Appendix F: ADVErse reactions ...........uoiiiiiiiiiieiiceee e 282
Appendix G: Published cost-effectiveness studies............cccoeeeiiiiiiiiiiiiiiiieeeiiennn. 283
Appendix H: Health-related quality-of-life studies............coooiiiiiiii 290
Appendix I: Cost and healthcare resource identification, measurement and valuation
............................................................................................................................... 295
Appendix J: Summary of base-case analysis inputs ............cccccceeeeiiiiiiiiiiiiccceee, 297
Appendix K: Clinical outcomes and disaggregated results from the model ............ 318
K1.1 Clinical outcomes from the model .............ccccooiiiiiiiiiiiiie 318
K1.2 Disaggregated results of the base-case incremental cost-effectiveness
ANAIY SIS ...ttt e e e e e e e e — e e e e e e raar 319
Appendix L: Checklist of confidential information ..............ccccoooiiiiiii 322
Appendix M: Additional clinical effectiveness information ................ccooeieeiiinnnnn.l. 323
M1.1 Full key inclusion criteria for LIBERTY 1 and LIBERTY 2.........ccccccvvvinnie. 323
M1.2 Further statistical analysis information (LIBERTY 1 & 2) ....ccooevviiiiiieeennen. 327
M1.3 Further statistical analysis information (LIBERTY 3)..........cuuuiiiiiiiiiiiiinnnnnes 328
M1.4 LIBERTY studies: EQ-5D-5L categorical change results...............ccc.u...... 331
M1.5 PEARL I and PEARL Il further information ............ccccoooiiiiiiiiiee 339
M1.6 LIBERTY vS PEARL StUAI€S .......uuuuiiiiiiiiiiiiiiiiiiiiiiiiiieee 354

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 3 of 356



Tables and Figures

Tables

Table 1 The decCiSion ProbIem ...... ..o 16
Table 2 Technology being appraiSed ..o 20
Table 3 Overview of treatment options for uterine fibroids (21,23-29)..................... 29
Table 4 Clinical effectiveness evidence: LIBERTY 1 and LIBERTY 2........ccccc....... 41
Table 5 Clinical effectiveness evidence: LIBERTY 3......ccoooiiiiiiiiiiiiieeeeeeee, 42
Table 6 Comparative summary of trial methodology (relugolix studies) .................. 43
Table 7 Key eligibility criteria for LIBERTY 1 and LIBERTY 2 (45).........cccoevvvinnnnnn. 46
Table 8 Number of study participants in LIBERTY 1 and LIBERTY 2 (41).............. 47
Table 9 Patient characteristics for LIBERTY 1 and LIBERTY 2 (mITT population)
2 48
Table 10 Disease-specific baseline characteristics of patients in the mITT population
LS o It 1 T 7 T 49
Table 11 Disease-specific baseline characteristics of patients in the mITT population
L o I 2 TN X 3 50
Table 12 Key secondary endpoints in LIBERTY 1 and LIBERTY 2 (45) ................. 52
Table 13 Key eligibility criteria for LIBERTY 3 (44)......uuiiiieiiiieeiieee e, 54
Table 14 Patient characteristics for LIBERTY 3 (safety population) (44)................. 55
Table 15 Key secondary endpoints in LIBERTY 3 (44) .......coooriiiiiiiiieeeeeeeeeeen, 57
Table 16 Summary of statistical analyses (LIBERTY studies).........ccccceeeeeerrvernnnnnn. 59
Table 17 Summary of the quality assessment results ..., 64

Table 18 Results for key efficacy endpoints in LIBERTY 1 and LIBERTY 2(41)..... 74
Table 19 LIBERTY 1: summary of categorical change from baseline in EQ-5D-5L at

Week 24 (mITT population) (46) .......cooemmrueiiiiii e 76
Table 20 LIBERTY 2: summary of categorical change from baseline in EQ-5D-5L at
Week 24 (MmITT population) (A7) ..ccooeeeeeeeeeeeee e 76
Table 21 Primary efficacy analysis: Proportion of responders at Week 52/EOT
(extension study population) LIBERTY 3 (44) ....cooiiiiiiieeeeeee et 77
Table 22 LIBERTY 3: summary of categorical change from baseline in EQ-5D-5L
(extension study population) (48) ...........uuuuuuuuimieiiiiiiiiiii e 87
Table 23 Summary of trials used to carry out the ITC ..., 94

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 4 of 356



Table 24 ITC results: relugolix CT vs. UPA ... 97

Table 25 ITC results: leuprorelin vs. UPA ... 98
Table 26 Model inputs (from the ITC).......uuiiiiiii e, 98
Table 27 Key safety endpoints of LIBERTY 1 and LIBERTY 2(42,43).................. 100
Table 28 Summary of adverse events in LIBERTY 1 and LIBERTY 2 (safety
(010 01U E= 1o ) T X I 100
Table 29 Adverse events reported for >5% in any group in LIBERTY 1 and LIBERTY
122 3 I PSSP 100
Table 30 Summary of cumulative adverse events and adverse events in LIBERTY 3
(extension safety population) (44) ...........uuuuuuuuiuiiiiiiiiiiii s 104
Table 31 Cumulative summary of adverse events reported for >2% in any group in
LIBERTY 3 (extension safety population) (44) .......ccccoooiiiiiiiiiiiiieeeeeeeeeee e, 105
Table 32 Summary of Serious Adverse Events by System Organ Class and Preferred
Term (extension safety population) LIBERTY 3 (44) ..., 107

Table 33 Summary of ongoing study NCT-03751124; LIBERTY withdrawal (56) . 108
Table 34 LIBERTY withdrawal: Primary and key secondary efficacy outcomes (mITT

[oTe] o101 F= 1 To] o ) I (5 ISP 110
Table 35 LIBERTY withdrawal: overall summary of adverse events (safety population)
............................................................................................................................... 112
Table 36 LIBERTY withdrawal: adverse events by decreasing frequency = 3% in any
group of preferred terms (safety population) (57)...........cuuumiiiiiiiiiiiiiiiiiis 113
Table 37 Summary list of published cost-effectiveness studies..............cceeevnnnnnnn. 124
Table 38 Features of the economic analysis ..., 128
Table 39 Treatment withdrawals reported in LIBERTY studies...........cccccooeeiinniii. 134
Table 40 Modified treatment withdrawals applied in the model .............................. 134
Table 41 Rates of withdrawal from relugolix CT ..., 134
Table 42 GnRH agonist withdrawal rates per model cycle, base case................... 135
Table 43 GnRH agonist withdrawal rates per model cycle, scenario analysis........ 136

Table 44 KOL responses regarding proportion of patients remaining on GnRH

agonist treatment beyond 6 MONtNS ... 137
Table 45 Summary of KOL responses for surgery waiting time (months) .............. 140
Table 46 Re-surgery rate per first SUrgery..........ooovvmiiiiiiie i, 140
Table 47 Sources of surgery distribution data ..., 142

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 5 of 356



Table 48 Distribution of patients for first surgery ..., 142

Table 49 Distribution of patients for second surgery ..., 142
Table 50 Adverse event rates applied for each treatment arm and BSC health state,

MOl DASE-CASE .....ovenniiii ettt e e e e e e ee e e e e e e e eeeeeees 143
Table 51 Risk of short-term adverse events related to surgery ..., 144
Table 52 Long-term adverse events related to hysterectomies...............cceeeeee. 145
Table 53 Surgery-specific risk of mortality...........ccooovvviiiiii i, 145
Table 54 UK population utility weights..........ccooomiiiiiii e, 146
Table 55 OLS model used to generate predicted EQ-5D weights............ccccoennnneee. 150
Table 56 MBL estimates in mL for relugolix CT and comparators.................ccc...... 150
Table 57 Predicted EQ-5D for all treatment arms...........coooooeeiiiiii, 151
Table 58 Surgery-related disutilities reported in the literature ..., 151
Table 59 Surgery-related disutilities applied in the model ..., 152
Table 60 Disutilities for treatment-related adverse events............cccccooeeiiiiiiiiiinnnnnn. 153
Table 61 Disutilities for surgery-related short-term adverse events........................ 154
Table 62 Disutilities for long-term adverse events for hysterectomies.................... 154
Table 63 Summary of utility values for cost-effectiveness analysis........................ 155

Table 64: Intervention and comparator drug acquisition costs for monthly treatments

............................................................................................................................... 161

Table 65 Comparator drug acquisition costs of long-acting GnRH agonist ............ 161
Table 66 Add-back therapy costs applied for GnRH agonist patients .................... 162
Table 67 Drug administration COStS ..........oooiiiiiiiii i 162
Table 68 Monitoring frequency for each treatment, KOL responses ...................... 163
Table 69 Monitoring frequency applied in cost-effectiveness model ...................... 163

Table 70 Examinations and test frequency for each treatment, KOL responses.... 163

Table 71 Examinations and tests, frequencies applied in cost-effectiveness model

............................................................................................................................... 163
Table 72 Unit costs of monitoring and examinations .............ccccoevviiiieeeeeeieceeiiinen, 164
Table 73 Unit costs of surgical proCedures ... 164
Table 74 Unit costs of treatment-related adverse events ............cccccooveiiiiiiiiiiinnnnnn. 165
Table 75 Unit costs of surgery-related adverse events ...........cccvveiieiiieeeieeeiinnnnn. 166
Table 76 Concomitant medication dose assumptions ............ccccovviieeeeieiiiieiiiinnnn. 168
Table 77 Concomitant medication costs applied in the model..................ccccccee.. 168

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 6 of 356



Table 78 Proportion of patients requiring each concomitant medication, per treatment

= | 1 0 0 P 168
Table 79 Usage (mg) of each concomitant medication, per treatment arm, per month
............................................................................................................................... 168
Table 80 Assumptions applied in the model ..., 169
Table 81 Base-Case reSUILS........ccooiiiiiiiii e 171
Table 82 Probabilistic cost-effectiveness results...........cooooeeiiiiii, 175
Table 83 OWSA results, relugolix CT vs. goserelin monthly ..., 176
Table 84 Results of scenario analySes............oooooiiiiiiiiiieeeeeeeeeeeee e 179
Table 85 Identified studies for relugolix CT ..., 237
Table 86 Additional criteria applied to identify studies for the ITC......................... 239
Table 87 Indirect treatment comparison: included studies ..........c.ccccooveviieeiinnnnn... 240
Table 88 Summary of trials excluded from the ITC ..., 240
Table 89 List of excluded StUdIES .........ovvueiiiiiieiieeec e 242
Table 90 Quality assessment full results for LIBERTY 1 and 2 (41-43)................ 268
Table 91 Quality assessment full results for LIBERTY 3 (open-label extension

SEUAY ) (40,44 ) . nnnnnnnnn 270
Table 92 Quality assessment full results for PEARL 1 (51,52)(136)........cccceeeennnn.. 272
Table 93 Quality assessment full results for PEARL 11 (53,93) .....ccooveeiiiiiiienennnn. 274
Table 94 Trial data extracted forthe ITC.........cooooiiiiii i, 278
Table 95 MBL values for the relugolix CT arms of the LIBERTY 1 & LIBERTY 2 trials
............................................................................................................................... 280

Table 96 MBL values for the placebo arms of the LIBERTY 1 & LIBERTY 2 trials 280

Table 97 Average baseline MBL value for pooled relugolix CT and placebo arms 280

Table 98: EMBASE search string and hits ... 284
Table 99 MEDLINE search string and hits ..., 284
Table 100: Eligibility criteria for identification of relevant studies..............cccc.......... 285
Table 101: Conference search details..............oooo i, 286
Table 102: HTA SEAICNES. ... .o 287
Table 103 List of included cost effectiveness studies...........oooevveiiiiiiiinirciiinnnnnnn. 288
Table 104 List of included cost and resource use studies.............ccoeeeeeeeeeeeeeeennn. 288
Table 105: Excluded trials - economic and costing SLR ............ccccceeeiiiiiiiiiiiiinnnnn. 289
Table 106 Eligibility criteria for clinical studies.............cccooiiiiiiiiiiiie, 290

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 7 of 356



Table 107: List of included quality of life studies ..., 293

Table 108: Details of included HRQoL studies: Hux et al 2015(14)...........cccccee.. 294
Table 109: Included studies and citations .............ccccoooeeeiii 295
Table 110: Details of included cost and resource use studies..............cceeeeeeeeeennn. 296
Table 111 Summary of variables applied in the economic model........................... 297

Table 112 Clinical outcomes from the model, relugolix CT vs. GnRH agonists...... 318
Table 113 Summary of QALY gain by health state...............ooooei 320
Table 114 Summary of costs by health state, relugolix CT vs. Goserelin monthly . 320
Table 115 Summary of predicted resource use by category of cost, relugolix CT vs.

GOSErelin MONTNIY ... sseesnennnes 321
Table 116 Key inclusion criteria for LIBERTY 1 and LIBERTY 2 (42,43) .............. 323
Table 117 Secondary efficacy endpoints (LIBERTY 3) (44)......oovvveieeeeeeeeiieiiiinnn. 329
Table 118 LIBERTY 1: Summary of categorical change from baseline in EQ-5D at
Week 24 (MITT population).........coooiiiiii i 331
Table 119 LIBERTY 2: Summary of categorical change from baseline in EQ-5D at
Week 24 (MITT population) .........ccooeiiiiiiiiiiie e 333
Table 120 LIBERTY 3: Summary of categorical change from baseline in EQ-5D at
Week 24 (extension study population) (44) .........ooeeereeiiiieee e 335

Table 121 Summary of Demographic Characteristics at Baseline (PEARL I)........ 339
Table 122 Summary of Demographic Characteristics at Baseline (PEARL II)....... 341
Table 123 Comparative summary of trial methodology (PEARL | and PEARL I1) . 343

Table 124 Clinical effectiveness evidence (PEARL )., 345
Table 125 Clinical effectiveness evidence (PEARL I1).........coooviiiiiiiiiiiiiiiiiie, 346
Table 126 Summary of statistical analyses (PEARL | and PEARL I1) (51,53,93,136)

............................................................................................................................... 347

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 8 of 356



Figures

Figure 1 Types of fibroids (2)........coevviiiiiiiiiiiiiiiiiiiiiiiieeeeeee 23
Figure 2 Activities negatively affected by uterine fibroid symptoms (13) ................. 26
Figure 3 NICE pathway for managing HMB (29) ..........cccorriiiiiiiie e 34
Figure 4 LIBERTY 1 and LIBERTY 2 study design schematic (45).........ccccccceeeeenn. 45
Figure 5 LIBERTY 3 study design schematic (44)..........ccccovviiiiiiiiiiiiiiiiiiiiiiiieieeee 54
Figure 6 Primary efficacy endpoint: Participants with reduction in HMB (LIBERTY 1
G LIBERTY 2) (A1) i iiiiiiiiieiie ettt ettt e e e e e e e e e e e e e e e e s e nnnsaneeeeaeas 67
Figure 7 Secondary efficacy endpoint: Proportion of women with amenorrhoea
during the last 35 days of the study (LIBERTY 1 & LIBERTY 2) (41-43) ................. 68
Figure 8 Secondary efficacy endpoint: Mean change in MBL volume from baseline
to Week 24 (LIBERTY 1 and LIBERTY 2) (42,43)......c.cuvviiiiieeeiiiiieeeeee e 69
Figure 9 Secondary efficacy endpoint: Summary of percent change in Menstrual
Blood Loss volume by Visit (LIBERTY 1 & LIBERTY 2) (45)...cccceiiiiiiiiiiiiiieeeeeeeee 69
Figure 10 Secondary efficacy endpoint: Reduction in bleeding and pelvic discomfort
(LIBERTY 1 & LIBERTY 2) (45) .uuuiiiiiiieee ettt e e e ee e e e e e e 70

Figure 11 Secondary efficacy endpoint: Percent change from baseline in
haemoglobin concentration for patients with < 10.5 g/dL at baseline who achieve an
increase of >2 g/dL from baseline to Week 24 (LIBERTY 1 & LIBERTY 2) (42,43) .71

Figure 12 Proportion of patients with a maximum NRS score < 1 during the 35 days

before the last dose of study drug (LIBERTY 1 & LIBERTY 2) (45) .......eevvvviiiinnnnnnes 72
Figure 13 Secondary efficacy endpoint: Percent change in UV from baseline
(LIBERTY 1 & LIBERTY 2) (42,43) ...eeeeiiiiiiiie ettt 73
Figure 14 Secondary efficacy endpoint: Percent change in UFV from baseline
(LIBERTY 1 & LIBERTY 2) (42,43) ..eeeeeeeiiiieee et e e e e 74

Figure 15 Primary efficacy endpoint: Proportion of responders with MBL volume <

80 mL and = 50% reduction from parent study baseline over the last 35 days of

treatment LIBERTY 3 (44) ..oueu ettt 78
Figure 16 Summary of percent change from parent study baseline in MBL volume
by visit (extension study population) LIBERTY 3 (44) ......ovvviiiiiiieieeeeeccieeee e 78

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 9 of 356



Figure 17 Secondary efficacy endpoint: Proportion of patients who achieved
amenorrhoea at Week 52 (last 35 days of treatment) (extension study population)
LIBERTY 3 (44) ..ottt e e e ettt e e e e e e e e s s bt eeeaaaeeeeans 79
Figure 18 Secondary efficacy endpoint: Proportion of patients with a haemoglobin
concentration < 10.5 g/dL at parent study baseline who achieved > 2 g/dL increase in
haemoglobin at week 52 (extension safety population) LIBERTY 3 (44).................. 80
Figure 19 Secondary efficacy endpoint: Proportion of patients with a haemoglobin
concentration below the lower limit of normal (11.6 g/dL) at parent study baseline
who achieved an increase of = 1 g/dL from parent study baseline to week 52
(extension study population) LIBERTY 3 (44) .......uuuuiiiiiiiiiiiiiiiiiiiiiieiiiiiiiie 81
Figure 20 Secondary efficacy endpoint: Percent change from parent study baseline
to Week 52 in haemoglobin concentration for women with haemoglobin <10.5 g/dL
(extension study population) LIBERTY 3 (44) .......uuuiiiiiiiiiiiiiiiiiiiiii 82
Figure 21 Secondary efficacy endpoint: Summary of change from parent study
baseline in UFS-QoL BPD scale score (extension study population) LIBERTY 3 (44)

Figure 22 Secondary efficacy endpoint: Proportion of patients who achieved =20-
point reduction on BPD scale by visit (extension study population) LIBERTY 3 (44)84
Figure 23 Secondary efficacy endpoint: Least squares mean change from parent
study baseline to week 52 in UFS-QoL symptom severity scale over time (extension
study population) LIBERTY 3 (44)......uu e 85
Figure 24 Indirect compariSON OVEIVIEW ...........cccuviiiiiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeeee e 95

Figure 25 Forest plot of mean difference in percentage CFB in MBL for relugolix CT

vs. placebo (LIBERTY 1 & 2 pooled) and UPA vs. placebo (PEARL ) .................... 96
Figure 26 Changes in BMD - Lumbar spine (LIBERTY 1 & LIBERTY 2) (41) ....... 101
Figure 27 Changes in BMD - Total hip (LIBERTY 1 & LIBERTY 2) (41) ............... 102
Figure 28 LIBERTY withdrawal study desSign ..........ccoeviiiiiiiiiiiiiiiiiiiiiiiiiieieeeeeeeeee 109
Figure 29: Model StrUCLUIE .........cooeiiiiiii e 128
Figure 30 Time on pharmacological treatment in the model base case ................. 138
Figure 31 Cost-effectiveness plane ... 173

Figure 32 Cost-effectiveness acceptability curve, relugolix CT vs. comparators.... 174
Figure 33 Tornado diagram, analysis relugolix CT vs. goserelin monthly .............. 177
Figure 34 PRISMA diagram: initial search...........ccccccvvviiiiiiiiii 235

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 10 of 356



Figure 35

PRISMA diagram: updated Search.........ccccccevviiiiiiiiiiiiiiiiiiieeeeee 236

Figure 36 Overview patient flow for LIBERTY 1, LIBERTY 2 and LIBERTY 3

(B2,43)(A4) oo e e e e e e e e e e e e e e e e e 261

Figure 37 Patient flow for LIBERTY 1 (42) ccooemririeiiiiieeeeeeeeeieee e 262
Figure 38 Patient flow for LIBERTY 2 (43) ...eeviiiiiiiiiiieieeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee e 263
Figure 39 Patient flow for LIBERTY 3 (44) ...cooviiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeeeeeee 264
Figure 40 Patient flow for LIBERTY withdrawal (57) .........ocovvviiiiieiiiiiiiiceeeee 265
Figure 41 Patient flow for PEARL | (136) ...ccoormviiiiieieeeeeeeeceee e 266
Figure 42 Patient flow for PEARL I (93) ..ceeviiiiiiiiiiiiiieeeeee 267
Figure 43 Indirect compariSON OVEIVIEW...........ccovvviiiiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeeeeeee 277
Figure 44 PRISMA flow diagram of economic and cost studies ...........ccccuuunnne.... 288
Figure 45 PRISMA for health-related quality-of-life review.............ccccccvmeiini. 292

Company evidence submission template for relugolix with oestradiol and norethisterone acetate for
heavy menstrual bleeding associated with uterine fibroids [ID3842]

© Gedeon Richter Limited (2021). All rights reserved Page 11 of 356



Abbreviations

Term Definition

AE Adverse event

AH Alkaline haematin

ASRM American Society for Reproductive Medicine

BMD Bone mineral density

BMI Body mass index

BNF British National Formulary

BPD Bleeding and pelvic discomfort

BSC Best supportive care

CFB Change from baseline

CHASM ﬁ?:;:zﬁig;al survey of HRQoL And Symptoms of
CHMP Committee for Medicinal Products for Human Use
Cl Confidence interval

cm Centimetre

cocC Combined oral contraceptives

CRD University of York Centre for Reviews and Dissemination
CSR Clinical study report

DEXA Dual-energy X-ray absorptiometry

dL Decilitre

E2 Oestradiol

ECG Electrocardiogram

EMA European Medicines Agency

EOT End of treatment

EQ-5D European Quality of Life Five Dimension

EQ-5D-5L European Quality of Life Five-Dimension Five-Level
EU European Union

FSH Follicle-stimulating hormone

GnRH Gonadotrophin-releasing hormone
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GP General practitioner

Hb Haemoglobin

HCP Healthcare professional

HES Hospital Episode Statistics

HMB Heavy menstrual Bleeding

HRQoL Health-related quality of life

HRT Hormone replacement therapy

HRU Healthcare resource use

ICER Incremental cost-effectiveness ratio

ICF Informed consent form

ITC Indirect treatment comparison

ITT Intention to treat

IUD Intrauterine device

kg kilogram

KOL Key opinion leader

LH Luteinising hormone

LNG-IUS Levonorgestrel-releasing intrauterine system
LOCF Last observation carried forwards

LS Least squares

LUAO Laparoscopic uterine artery occlusion

LYG Life years gained

MAA Marketing authorisation application

MBL Menstrual blood loss

MD Mean difference

MedDRA Medical Dictionary for Regulatory Activities
mg Milligram

MHRA Medicines and Healthcare products Regulatory Agency
MiQ Menorrhagia Impact Questionnaire

miTT Modified Intent-to-Treat

mm Millimetre
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MRgFUS Magnetic resonance-guided focused ultrasound
MRI Magnetic resonance imaging

MT Monotherapy

N (‘'n’ or 'No.") Number of patients

NE Not estimable

NETA Norethisterone acetate

NG88 NICE guideline 88

NHS National Health Service

NRS Numerical rating scale

NSAIDs Non-steroidal anti-inflammatory drugs
OLE Open-label extension

OoLS Ordinary least squares

OWSA One-way sensitivity analyses

P (or ‘p’) Probability

PBLAC Pictorial blood assessment chart

PCA Prescription cost analysis

PCS Physical component summary

P9 Picogram

PGA Patient global assessment

PICO Population, Intervention, Comparator, Outcome
pmol Picomoles

PSA Probabilistic sensitivity analysis

PSS Personal social services

PSSRU Personal Social Services Research Unit
Q1 Lower quartile

Q3 Upper quartile

QALY Quality adjusted life year

QD Once daily

QoL Quality of life

R Randomisation
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RCT Randomised control trial

Rolugolic CT | w00 ot erey o comtinati

RWS Randomised withdrawal study

SAE Serious adverse event

SD Standard deviation

SF-12v2 Short Form 12 item (version 2) health survey

SF-36 Short Form 36-item survey

SLR Systematic literature review

SmPC Summary of product characteristics

TEAE Treatment emergent adverse event

TTO Time trade off

UAE Uterine artery embolisation

UBP-WRS Uterine Bleeding and Pain Women's Research Study

UF Uterine fibroid

UFS-QolL Uterine Fibroid Symptom and Quality of Life

UFV Uterine fibroid volume

UPA Ulipristal acetate

URTI Upper respiratory tract infection

UTI Urinary tract infection

uv Uterine volume

VAS Visual analogue scale

WHO World Health Organization

Wk (or 'W') Week of treatment

WPAI-SHP Work Productivity and Activity Impairment: Specific Health
Problem

WTP Willingness to pay
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» Decision problem, description of the technology and clinical care pathway

. Decision problem

The submission covers the technology’s full marketing authorisation for this indication.

Table 1 The decision problem

Final scope issued by NICE Decision problem addressed in Rationale if different from the
the company submission final NICE scope
Population People with moderate to severe symptoms Same as scope

associated with uterine fibroid(s) (UF)

Intervention Relugolix with oestradiol and norethisterone Same as scope
acetate (also known as norethindrone
acetate), alone, or as an add on to non-
hormonal pharmacological treatments

[Please note that relugolix in combination
with oestradiol and norethisterone acetate is
referred to as ‘relugolix CT’ throughout this
submission; ‘CT’ is the abbreviation for
‘combination therapy’]

Comparator(s) Hormonal treatments, including: The submission will focus on Comparisons with a number of
* levonorgestrel-releasing intrauterine gonadotrophin-releasing hormone | treatments in the final scope will
system (LNG-IUS; off-label for some (GnRH) agonists as the relevant not be considered formally in the
LNG-IUS) comparator for relugolix CT. submission. First line options
e combined hormonal contraception (off- such as levonorgestrel-releasing
label for some combined hormonal intrauterine system or combined
contraceptives) hormonal contraception are not
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e cyclical oral progestogens

e gonadotrophin-releasing hormone
analogues (off-label for some
gonadotrophin-releasing hormone
analogues)

considered relevant at the
anticipated positioning of
relugolix CT for moderate to
severe symptoms of UF.

Furthermore, surgical procedures
(e.g. myomectomy or
hysterectomy) and uterine artery
embolisation (UAE) may not
provide resolution of UF
symptoms or may be declined as
options due to their invasive
nature and recovery time.

Clinical expert opinion received
by Gedeon Richter indicates that
GnRH agonists are the most
relevant comparator for relugolix
CT since these are the existing
treatment options that are
expected to be displaced by
relugolix CT within the current
NHS treatment pathway for
moderate to severe symptoms of
UF.

Outcomes

The outcome measures to be considered

include:

¢ change in menstrual blood loss (MBL)
volume

¢ time to MBL response

e pain

e uterine fibroid volume (UFV) / uterine
volume (UV)

The outcome measures in the
clinical effectiveness section
include:

¢ change in MBL volume

e time to MBL response

e pain

« UFV/UV

¢ haemoglobin levels

The following measures are not
included in the clinical
effectiveness section as they
were not collected in the relugolix
CT clinical trials:

¢ rates and route of surgery
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e haemoglobin levels

e change in bone mineral density (BMD)

¢ rates and route of surgery

¢ impact on fertility and pregnancy and
teratogenic effects

o mortality

¢ adverse effects of treatment, including but
not limited to vasomotor symptoms,
incontinence and pelvic organ prolapse

e health-related quality of life.

e adverse effects of treatment,
including but not limited to
vasomotor symptoms,
incontinence and pelvic organ
prolapse

e health-related quality of life.

The outcome measures in the

cost-effectiveness model include:

e MBL volume and change in
MBL volume (used to derive
utility)

e Adverse effects

e Quality of life

e impact on fertility and
pregnancy and teratogenic
effects

Rates and route of surgery are,

however, included in the

economic model.

Mortality is not included as no
deaths were reported during the
relugolix CT clinical trials.

Whilst ‘change in BMD’ was
explored in the relugolix CT
clinical trials, it is not a relevant
outcome in the economic model.*

Economic
analysis

The reference case stipulates that the cost
effectiveness of treatments should be
expressed in terms of incremental cost per
quality-adjusted life year.

The reference case stipulates that the time
horizon for estimating clinical and cost
effectiveness should be sufficiently long to
reflect any differences in costs or outcomes
between the technologies being compared.

Costs will be considered from an NHS and
Personal Social Services perspective.
The availability of any commercial
arrangements for the intervention,
comparator and subsequent treatment
technologies will be taken into account.

Same as scope
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Special
considerations
including issues
related to equity
or equality

Black African and African-
Caribbean origin, who are 2-3
times more likely to develop UF
than white women, may be more
opposed to surgery due to cultural
and religious beliefs.

Additionally, some women will
choose to decline surgery in order
to avoid impacting their personal
circumstances with respect to work
and family commitments such as
childcare, etc.

BMD: bone mineral density; CT: combination therapy; LNG-IUS: levonorgestrel-releasing intrauterine system; MBL: menstrual blood loss; UAE: uterine artery
embolisation; UF: uterine fibroid

* Bone mineral density: in this submission, BMD is not an outcome in the economic model as it is assumed that BMD may resolve once treatment with
GnRH agonist therapy (the comparator for relugolix CT) ceases and thus there may be no additional benefit to favour relugolix on this outcome. Despite this
assumption, and as stated in section B.2.13, there is evidence to suggest that BMD may not be fully recoverable from GnRH agonist use which may

underestimate the potential benefit that relugolix CT would provide to women with UF.
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. Description of the technology being appraised

Table 2 provides an overview of relugolix CT (relugolix in combination with oestradiol

and norethisterone acetate). The SmPC is included in Appendix C.

Table 2 Technology being appraised

UK approved name and brand name Relugolix in combination with oestradiol
and norethisterone acetate [Brand
name: Ryeqo®]

Mechanism of action Relugolix is a non-peptide GnRH
receptor antagonist that binds to and
inhibits GnRH receptors in the anterior
pituitary gland. In humans, inhibition of
GnRH receptor results in a dose
dependent decrease in the release of
luteinising hormone (LH) and follicle-
stimulating hormone (FSH) from the
anterior pituitary gland. As a result,
circulating concentrations of LH and
FSH are reduced. The reduction in FSH
concentrations prevents follicular growth
and development, thereby reducing the
production of oestrogen. Prevention of
an LH surge inhibits ovulation and
development of the corpus luteum,
which precludes the production of
progesterone.

Marketing authorisation/CE mark status Ryeqo® received marketing
authorisation from the European
Medicines Agency on 16 July 2021 and
UK Medicines and Healthcare products
Regulatory Agency (MHRA) on 9t

August 2021.
Indications and any restriction(s) as The indication for Ryeqo® is as a
described in the summary of product treatment for moderate to severe
characteristics (SmPC) symptoms of UF in adult women of

reproductive age.

Method of administration and dosage One tablet of Ryeqo® must be taken
once daily, at about the same time with
or without food. Ryeqo® should be taken
with some liquid as needed.

Each tablet of Ryeqo® contains relugolix
(40mg), oestradiol (1mg) and
norethisterone acetate (0.5mg).

Additional tests or investigations A dual-energy x-ray absorptiometry
(DEXA) scan is recommended after 52
weeks of treatment to verify that there is
no unwanted degree of BMD loss that
exceeds the benefit of treatment with
Ryeqo®.
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List price and average cost of a course of The drug acquisition cost for Ryeqo® is
treatment the accepted list price of £72 for a 28-
pack of 40 mg/1 mg/0.5 mg tablets.

There is no set time duration (specified
course) for this treatment.

Patient access scheme (if applicable) N/A
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. Health condition and position of the technology in the
treatment pathway

Uterine fibroids (UF) are noncancerous growths that develop in or around the uterus
o they are also known as uterine myomas or leiomyomas. The true incidence
of UFis unknown, since the condition is mainly asymptomatic and therefore not
identified.(1) However, UF are known to be common, with around 1 in 3 women
developing them at some point in their life.(2) It is thought that incidence
increases with reproductive age with cases occurring in 20-50% in women
older than 30 years(1) and increasing to as much as 70% of women by the

onset of menopause.(3)

The exact cause of fibroids is not known, but they have been linked to the hormone
oestrogen. As such, they usually develop during a woman'’s reproductive years
(typically age 16-50) when oestrogen levels are highest.(2) Fibroids tend to shrink

when oestrogen levels are low, such as after menopause.(4)

Furthermore, fibroids are more common in the following groups of women:(4)

» Black women: fibroids are two to three times more common in black women

although the exact reason is not known
+  Women who have never been pregnant

+  Women whose mother or sister have had fibroids (suggesting that genetic

factors may play a role)
+  Women who are very overweight.

Fibroids are less common in women who have had multiple children and also women

who have used birth control pills for several years.(4)

In women presenting with UF symptoms, these may include: heavy or painful
periods, abdominal pain, lower back pain, a frequent need to urinate, constipation or
pain/discomfort during sex. In addition to symptoms, fibroids can affect pregnancy

and a woman'’s fertility.(2)
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Fibroids are generally classified by their location. Intramural fibroids grow within the
muscular uterine wall. Submucosal fibroids grow in the muscle layer beneath the
uterus’ inner lining and grow into the uterine cavity. Subserosal fibroids develop

outside of the uterus and grow into the pelvis.

Figure 1 Types of fibroids (2)
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Diagnosis of UF is usually confirmed in the hospital setting by tests that rule out
other possible causes of symptoms. These tests may include ultrasound scan,
hysteroscopy, laparoscopy and/or biopsy.(5) In asymptomatic women, fibroids may
only be discovered during routine gynaecological (vaginal) examinations or tests for

other problems.(5)
Burden associated with uterine fibroids

UF can pose a significant economic burden to health care providers, patients, and
society, due to treatment interventions (e.g. high costs associated with surgery) and

also the loss of productivity (presenteeism) and working days (absenteeism).

Surgery is a mainstay option for the treatment of UF in symptomatic women and is

associated with follow-up treatments, hospital stays and potential complications.
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Direct costs for fibroid-related surgeries include hospital admissions, outpatient visits

and prescription costs.(6)

A study by Fernandez et al. (2009) reviewed data from national hospital activity
databases, for women admitted for a surgical or radiologic intervention for UF, in
Germany, France and England. In 2005, the number (rate) of hospital admissions
involving interventions for uterine myomas was 18,274 (0.71/1000 women) in
England. The annual cost of these interventions to payers was €52,674,672 in
England. Furthermore, the percentage of interventions that included a hysterectomy
was 64.1% in England.(7)

UF are also associated with a considerable societal burden and affect the
productivity of women at work as well as lost work time. The CHASM (Cross-
Sectional Survey of HRQoL And Symptoms of Myoma) study, a study across 5
European countries exploring the burden associated with UF, included 113 women
from the UK. Measures in the study included absenteeism and presenteeism. The
study found that absenteeism was reported in more than 32.7% of employed women
with fibroids (based on pooled analyses). This accounted to missed work time in the
UK of 6.4% (2.3-10.5%), as measured by WPAI-SHP (Work Productivity and Activity
Impairment: Specific Health Problem questionnaire) absenteeism scores.
Presenteeism (lost productivity time while working) was also high in women with UF,
ranging from 26.6% (France) to 37.9% (UK).(8)

Impact on quality of life

The symptoms associated with UF significantly impact quality of life by causing
social, emotional and physical distress.(4) Women with symptomatic UF experience
significantly worse health-related quality of life (HRQoL) compared to women without

fibroids, which improves with appropriate treatment.(9—11)

The Uterine Fibroid Symptom and Quality of Life (UFS-QoL) symptom severity scale
uses eight items to assess the level of distress experienced by women due to
different UF-related symptoms, with higher symptom severity scores indicating more

severe symptoms (normalised score, range 0-100). The UFS-QoL HRQoL scale
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consists of the following six subscales: Concern, Activities, Energy/Mood, Control,
Self-consciousness, and Sexual function. Higher scores on the HRQoL scale
indicate better QoL (normalised score, range 0-100).(12) To calculate the UFS-QoL
total score, the scores of each individual scale (concern, activities, revised activities,
energy/mood, control, self-conscious, and sexual function) are summed and

transformed into normalised scores.

The CHASM study found a mean UFS-QoL HRQoL symptom score of 59.2 (95% Cl,
54.2-64.2) among women in the UK, suggesting moderate HRQoL impairment. In
the same study, HRQoL was also measured using SF-12v2. Mean SF-12v2 Physical
Component Summary (PCS) scores ranged from 43.8 in the UK (95% Cl, 41.6 —
46.0) to 49.6 in France (95% CI, 48.0 — 51.1), while SF-12v2 Mental Component
Summary (MCS) scores ranged from 38.5 (95% ClI, 36.4—40.5) for women in the UK
to 42.0 (95% ClI, 40.6—43.4) for women in ltaly, indicating a considerable QoL
impairment in each country (this impairment was consistent across all five

countries).(8)

The UBP-WRS (Uterine Bleeding and Pain Women's Research Study) is a cross-
sectional large-scale online study with survey directly recorded the experiences
relating to uterine bleeding and pain of more than 21,000 women from diverse
regional and demographic groups worldwide, including 2,500 women from the UK.
Asking the women with diagnosed UF (n=1,533) about the impact of their symptoms
in the last 12 months on their daily life, 14.8% (95% CI: 13.1-16.7%) of women
reported a severe negative impact, 18.3% (95% CI: 16.4-20.4%) a moderate
negative impact and 20.6% (95% CI: 18.6-22.7%) a mild negative impact. Almost
37.2% (95% CI: 34.8-39.7%) of diagnosed women answered that the symptoms do
not have any impact on their daily life, whereas 9.0% (95% CI: 7.6-10.5%) did not
know. Those women who reported a mild to severe impact of symptoms, were
additionally asked which activities were negatively affected by their symptoms. About
42.9% (95% CI: 39.5-46.4%) of women stated that their sexual life was negatively
affected, followed by performance at work (27.7%; 95% CI: 24.7-30.9%), relationship
& family (27.2%; 95% CI1:24.2-30.4%) and housekeeping (25.9%; 95% CI: 22.9-
29.0%).(13)
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Figure 2 Activities negatively affected by uterine fibroid symptoms (13)
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Limited studies have explored the impact of UF on QoL using the EuroQol 5
dimensions (EQ-5D) instrument. A study by Hux et al. (2015), involving 909
Canadian women, showed that utility for uncontrolled bleeding was 0.55 (95% CI:
0.54, 0.57). However, higher utility was reported for women who were able to gain
control over the excessive menstrual bleeding that was due to their fibroids with a
utility improvement (associated with bleeding control) of 0.18 (95% CI: 0.17,
0.19).(14) A cost-effectiveness analysis study by Sculpher et al. (2004)(15) based on
results from the eVALuate randomised controlled trial (RCT) comparing laparoscopic
hysterectomy with conventional hysterectomy (vaginal or abdominal), found that
utility (measured using EQ-5D) improved as a result of all the procedures, indicating
a higher utility as a result of relief or improvement of UF symptoms. For example, in
the abdominal hysterectomy trial, a mean baseline utility of 0.690 increased to 0.892

one year post procedure.(15)
A limited number of studies have examined the emotional and psychological aspect
of UF on women. These suggest that UF are associated with:

» Psychological distress(16)

* Anxiety: including fear from the unpredictability of fibroid symptoms having a
negative effect on women their daily activities(17), and fear of risk of UF
developing into cancer(9)

* Feelings of helplessness(16,18)
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* Negative body image and sexuality(16)

* Negative impact upon family life: including feelings of isolation due to lack of
understanding from families(16) and significant morbidity negatively impacting
upon relationships with friends and family.(18)

Moreover, heavy menstrual bleeding (HMB) is common in women with symptomatic
fibroids, and is in itself associated with a considerable QoL burden with high impact
on a woman'’s life(19,20), including psychological and social factors,(21) and
disruption to a normal routine such as interference with work, family life, or the

practical burden of sanitary care.(22)
Treating uterine fibroids

Current therapies aim to reduce or eliminate the symptoms of UF by reducing
bleeding and pain, decreasing fibroid size, or removing the fibroids or uterus.
Oestrogen and progesterone control the proliferation and maintenance of UF. Most
pharmacological treatments act by interfering with hormone production or
function.(13)

For people with UF less than 3 cm in diameter and not causing distortion of the
uterine cavity, NICE guideline 88 (NG88) recommends considering a levonorgestrel-
releasing intrauterine system (LNG-IUS) for the treatment of HMB. If HMB worsens
or an LNG-IUS is not suitable, pharmacological treatments (such as tranexamic acid
and non-steroidal anti-inflammatory drugs) and hormonal treatments (such as
combined hormonal contraception, cyclical oral progestogens and gonadotrophin-
releasing hormone [GnNRH] analogues) are recommended. Surgery (second-
generation endometrial ablation or hysterectomy) is recommended as an option if
treatment is unsuccessful or declined, or symptoms are severe. For people with
submucosal UF less than 3 cm in diameter hysteroscopic removal should be
considered. For people with UF of 3 cm or more in diameter, the same
pharmacological and surgical treatments are recommended as options as well as
uterine artery embolisation and myomectomy. Pre-treatment with a gonadotrophin-

releasing hormone analogue before hysterectomy and myomectomy should be
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considered if UF are causing an enlarged or distorted uterus.(21) Table 3 provides

an overview of the treatment options for UF.
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Table 3 Overview of treatment options for uterine fibroids (21,23-29)

May cause irregular
bleeding pattern

Not approved for UF
Risks and benefits of
treatment beyond 2 years
must be evaluated in the
individual patient

Approach Appropriate population Advantages Disadvantages Potential issues for
fertility / future
pregnancy

Pharmacological therapies

LNG-IUS e Young or premenopausal ¢ Reduces May cause irregular e Isa

women. Fibroids less than menstrual blood bleeding pattern contraceptive
3 cm in diameter, not loss Risk of expulsion increased
causing distortion of the with UF
uterine cavity. Not approved for UF
Distortion of endometrial
cavity by UF may preclude
insertion or increase risk of
uterine perforation
Combined oral e Young or premenopausal e Cost-effective Efficacy is limited e Isa
contraceptives (COC) women. When LNG-IUSis | « May be used Not approved for UF contraceptive
not suitable or declined. long-term Not appropriate for those at
increased risk of thrombotic
events
Oral progestogen * Young or premenopausal | e Reduces Irreversible loss of BMD e Isa
women. When LNG-IUS menstrual blood may occur with prolonged contraceptive
is not suitable or declined. loss use
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Approach

Appropriate population

Advantages

Disadvantages

Potential issues for
fertility / future

pregnancy
Non-Steroidal Anti- ¢ Young or premenopausal e Cost-effective Do not address the e None
inflammatory Drugs women. When LNG-IUS is | May reduce pain multifactorial symptoms
(NSAIDs) not suitable or declined. associated with fibroids
(including pain due to fibroid
growth, pelvic pressure,
urinary frequency etc.)
Not approved for UF
Tranexamic acid ¢ Young or premenopausal e Reduces Cannot be used ¢ None
women. When LNG-IUS menstrual blood concurrently with hormonal
is not suitable or declined. loss contraceptives
Fibroids 3cm or more in e Only taken Not approved for UF in EU
diameter. during bleeding Contraindicated in women at
periods increased risk of
thromboembolic events
Esmya® (ulipristal ¢ Adult women who have * Nonsurgical Safety concern: reported ¢ Inhibits
acetate, UPA) not reached menopause e Treats cases of liver injury and ovulation in
when UF embolisation multifactorial hepatic failure most women
and/or Surgical treatment Symptoms of UF Limited indication: while on
options_are no_t su_itable or beyond just Treatment courses are treatment
have failed. Fibroids 3 cm bleeding limited to 3 months each but
or more in diameter. « Rapid and can be repeated
sustained intermittently
reduction in
heavy bleeding

¢ Continuous
reduction of
fibroid size
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Approach Appropriate population Advantages Disadvantages Potential issues for
fertility / future
pregnancy

GnRH agonists ¢ Preoperative therapy in e Nonsurgical e Temporary treatment (3 to e |t cantake up

young or premenopausal | « Associated with 6* months), fibroid re-growth to 3 months
women. Should be treating on cessation for '
considered if UF are symptoms of UF, | e Adverse effects including menstruation
causing an enlarged or beyond just loss of BMD and to return after
distorted uterus. bleeding menopausal symptoms treatment

(including pain,
anaemia, urinary
frequency)

* Route of administration:
Injections (pain,
administrative cost and drug
cannot be interrupted at any
time)

e Flare effect during the first
month

Surgical and non-surgical procedures

Hysterectomy

* Women who require
removal of uterus, who
are close to menopause,
or who do not desire
fertility.

» [f fibroids are severe, prior
treatment unsuccessful,
pharmacological
tre