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Myovant Sciences GmbH 
Attention: Teresa Perney, S.V.P. 
Regulatory Affairs and Quality 
2000 Sierra Point Pkwy, 9th Floor 
Brisbane, CA 94005 
 
 
Dear Ms. Perney: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 
505(i) of the Federal Food, Drug, and Cosmetic Act for relugolix plus estradiol and 
norethindrone acetate (E2/NETA). 
 
We also refer to the teleconference between representatives of your firm and the FDA 
on March 25, 2020. The purpose of the meeting was to discuss the content and format 
of your new drug application (NDA) submission. We also refer you to the proposal for 
additional bone density analyses you submitted on April 2, 2020, in response to 
requests from the Agency and further discussion at the meeting. 
 
A copy of the official minutes of the teleconference is enclosed for your information.  
Please notify us of any significant differences in understanding regarding the meeting 
outcomes. 
 
If you have any questions, call Maria Wasilik, Regulatory Project Manager at 301-407-
2567. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Gerald Willett, M.D. 
Clinical Team Leader 
Division of Urology, Obstetrics, and Gynecology  
Office of Rare Diseases, Pediatrics, Urologic and 
Reproductive Medicine  
Center for Drug Evaluation and Research 

 
 
Enclosure: Meeting Minutes 

Reference ID: 4593150



 

 
 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: Pre-NDA 
 
Meeting Date and Time: March 25, 2020, at 12:30 PM- 2:00 PM 
Meeting Location: teleconference 
 
Application Number: IND 131161 
Product Name: relugolix plus estradiol and norethindrone acetate (E2/NETA) 

 
Indication: Treatment of heavy menstrual bleeding associated with 
 uterine fibroids  
 
Sponsor Name: Myovant Sciences GmbH 
 
Meeting Chair: Gerald Willett 
Meeting Recorder: Maria Wasilik 
 
FDA ATTENDEES 
Office of Rare Diseases, Pediatrics, Urologic and Reproductive Medicine  
Division of Urology, Obstetrics, and Gynecology  
Audrey Gassman, M.D., Deputy Director 
Gerald Willett, M.D., Clinical Team Leader 
Nneka N. McNeal-Jackson, M.D., Medical Officer 
Linda Jaffe, M.D., Clinical Reviewer 
Jennifer Lawrence, M.D., Clinical Reviewer 
 
Office of Regulatory Operations, Division of Regulatory Operations for Urology, 
Obstetrics, and Gynecology  
Margaret Kober, R.Ph., M.P.A., Chief, Project Management Staff 
Maria Wasilik, R.Ph., Project Manager 
 
Office of Rare Diseases, Pediatrics, Urologic and Reproductive Medicine 
Division of Pharm/Tox for Rare Diseases, Pediatrics, Urologic and Reproductive 
Medicine 
Kimberly Hatfield, Ph.D., Pharmacology/Toxicology Team Leader 
Laurie McLeod-Flynn, Ph.D., Pharmacology/Toxicology Reviewer 
 
Office of Drug Evaluation Sciences, Division of Clinical Outcome Assessment  
Onyeka Illoh, O.D., M.P.H., Clinical Outcome Assessment Team Leader (Acting) 
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Office of Translational Sciences, Office of Clinical Pharmacology, Division of 
Cardiometabolic and Endocrine Pharmacology  
Yanhui Lu, Ph.D., Clinical Pharmacology Team Leader 
Jihong Shon, M.D., Ph.D., Clinical Pharmacology Reviewer 
 
Office of Biostatistics,  Division of Biometrics III 
Mahboob Sobhan, Ph.D., Acting Team Leader 
 
Office of Biostatistics,  Division of Biometrics IV 
Daphne Lin, Ph.D. Deputy Director 
Jia Guo, Ph.D., Mathematical Statistician   
 
Office of Pharmaceutical Quality, Office of New Drug Products, Division of New Drug 
Products II 
Mark Seggel, Ph.D., Acting Chemistry, Manufacturing, and Controls (CMC) Lead  
 
Office of New Drugs Policy 
Julieann DuBeau, M.S.N., R.N., Regulatory Policy Advisor 
 
 
SPONSOR ATTENDEES 
Juan Camilo Arjona Ferreira, M.D., Chief Medical Officer 
Teresa Perney, Ph.D., Senior Vice President, Regulatory Affairs & Quality 
Rachel Wagman, M.D., Senior Vice President, Clinical Development 
Andria Langenberg, M.D., Senior Vice President, Drug Safety & Pharmacovigilance 
Carmen Ladner, Vice President, Regulatory Affairs 
Minli Xie, Ph.D., Vice President, Pharmaceutical Operations and Development 
Elke Hunsche, Ph.D., Vice President, Global Market Access and HEOR 
Juliet Li, Ph.D., Executive Director, Biostatistics 
Ashraf Ahmed, Executive Director, Regulatory Affairs, CMC 
David Alonzo, Ph.D., Associate Director of Formulation Development and 
Manufacturing 
Griffin Barbula, Ph.D., Director Analytical Chemistry and Technical Operations 
 
1.0 BACKGROUND 

 
The Sponsor is planning submission of an NDA to support relugolix 40 mg plus estradiol 
1 mg and norethindrone acetate 0.5 mg (E2/NETA) for the indication of treatment of 
heavy menstrual bleeding in women with uterine fibroids. 
 
The purpose of this meeting is to obtain the Agency’s agreement on the NDA content 
and format submission plan. The specific objectives of the meeting are: 
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• To obtain agreement that the relugolix fixed dose combination (FDC) tablet 
manufacturing and batch data and CMC data submission plans meet regulatory 
requirements for commercialization; 

 
• To obtain feedback on the proposed drug substance and drug product 

specifications; 
 
• To obtain agreement on the proposed pooling strategies and analysis plans for the 

integrated analyses of efficacy and safety; 
 

• To obtain agreement on the proposed overall content and format of the NDA 
including specifics related to narratives, datasets, and translations. 

 
FDA sent Preliminary Comments to the Sponsor on March 20, 2020. 
 
 
2.0 DISCUSSION 
 
On Monday, March 23, 2020, the Sponsor submitted an email in response to the FDA’s 
preliminary comments. The Sponsor wanted to discuss Questions 1,4,9, and 10 during 
the meeting. The Sponsor acknowledged and accepted all other FDA comments 
contained in the preliminary meeting document and will provide the requested 
information in the NDA. 
 
Question 1 
Does the Agency agree that the planned content of the NDA, including clinical study 
reports from the two pivotal phase 3 studies (MVT-601-3001 and MVT-601-3002) of 
relugolix combination therapy, the completed open-label extension study (MVT-601-
3003), the completed uterine-fibroid cohort of the prospective observational study (MVT-
601-034), and the pivotal bioequivalence (MVT-601-042) and food effect study (MVT-
601-041) studies, along with the report of a meta-analysis comparing incidence rates of 
thromboembolic events among different estrogens and progestins in premenopausal 
and postmenopausal women as well as clinical study reports from the supportive phase 
2 and phase 3 studies conducted with relugolix monotherapy and phase 1 studies from 
the clinical pharmacology and biopharmaceutics programs, is adequate to support 
review of the NDA for the combination of relugolix, E2, and NETA for the intended 
indication? 
 
FDA Response to Question 1: 
 
No, your planned content listed in Question 1 does not include study MVT-601-037. 
Significant safety data from the endometriosis studies, especially serious adverse 
events and premature discontinuations due to adverse events, should be included. 
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Clinical Pharmacology comments: 
 
The proposed contents of the NDA from the clinical pharmacology program appear 
reasonable. Submit the following information in your NDA package: 
 
⋅ A summary table of all clinical formulations evaluated. The table should delineate 

which formulation(s) were used in each of your clinical studies. 
 
⋅ All datasets for pharmacokinetic (PK) analyses and PK parameter datasets in SAS 

Transport (.xpt) format.  
 

⋅ Bioanalytical method validation reports and bioanalytical reports, including 
established long-term matrix stability data that could support the storage of your PK 
samples.  
 

⋅ Concomitant use of iron is recommended for your proposed target patient population 
and the patients enrolled in your phase 3 trials were also instructed to take oral iron 
supplementation with meals. Because iron supplements may affect bioavailability of 
a medication due to the formation of mineral-drug complexes, address the 
interaction potential between iron supplement and active components contained in 
the proposed fixed combination product based on the proposed administration 
method. 

 
⋅ Users of relugolix, a GnRH antagonist, can be advised to concomitantly take calcium 

and (or) Vitamin D supplementation to prevent or minimize the possible impact on 
bone mineral density even though their concomitant use was not allowed in the 
phase 3 trials. Address this interaction potential. 
 

⋅ Evaluations (e.g. covariate analysis) regarding the effect of medications that raise 
gastric pH (e.g. proton pump inhibitors) on the PK, efficacy, and safety of relugolix if 
there are any subjects on concomitant medication of those drugs in your phase 3 
studies. 

 
Your IND lacks a completed pre-and postnatal development study.  Submit the finalized 
study report for Study No. 300136: “Effect of TAK-385 on pre- and postnatal 
development, including maternal functions, in rats” that was initiated in June 2016. 
 
Discussion at the Meeting: 
 
The Sponsor clarified that the patients were not prohibited from using calcium and 
vitamin D, but were not encouraged to do so. Overall, the Sponsor indicated that 
approximately 25% of the study population took one or both of these supplements at 
some point during the study, and that vitamin D was most commonly used, with fewer 
using calcium and even fewer using both. The Division advised that all available data 
and information should be included in the NDA regarding women who took calcium and 
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vitamin D to help provide dosing information. The Sponsor agreed to address this 
potential interaction. The Sponsor cited recent literature that vitamin D and calcium had 
no effect on bone mineral density (BMD). The Division said it is possible that the results 
could be impacted, and the Sponsor agreed to do a sensitivity analysis for BMD results, 
excluding subjects who took calcium and/or vitamin D supplements. The Division also 
advised that the Sponsor  could address this issue using additional approaches: for 
example, conducting biopharmaceutical in vitro studies or in vivo animal studies to 
assess the formation of calcium-drug complex. 
 
 
Question 2: 

FDA Response to Question 2: 
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Discussion at the Meeting: 
None 
 
Question 3: 
Does the Agency agree with the proposed pooling strategy and the planned efficacy 
analyses for the Summary of Clinical Efficacy (SCE, Module 2.7.3), with additional 
detailed information to be provided in the Integrated Summary of Efficacy (ISE)? 
 
FDA Response to Question 3: 
 
Yes, the proposed pooling strategy for efficacy appears reasonable. Present efficacy 
data and analysis from studies MVT-601-3001 and MVT-601-3002 and any supporting 
efficacy data from other studies separately as well. Further evaluation of the 
appropriateness of pooling will determined during NDA review. 
 
Discussion at the Meeting: 
None 
 
Question 4: 
Does the Agency agree with the proposed pooling strategy and the planned safety 
analyses for the Summary of Clinical Safety (SCS, Module 2.7.4), with additional 
detailed information to be provided in the Integrated Summary of Safety (ISS)? 
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FDA Response to Question 4: 
 
No, we do not fully agree. We agree that results from studies MVT-601-3001, MVT-610-
3002 and MVT-601-3003 are the key datasets that will inform the safety profile of your 
product. In addition to reporting safety information separately for studies MVT-601-3001 
and MVT-610-3002, we agree with pooling safety data from these studies. 
 
Confirm that you will present the final safety data from the long-term study MVT-601-
3003, and not the interim safety analysis as indicated in Table 7 of your meeting 
package. It is acceptable to pool safety results with these trials, and to include a 
presentation of the safety data from these studies according to duration of exposure. 
 
Provide the following additional analysis of the bone mineral density (BMD) data: 
 
• For studies MVT-601-3001 and MVT-601-3002 individually and combined: 

 
o Report treatment difference from placebo in percent change from baseline in 

BMD for the relugolix + E2/NETA group. 
 

o To demonstrate that the addition of E2/NETA mitigates bone loss associated 
with relugolix monotherapy, analyze and compare the percent change in BMD 
from baseline to week 12 for both Group A (relugolix + E2/NETA) and Group 
B (relugolix + delayed E2/NETA) to that in Group C (placebo). Also compare 
the percent change in BMD for these groups from week 12 to week 24. 

 
• For the analysis of change in BMD in the post-treatment follow-up (PTFU) period for 

all three Phase 3 studies include:  
 

o Percent (%) change from pre-treatment baseline 
 

o Categorical summary of percent (%) change from baseline, including a 
category for no change (0% change) or a gain in BMD (>0% change from 
baseline) 

 
o Categorical summary of BMD recovery (increase off study drug): <0%, 0-

25%, >25-50%, >50-75%, >75-100% >100% increase 
 

o Calculate the increase in BMD off study drug using the formula: 
100 X [(%change from baseline to final treatment) - (%change from 
Baseline to PTFU visit))/(%change from baseline to final treatment)] 
 

• Perform a sensitivity analysis for BMD results, excluding subjects who changed 
dual x-ray absorptiometry (DXA) machines during the course of the study. 

 

Reference ID: 4593150





IND 131161 
Page 9 
 
 

U.S. Food and Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

• Regarding the analysis of recovery of bone loss during post-treatment follow-up 
(PTFU): 

 
Pooling of studies for the ISS was discussed. The Division indicated that the updated 
Table 7 submitted by the Sponsor via e-mail prior to the teleconference is consistent 
with the Division’s request. The Sponsor also plans to submit safety data for study TAK-
385/CCT-101 (12-week endometriosis study) with study TAK-385/CCT-101 (24-week 
endometriosis extension study) in a CSR. 
 
The Division accepted pooling men and women in the Phase 1 studies and will request 
additional information upon review if needed. 
 
The Sponsor noted that individual study tables would be included in the ISS if the 
studies demonstrated discrepancies. The Sponsor will also discuss discrepancies 
across trials in the text and reference relevant analyses in the individual CSRs. The 
inclusion of pooled safety data from 12- and 24-week monotherapy endometriosis and 
fibroid safety populations was acceptable to the Division. 
 
Post-meeting Comment: On April 2, 2020, the Sponsor submitted their proposal for 
summarizing post-treatment BMD results. The Division found the approach to the 
analysis acceptable with the following caveats: 
 
In addition to the lumbar spine and total hip data, results for BMD at the femoral neck 
should also be presented in each analysis [summary of percent change in BMD from 
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properties, and specifications for each active ingredient.  Submit a Certificate of 
Analysis for each drug substance. 
 
Refer to the FDA’s Guidance for Industry - Elemental Impurities in Drug Products, 
August 2018, for recommendations regarding the control of elemental impurities in drug 
products 
 
Refer to the FDA’s Guidance for Industry - Residual Solvents in Drug Products 
Marketed in the United States, November 2009, for recommendations regarding the 
control of residual solvents in drug products. 
 
The adequacy of the proposed acceptance criteria will be evaluated based on the 
totality of information provided in the NDA.  
 
See our Additional Comments regarding dissolution method development and 
acceptance criteria that should be submitted in your NDA application. 
 
Discussion at the Meeting: 
None 
 
 
Question 8: 
Does the Agency agree that the proposed format and content of the planned NDA for 
relugolix combination therapy is acceptable to support the Agency’s review for the 
proposed indication? 
 
FDA Response to Question 8: 
 
The proposed format and content of your planned NDA appears reasonable but is 
subject to further review upon submission of the NDA. Specify inclusion of the 
Integrated Summary of Efficacy (ISE) and the Integrated Summary of Safety (ISS) in 
your draft Table of Contents.  
 
Discussion at the Meeting: 
None 
 
Question 9: 
The sponsor plans to rely on information from published literature and the Agency’s 
previous findings of safety and/or effectiveness for reference listed drugs to support 
certain sections of the application for the E2 and NETA components of the relugolix 
combination, as outlined in the sponsor position. Does the Agency agree that the 
proposed plan is scientifically appropriate and satisfies the requirements for a 505(b)(2) 
regulatory pathway for the planned NDA submission for the combination of relugolix, E2 
and NETA? 
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FDA Response to Question 9: 
 
In your background package you state that you plan to rely on published literature and 
FDA’s finding of safety and/or effectiveness for the listed drug Activella (NDA 020907) 
tablets for your future NDA, to be submitted via the 505(b)(2) regulatory pathway. You 
appear to state in Question 9 that you are relying on multiple “listed drugs to support 
certain sections of the application for the E2 and NETA components of the relugolix 
combination.”  It is unclear which additional listed drug(s) you intend to rely on for FDA’s 
finding of safety and/or effectiveness.   
 
In your 505(b)(2) application, we encourage you to clearly identify (for each section of 
the application, including the labeling): (1) the information for the proposed drug product 
that is provided by reliance on FDA’s finding of safety and/or effectiveness for the listed 
drug or by reliance on published literature; (2) the “bridge” that supports the scientific 
appropriateness of such reliance; and (3) the specific name (e.g., proprietary name) of 
each listed drug named in any published literature on which your marketing application 
relies for approval. The regulatory requirements for a 505(b)(2) application (including, 
but not limited to, an appropriate patent certification or statement) apply to each listed 
drug upon which a sponsor relies. 
 
Non-US labeling (e.g., Activelle, Kliovance) or non-US regulatory authority assessments 
may not be relied upon because these are neither FDA’s findings related to a listed drug 
nor published literature.  If the studies upon which the non-US conclusions are based 
have been published, you may be able to rely upon that literature. 
 
Refer to the 505(b)(2) REGULATORY PATHWAY section below for information about 
submitting a 505(b)(2) NDA. 
 
Discussion at the Meeting: 
The Sponsor clarified that they are only relying on FDA’s finding of safety and/or 
effectiveness for the listed drug Activella (NDA 020907) and have completed a 
bioequivalence study to bridge to Activella. The Sponsor asked whether they can rely 
on published literature even if it does not specify a listed drug.  The Division explained 
that reliance on published literature is acceptable regardless of whether or not it cites a 
specific listed drug(s).  However, if a listed drug(s) is specified in the published 
literature, an appropriate patent certification or statement is required for each listed 
drug. 
 
The Sponsor plans to leverage the draft Guidance for Industry:  Labeling for Combined 
Hormonal Contraceptives (December 2017) for language in the Pregnancy subsection 
of their proposed product labeling.  The Division requested that the Sponsor submit their 
proposal for review. 
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Question 10: 
For the phase 1, 2, and 3 studies included in the NDA, Myovant intends to provide case 
report forms (CRFs) and subject narratives for those study participants who died, had 
other serious adverse events reported, or discontinued treatment due to an adverse 
event. In addition, Myovant intends to provide narratives for any study participant with 
excessive bone loss (≥ 7% loss at any anatomic site and/or Z-score < -2.0 at any 
anatomic site) at end of treatment or persistent bone loss (≥ 3% loss at the lumbar spine 
or total hip) 12-months post-treatment, and for patients for whom a protocol-specified 
adverse event of clinical interest meeting criteria for hepatic transaminase elevations (≥ 
3-fold the upper limit of normal) was reported. Does the Agency agree with this 
proposal? 
 
FDA Response to Question 10: 
 
No, your proposed plan is incomplete. Provide CRFs and narratives for subjects who 
experience any of the following: 
 

• Alopecia [include information on associated symptoms of acne and/or hirsutism, 
iron levels, iron supplementation, hemoglobin, hematocrit and platelet count 
along with red blood cell (rbc) indices (mean corpuscular hemoglobin (MCH), 
mean corpuscular volume (MCV) and red cell distribution width (RDW).] 
 

• Expulsion or prolapse of uterine fibroid(s) 
 

• Fracture [include the event (fall, motor vehicle accident, etc.), location of fracture, 
information on healing and BMD data.] 
 

• Pregnancy  
 

• Serious treatment-emergent adverse events (TEAEs) 
 

• Study withdrawal due to an adverse event 
 

• Surgery, other procedure, or hospitalization for bleeding due to uterine fibroids 
 

 
 
Discussion at the meeting: 
The Sponsor inquired about the information requested by the Division for subjects with 
alopecia. The Division explained that they observed the imbalance in the proportion of 
relugolix-treated subjects who experienced alopecia as compared to placebo and 
requested information regarding 1) the pattern of hair loss, 2) whether it is reversible, 
and 3) whether subjects with alopecia had clinical signs or laboratory data that would 
shed some light on this adverse event, such association with androgenic effect or iron 
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deficiency. The Sponsor agreed to include the requested information in the 
CRFs/narratives for these subjects. 
 
Question 11: 
Does the Agency agree that the proposed plan for the 120-Day Safety Update is 
acceptable? 
 
FDA Response to Question 11: 
 
No, your proposed plan is incomplete. In your 120-Day Safety Update, include any new 
safety information about the drug product arising from clinical studies (fibroid or 
endometriosis), animal studies, and other sources, including study . Also 
report any safety information you are made aware of from the Sponsor conducting study 
TAK385/3-A. Include narratives and data listings for any new deaths or serious adverse 
event (SAEs) reported for any subject in any study included in the NDA through the 4-
month safety update data cut-off date. 
 
Discussion at the Meeting: 
None 
 
 
Question 12: 
Several appendices for the Takeda clinical study reports and some  
reports were only available in Japanese. Myovant has performed certified English 
translations of the original Takeda documents and reports. Only the English translated 
documents are proposed to be provided in the NDA and not the original Japanese 
language documents. Myovant also plans to include English translations of the case 
report forms (CRFs) for Japanese patients with reported deaths, other serious adverse 
events, withdrawals for an adverse event, and adverse events of special interest. 
Does the Agency agree with these plans? 
 
FDA Response to Question 12: 
 
In addition to providing English translations of the Takeda clinical study reports and 
specified CRFs, provide English translations of CRFs and narratives of all conditions 
and events listed in Question 10 and the FDA Response to Question 10. 
 
Discussion at the Meeting: 
None 
 
Question 13: 
Myovant prepared the datasets following contemporary Clinical Data Interchange 
Standards Consortium (CDISC) guidelines (Study Data Tabulation Model [SDTM], 
Analysis Data Model [ADaM]) for all clinical studies included in this NDA, as well as for 
the integrated summary of safety (ISS) and integrated summary of efficacy (ISE). 
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Myovant also plans to submit software programs used to create all ADaM datasets, and 
tables and figures associated with the primary and secondary efficacy analyses for the 
pivotal studies to support the NDA. 
 
Does the Agency agree that the prepared CDISC datasets, along with the selected 
analysis programs, are sufficient for supporting the filing of our NDA? Would the Agency 
be interested in a demonstration of how to navigate and utilize the provided datasets? 
 
FDA Response to Question 13: 
 
From a technical standpoint, the prepared CDISC datasets are acceptable. We are not 
planning on requesting a demonstration of how to navigate and utilize provided 
datasets.  
 
Discussion at the Meeting: 
None 
 
 
Question 14: 
Does the Agency agree that uterine fibroids is a serious condition and that if approved, 
the relugolix combination therapy may provide a significant improvement in safety and 
efficacy relative to the currently available treatment options and may, therefore, be 
considered eligible for a priority review designation? 
 
FDA Response to Question 14: 
 
No. While relugolix combination therapy may provide a medical option for the treatment 
of heavy menstrual bleeding associated with uterine fibroids, for the following reasons it 
is not eligible for priority review: 
 

• Although there may be a subset of patients with uterine fibroids whose 
symptoms cause severe iron-deficiency anemia due to blood loss or severe 
pain associated with fibroids, your clinical development program has not 
targeted this more seriously affected population. The mean baseline 
hemoglobin was in the normal range (11 – 12 g/dL) and the mean baseline 
maximal numerical rating scale (NRS) score was between 5.5 and 6.5 
(moderate pain). 
 

• At this point in time, long term efficacy and safety have not been established for 
relugolix combination therapy and we do not know whether definitive surgical 
therapy may eventually be needed.   
 

• Inpatient and outpatient surgical treatments are available in the US with varying 
degrees of invasiveness, effectiveness, and risk to provide relief from heavy 
menstrual bleeding. These alternatives to medical therapy for the management 
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of heavy menstrual bleeding associated with uterine fibroids have outcomes 
that result in symptomatic relief for many women. 
 

• Hysterectomy may be a preferred option for women who have completed child-
bearing and do not desire temporary medical therapy as opposed to having 
one procedure which will remove the source of heavy menstrual bleeding 
completely. 

 
In summary, the availability of generally safe and effective medical and surgical 
therapies in the US for the management of heavy menstrual bleeding due to uterine 
fibroids in your target population (which is not exclusively affected by more medically 
severe symptoms) leads to our conclusion that relugolix combination therapy will not be 
considered for priority review. 
 
Discussion at the Meeting: 
None 
 
 
Question 15: 
Myovant plans to submit two parallel NDA applications across different therapeutic 
indications in the first half of 2020. The NDA application for uterine fibroids is planned to 
be submitted after the NDA for advanced prostate cancer. Both NDA applications will 
use the same drug substance. Does the Agency agree that relevant Module 3.2.S 
sections from the advanced prostate cancer NDA application can be cross-referenced in 
the Uterine Fibroids NDA application? 
 
FDA Response to Question 15: 
 
Information on the relugolix drug substance manufacturing and testing facilities, along 
with statements regarding their cGMP compliance status, should be provided in each 
NDA.      
 
The relevant Module 3.2.S sections from the advanced prostate cancer NDA application 
can be cross-referenced in the uterine fibroids NDA application.  We request that the 
following information be provided in the uterine fibroids NDA for ease of review:  general 
information, physico-chemical properties, and specifications.  Submit a Certificate of 
Analysis for the drug substance. 
 
Discussion at the Meeting: 
None 
 
Biopharmaceutics Additional Comments 
 
The FDA has the following recommendations regarding the dissolution information 
(method(s) and acceptance criterion/criteria) that should be provided in the submission. 
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Dissolution Method: Provide the dissolution method development report supporting 
the selection of the proposed dissolution test evaluating the proposed drug product. 
Include the following information in the dissolution method development report: 
 

a. Solubility data of the drug substance over the physiologic pH range. 
 

b. Detailed description of the dissolution method being proposed for the 
evaluation of the product, along with the developmental parameters 
supporting the selection of the proposed dissolution method as the optimal 
test for the proposed drug product (e.g., selection of the 
equipment/apparatus, in vitro dissolution/release media, agitation/rotation 
speed, media pH, sink conditions, use of sinker and enzyme, if applicable, 
etc.).  If a surfactant is used, include the data supporting the selection of the 
type and amount of surfactant.  The testing conditions associated with each 
method development study should be clearly specified.  The dissolution 
profile should be complete or whenever a plateau is reached (i.e., no increase 
over 3 consecutive time-points).  Use at least twelve dosage units per testing 
variable and sampling time points (e.g., 10, 15, 20, 30, 45 60, etc. min). 

 
c. Data supporting the discriminating ability of the selected dissolution method. 

In general, the testing conducted to demonstrate the discriminating ability of 
the selected dissolution method should compare the dissolution profiles of the 
reference (target) drug product and the test products that are intentionally 
manufactured with meaningful variations for the most relevant critical material 
attributes, critical formulation variables, and critical process parameters (e.g., 
± 10-20% change to the specified values or ranges for these variables). 
Submit the dissolution profile data and similarity testing results obtained with 
appropriate statistical test (e.g., f2 values) comparing the test and reference 
drug products.  In addition, if available, submit data showing that the selected 
dissolution method is able to reject product that is not bioequivalent to the 
reference-target drug product. 

 
d. A list of the critical material attributes (CMAs) and critical process parameters 

(CPPs) affecting dissolution. 
 

e. Supportive validation data for the dissolution methodology (bench testing) and 
analytical method used for assaying the dissolution samples (specificity, 
precision, accuracy, linearity/range, stability, robustness, etc.  For general 
recommendations on method validation, refer to the USP Chapters “The 
Dissolution Procedure: Development and Validation” <1092> and “Validation 
of Compendial Methods” USP Chapter <1225>. 

 
f. Complete dissolution multi-point profile data for each variable tested 

during method development, assessment of discriminating ability, and 
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validation [individual (n=12), mean, SD, % CV at each time point and 
mean profiles).  The dissolution data should be reported as the cumulative 
percentage of drug dissolved (the percentage is based on the drug 
product’s label claim).  For the submission of the dissolution data, refer to 
data presentation below. 

 
Dissolution Acceptance Criterion: For the selection of the dissolution acceptance 
criterion of the proposed drug product, consider the following: 
 

• The multi-point dissolution data (n=12) from the clinical/PK drug product-batches 
and primary registration batches should be used for the setting of the dissolution 
acceptance criterion of the proposed drug product (i.e., sampling time points and 
limits). When applicable, include the dissolution profile data to support in-process 
dissolution acceptance criteria. 

 
• The in-vitro dissolution profile should be complete or if incomplete dissolution 

occurs, where the plateau of drug dissolved is reached (i.e., no increase over 3 
consecutive time-points). 

 
• The dissolution acceptance criterion should be based on the average in-vitro 

dissolution data of each batch/lot under study, equivalent to USP Stage 2 testing 
(n = 12). 

 
• The selection of the sampling time point should be where Q = % dissolution 

occurs.   
 

• Include a detailed discussion of the justification of the proposed dissolution 
acceptance criterion in the appropriate section of the eCTD. 

 
Dissolution Data Presentation: In the dissolution method development report 
(INDs/NDAs), and/or batch analysis section (NDAs), present detailed experimental 
dissolution data as follows: 
 
For IND/NDA Submissions:  
 

 In the narrative portion of the dissolution report, include individual vessel data 
as much as possible, particularly regarding investigation of selection of 
equipment, media, agitation speed, etc. 
 

 In addition to the mean dissolution data presented in graphical and tabular 
formats, submit in the “Batch Analysis” section 3.2.P.5.4 of your NDA the 
individual vessel dissolution data for the batches of the proposed product 
used in the pivotal clinical/PK and registration/stability studies in Microsoft 
Excel “.xls or .xlsx” format.    If available, include data at release, time zero 
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stability time point, and over the duration of stability testing under long-term 
storage conditions.    

 
 Provide in your IND/NDA the dissolution data as described in the example 

below. 
 
Example - Reporting of individual vessel dissolution data 

 
 
Follow the instructions provided in “Specifications for File Format Types Using eCTD 
Specifications” – updated March 2, 2017 (link below). 
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmission
Requirements/ElectronicSubmissions/UCM347471.pdf 
 
 
ADDITIONAL DISCUSSION 
The Sponsor inquired if delays in inspections would occur during their NDA cycle 
because of the novel coronavirus. The Division responded that this issue is still being 
discussed internally. 
 
 
3.0 ADDITIONAL INFORMATION 
 
PREA REQUIREMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for 
new active ingredients (which includes new salts and new fixed combinations), new 
indications, new dosage forms, new dosing regimens, or new routes of administration 
are required to contain an assessment of the safety and effectiveness of the product for 
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the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  
 
Please be advised that under the Food and Drug Administration Safety and Innovation 
Act (FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of 
an End-of-Phase-2 (EOP2) meeting. In the absence of an EOP2 meeting, refer to the 
draft guidance below. The iPSP must contain an outline of the pediatric study or studies 
that you plan to conduct (including, to the extent practicable study objectives and 
design, age groups, relevant endpoints, and statistical approach); any request for a 
deferral, partial waiver, or waiver, if applicable, along with any supporting 
documentation, and any previously negotiated pediatric plans with other regulatory 
authorities. The iPSP should be submitted in PDF and Word format. Failure to include 
an Agreed iPSP with a marketing application could result in a refuse to file action.  
 
For additional guidance on the timing, content, and submission of the iPSP, including an 
iPSP Template, please refer to the draft guidance for industry Pediatric Study Plans: 
Content of and Process for Submitting Initial Pediatric Study Plans and Amended 
Pediatric Study Plans.1 In addition, you may contact the Division of Pediatric and 
Maternal Health at 301-796-2200 or email Pedsdrugs@fda.hhs.gov. For further 
guidance on pediatric product development, please refer to FDA.gov.2 
 
PRESCRIBING INFORMATION 
 
In your application, you must submit proposed prescribing information (PI) that 
conforms to the content and format regulations found at 21 CFR 201.56(a) and (d) and 
201.57 including the Pregnancy and Lactation Labeling Rule (PLLR) (for applications 
submitted on or after June 30, 2015). As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information3 and Pregnancy and Lactation Labeling Final Rule4 websites, which include: 
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for 
human drug and biological products.  

• The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and 
format of information related to pregnancy, lactation, and females and males of 

                                                           
1 When final, this guidance will represent the FDA’s current thinking on this topic. For the most recent 
version of a guidance, check the FDA guidance web page at 
https://www.fda.gov/RegulatoryInformation/Guidances/default.htm. 
2 https://www.fda.gov/drugs/development-resources/pediatric-and-maternal-health-
product-development 
3 https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-
information 
4 https://www.fda.gov/drugs/labeling/pregnancy-and-lactation-labeling-drugs-final-rule 
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reproductive potential. 

• Regulations and related guidance documents.  

• A sample tool illustrating the format for Highlights and Contents, and  

• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 
important format items from labeling regulations and guidances.  

• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the 
Highlights Indications and Usage heading. 

Pursuant to the PLLR, you should include the following information with your application 
to support the changes in the Pregnancy, Lactation, and Females and Males of 
Reproductive Potential subsections of labeling. The application should include a review 
and summary of the available published literature regarding the drug’s use in pregnant 
and lactating women and the effects of the drug on male and female fertility (include 
search parameters and a copy of each reference publication), a cumulative review and 
summary of relevant cases reported in your pharmacovigilance database (from the time 
of product development to present), a summary of drug utilization rates amongst 
females of reproductive potential (e.g., aged 15 to 44 years) calculated cumulatively 
since initial approval, and an interim report of an ongoing pregnancy registry or a final 
report on a closed pregnancy registry. If you believe the information is not applicable, 
provide justification. Otherwise, this information should be located in Module 1. Refer to 
the draft guidance for industry Pregnancy, Lactation, and Reproductive Potential: 
Labeling for Human Prescription Drug and Biological Products – Content and Format.  
 
Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance 
with the format items in regulations and guidances.  
 
ABUSE POTENTIAL ASSESSMENT 
 
Drugs that affect the central nervous system, are chemically or pharmacologically 
similar to other drugs with known abuse potential, or produce psychoactive effects such 
as mood or cognitive changes (e.g., euphoria, hallucinations) need to be evaluated for 
their abuse potential and a proposal for scheduling will be required at the time of the 
NDA submission [21 CFR 314.50(d)(5)(vii)]. For information on the abuse potential 
evaluation and information required at the time of your NDA submission, see the 
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guidance for industry Assessment of Abuse Potential of Drugs.5 
 
505(b)(2) REGULATORY PATHWAY 
 
The Division recommends that sponsors considering the submission of an application 
through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and 
the draft guidance for industry Applications Covered by Section 505(b)(2) (October 
1999).6 In addition, FDA has explained the background and applicability of section 
505(b)(2) in its October 14, 2003, response to a number of citizen petitions that had 
challenged the Agency’s interpretation of this statutory provision (see Docket FDA-
2003-P-0274-0015, available at Regulations.gov.7 
 
If you intend to submit a 505(b)(2) application that relies for approval on FDA’s finding of 
safety and/or effectiveness for one or more listed drugs, you must establish that such 
reliance is scientifically appropriate, and must submit data necessary to support any 
aspects of the proposed drug product that represent modifications to the listed drug(s). 
You should establish a “bridge” (e.g., via comparative bioavailability data) between your 
proposed drug product and each listed drug upon which you propose to rely to 
demonstrate that such reliance is scientifically justified. 
 
If you intend to rely on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on 
the studies described in the literature or on the other studies is scientifically appropriate. 
You should include a copy of such published literature in the 505(b)(2) application and 
identify any listed drug(s) described in the published literature (e.g. by trade name(s)). 
 
If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s) (which is considered to be 
reliance on FDA’s finding of safety and/or effectiveness for the listed drug(s)), you 
should identify the listed drug(s) in accordance with the Agency’s regulations at 21 CFR 
314.54. It should be noted that 21 CFR 314.54 requires identification of the “listed drug 
for which FDA has made a finding of safety and effectiveness,” and thus an applicant 
may only rely upon a listed drug that was approved in an NDA under section 505(c) of 
the FD&C Act. The regulatory requirements for a 505(b)(2) application (including, but 
not limited to, an appropriate patent certification or statement) apply to each listed drug 
upon which a sponsor relies. 
 
If FDA has approved one or more pharmaceutically equivalent products in one or more 
NDA(s) before the date of submission of the original 505(b)(2) application, you must 
identify one such pharmaceutically equivalent product as a listed drug (or an additional 
                                                           
5 We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance 
Documents Database https://www.fda.gov/RegulatoryInformation/Guidances/default.htm. 
6 We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance 
Documents Database https://www.fda.gov/RegulatoryInformation/Guidances/default.htm. 
7 http://www.regulations.gov 
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listed drug) relied upon (see 21 CFR 314.50(i)(1)(i)(C), 314.54, and 314.125(b)(19); see 
also 21 CFR 314.101(d)(9)). If you identify a listed drug solely to comply with this 
regulatory requirement, you must provide an appropriate patent certification or 
statement for any patents that are listed in the Orange Book for the pharmaceutically 
equivalent product, but you are not required to establish a “bridge” to justify the scientific 
appropriateness of reliance on the pharmaceutically equivalent product if it is 
scientifically unnecessary to support approval. 
 
If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug 
that has been discontinued from marketing, the acceptability of this approach will be 
contingent on FDA’s consideration of whether the drug was discontinued for reasons of 
safety or effectiveness. 
We encourage you to identify each section of your proposed 505(b)(2) application that 
is supported by reliance on FDA’s finding of safety and/or effectiveness for a listed 
drug(s) or on published literature (see table below). In your 505(b)(2) application, we 
encourage you to clearly identify (for each section of the application, including the 
labeling): (1) the information for the proposed drug product that is provided by reliance 
on FDA’s finding of safety and/or effectiveness for the listed drug or by reliance on 
published literature; (2) the “bridge” that supports the scientific appropriateness of such 
reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in 
any published literature on which your marketing application relies for approval. If you 
are proposing to rely on published literature, include copies of the article(s) in your 
submission. 
 
In addition to identifying the source of supporting information in your annotated labeling, 
we encourage you to include in your marketing application a summary of the information 
that supports the application in a table similar to the one below. 
 

List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and 

effectiveness for a listed drug or by reliance on published literature 

Source of information 
(e.g., published literature, name 

of listed drug) 

Information Provided 
(e.g., specific sections of the 505(b)(2) 

application or labeling) 

(1) Example: Published literature  Nonclinical toxicology 

(2) Example: NDA XXXXXX 
“TRADENAME” 

Previous finding of effectiveness for 
indication A 

(3) Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section B 

(4)     

Reference ID: 4593150



IND 131161 
Page 25 
 
 

U.S. Food and Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

 
Please be advised that circumstances could change that would render a 505(b)(2) 
application for this product no longer appropriate. For example, if a pharmaceutically 
equivalent product were approved before your application is submitted, such that your 
proposed product would be a “duplicate” of a listed drug and eligible for approval under 
section 505(j) of the FD&C Act, then it is FDA’s policy to refuse to file your application 
as a 505(b)(2) application (21 CFR 314.101(d)(9)). In such a case, the appropriate 
submission would be an Abbreviated New Drug Application (ANDA) that cites the 
duplicate product as the reference listed drug. 
 
 
4.0 ATTACHMENTS AND HANDOUTS 
 
The Sponsor submitted one slide. 
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