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Disclaimer 
 
Except as specifically identified, all data and information discussed below and 
necessary for approval of NDA 218718 are owned by Millicent Pharma or are data for 
which Millicent Pharma has obtained a written right of reference. 
 
Any information or data necessary for approval of NDA 218718 that Millicent Pharma 
does not own or have a written right to reference constitutes one of the following: (1) 
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published literature, or (2) a prior FDA finding of safety or effectiveness for a listed drug, 
as reflected in the drug’s approved labeling.  Any data or information described or 
referenced below from reviews or publicly available summaries of a previously approved 
application is for descriptive purposes only and is not relied upon for approval of NDA 
218718. 
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1 Executive Summary 

1.1 Introduction 
The Applicant, Millicent Pharma, is using the 505(b)(2) regulatory path to develop a new 
pharmaceutical formulation (orally disintegrating tablets) of norethindrone acetate (1 
mg) and ethinyl estradiol (0.02 mg) for pregnancy prevention in women of reproductive 
age. The proposed tradename of their drug product is FEMLYV.  
 
Combination hormonal contraceptives (CHC) such as FEMLYV lower the risk of 
becoming pregnant primarily by preventing ovulation through their actions on the 
hypothalamic-pituitary-ovarian axis, as indicated by changes in luteinizing hormone (LH) 
and follicle stimulating hormone (FSH) plasma levels over the course of the menstrual 
cycle. 
 
As part of their drug development program, the Applicant conducted clinical 
pharmacological studies to establish the bioequivalence between their drug product and 
the listed drug (LD) Minastrin 24 Fe Chewable Tablets, which was approved under NDA 
203667 on May 08, 2013. The LD is no longer marketed in the United States.  
 
The LD product was available in 28-blister packages with 24 white “active” tablets and 4 
brown non-hormonal placebo tablets. In the LD product, each active tablet contained 
norethindrone acetate (1 mg) and ethinyl estradiol (0.02 mg), and each placebo tablet 
contained 75 mg ferrous fumarate, which did not serve any therapeutic purpose.  
 
The Applicant’s drug product, FEMLYV, will be available in 28-blister packages of 24 
green active tablets, each containing the same active pharmaceutical ingredients at the 
same strengths as those in the active LD tablets, and 4 white non-hormonal placebo 
tablets. None of the FEMLYV tablets contains ferrous fumarate. 

1.2 Brief Discussion of Nonclinical Findings 
The Applicant did not conduct nonclinical studies with FEMLYV, and no nonclinical 
studies were required to support their NDA application. Instead, the Applicant 
conducted clinical pharmacological studies to establish an adequate scientific bridge 
between their product and the LD such that they could rely on findings of safety and 
effectiveness described in the FDA-approved labeling of the LD. 
 
The scientific bridge between FEMLYV and the LD, Minastrin 24 Fe, was established by 
three single-dose clinical pharmacology studies comparing the bioavailability of 
FEMLYV and the LD under different conditions:  

1. Clinical BA Study MP0008-0001.2-PR: This study was conducted in healthy 
premenopausal female volunteers to compare the bioavailability of norethindrone 
acetate and ethinyl estradiol from a FEMLYV tablet: (a) allowed to disintegrate in 
the mouth without water, and (b) swallowed whole with water, relative to that 
from a Minastrin chewable tablet that was chewed, swallowed, and followed with 
water. 
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2. Clinical BA Study MP0008-0002.1-PR: This study was conducted in healthy 
premenopausal female volunteers to evaluate the effect of a high-fat/high-calorie 
meal consumed 30 minutes prior to an oral dose of FEMLYV on norethindrone 
acetate and ethinyl estradiol absorption, compared to administration of FEMLYV 
after an overnight fast. 

3. Clinical Study MP0008-003.4-PR: This study was designed to investigate the 
potential for oral irritation to develop after taking a FEMLYV active orally 
disintegrating tablet daily for 24 days (tablet disintegration in the mouth, 
swallowed with saliva). 

4. Clinical BA Study MP0008-0004.0-PR: This study was conducted in healthy 
premenopausal female volunteers to compare the bioavailability of norethindrone 
acetate and ethinyl estradiol from an oral FEMLYV tablet (allowed to disintegrate 
in the mouth prior to swallowing, then followed with water), either after an 
overnight fast or after a high-fat/high-calorie meal, relative to that from a 
Minastrin tablet (chewed prior to swallowing with water) after an overnight fast.  

 
Based on internal discussions, the Clinical Pharmacology team indicated that results of 
the study MP0008-004.0-PR listed above demonstrated comparable bioavailability 
between the Applicant’s drug product, FEMLYV, and the LD, Minastrin 24 Fe. These 
findings successfully bridged the two products. The Biopharmaceutical Team reported 
that an in-vitro assessment conducted by the Applicant indicated that the FEMLYV 
tablet dissolution was adequate, and the Clinical Team reported that no safety signals, 
including local toxicity due to the disintegration of the oral FEMLYV tablets in the mouth, 
emerged in the clinical studies.  
 
The establishment of the adequate scientific bridge enabled the Applicant to rely on 
previous findings of safety and effectiveness and nonclinical aspects (including 
mechanism of action) described in the FDA-approved labeling of Minastrin 24 Fe 
Chewable Tablets. 

1.3 Recommendations 

1.3.1 Approvability 
The nonclinical team recommends approval of the application. 
 
1.3.2 Additional Non-Clinical Recommendations 
No additional nonclinical studies are recommended. 
 
1.3.3 Labeling 
The Division completed the review of the Applicant’s product labeling, and the Applicant 
accepted all the Division’s proposed changes and comments to the prescribing 
information and updated the document to eliminate formatting deficiencies [Applicant's 
Letter, April 30, 2024].  
 
Text segments edited in nonclinically related sections are listed below. 
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3 Studies Submitted 

3.1 Studies Reviewed  
No nonclinical study was conducted under this NDA or the accompanying IND (IND 
151441). 

3.2 Studies Not Reviewed  
Not Applicable. 

3.3 Previous Reviews Referenced 
All nonclinical reviews completed during the regulatory history of the product are listed 
in Table 4 and were consulted in preparation of this NDA review. 

4 Integrated Summary and Safety Evaluation 
Millicent Pharma is using the 505(b)(2) regulatory path to develop FEMLYV, a new 
pharmaceutical formulation of orally disintegrating tablets containing norethindrone 
acetate (1 mg) and ethinyl estradiol (0.02 mg) for pregnancy prevention in women of 
reproductive potential. In their drug development program, the Applicant selected to 
conducted clinical studies that would establish an adequate scientific bridge between 
their drug product and the LD Minastrin 24 Fe to enable reliance on findings of safety 
and effectiveness described in the FDA-approved labeling of the LD. 
 
FEMLYV (which was referred to as MP0008 during the drug development program) 
differs from the LD in its dosage form (Minastrin Fe 24 is a chewable tablet). In addition, 
the placebo tablets in FEMLYV, in contrast to those in Minastrin Fe 24, do not have 
ferrous fumarate as  However, FEMLYV and the LD have the same 
APIs at the same strengths, making the LD an appropriate product to bridge the 
Applicant’s product to. The recommended doses, clinical indication, and targeted clinical 
population are the same for both products.  
 
The nonclinical pharmacological and toxicological profiles of norethindrone acetate and 
ethinyl estradiol are well established through the previous approval of other oral CHC 
products (e.g., Minastrin® 24 Fe, Nextstellis) containing the same or higher amounts of 
both APIs.  
 
From the nonclinical perspective, the FEMLYV quality is acceptable. Its formulation has 
no new excipients, and the concentrations of all excipients in the formulation result in 
MDEs that are below those in previously approved oral drug products, as listed in the 
FDA IIR database. In addition, all impurities are properly qualified. 
 
Based on internal discussions, the Clinical Pharmacology Team indicated that the 
Applicant successfully demonstrated comparable systemic exposures to the APIs 
following single oral doses of FEMLYV and Minastrin 24 Fe. These findings established 
an adequate scientific bridge between the Applicant’s product and the LD. In addition, 
the Biopharmaceutical Team reported that an in-vitro assessment conducted by the 

Reference ID: 5390560

(b) (4)



NDA 218718   Reviewer: Edna Albuquerque, PhD 
 

13 

Applicant indicated that the FEMLYV tablet dissolution was adequate, and the Clinical 
Team reported that safety signals, including local toxicity due to the disintegration of the 
tablets in the mouth, were absent in the clinical studies.  
 
Considering the absence of safety signals during the clinical studies and the successful 
establishment of a scientific bridge between FEMLY and the LD, no nonclinical studies 
were necessary to support the development of the Applicant’s product. From the 
nonclinical perspective, this application is approvable. 
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