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findings of the Vivelle ETS by evaluation for bioequivalence (BE) supported by data 
submitted to the NDA.  The Vivelle ETS is available in  five dosage strengths 

 with the Vivelle ETS having larger surface areas, as 
noted above.  

The Vivelle ETS, Vivelle-Dot ETS, and MINIVELLE ETS all have the same indication (or 
proposed indication in the case of MINIVELLE), treatment of moderate-to-severe 
vasomotor symptoms due to menopause.  Both the Vivelle ETS and Vivelle-Dot ETS are 
approved for the prevention of osteoporosis at the 0.025 mg per day dosage strength.  As 
noted previously, approval for the MINIVELLE ETS is sought on the basis of BE to the 
Vivelle ETS.  The Sponsor has not sought an indication for the prevention of osteoporosis. 

There were no controversial issues associated with the review of this NDA.  Based on the 
information submitted comprehensive reviews were performed by the review disciplines of 
Chemistry/Biopharmaceutics, Clinical Pharmacology and Clinical.  These reviews, as well 
as the abbreviated reviews from Preclinical Pharmacology and Statistics, are summarized.  

2. Background 
NDA 020323 for the Vivelle ETS was Approved on October 28, 1994 for the “treatment of 
moderate to severe vasomotor symptoms associated with menopause”.  Approved doses of 
Vivelle ETS for vasomotor symptoms are 0.0375mg, 0.05 mg, 0.075mg, and 0.1mg per 
day.  Statistically significant improvement versus placebo in both the frequency and the 
severity, the co-primary endpoints, for the 0.0375 mg dosage strength was not reached until 
the 6th week of treatment.  This dosage strength was approved with the restrictive language 
that, “women taking the 0.0375 dosage may experience a delay in the onset of efficacy.”  In 
order to remove this restrictive language, the Sponsor agreed to conduct a Phase 4 study 
that would define the percentage of patients who received relief of vasomotor symptoms at 
the lowest dose (0.0375 mg/day).  The results of that Phase 4 study were submitted to the 
Agency on April 30, 1999 in Supplement 021 to NDA 020323.  The results demonstrated 
that for the study group receiving the 0.0375 mg per day dosage strength of the Vivelle 
ETS, a statistically significant improvement (reduction) vs. the group receiving placebo for 
both the frequency and severity of hot flushes at Weeks 4 and 12.  The sample size was 
sufficient to detect a mean difference of greater than or equal to 2.0 hot flushes per day (the 
clinically meaningful threshold) in the reduction of frequency for the Vivelle ETS vs. 
placebo.  Supplement 021 to remove the restrictive language (regarding delayed onset of 
efficacy) with the 0.0375 mg per day dose of the Vivelle ETS was approved on February 
25, 2000.  On August 16, 2000, NDA 020323/Supplement 23 and NDA 021-167 were 
Approved for the 0.025 mg per day dosage strength of the Vivelle ETS for the indication of 
prevention of postmenopausal osteoporosis in at-risk patients.  Noven discontinued the 
manufacture of the Vivelle ETS in 2006.   

NDA 020538 for the Vivelle-Dot ETS, in the same dosage strengths as those approved to 
that date for the Vivelle ETS, was Approved on July 31, 1996.  Approval of the Vivelle-Dot 
ETS was based on the demonstration of bioequivalence to the Vivelle ETS.  On January 18, 
2001, Novartis submitted NDA 020538/Supplement-014 to remove the restrictive language 
for the 0.0375 mg per day dose of the Vivelle-Dot ETS.  NDA 020538/Supplement 14 was 
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Approved on May 03, 2002.  NDA 020538/Supplement 015 adding the prevention of 
postmenopausal osteoporosis indication in at-risk patients for the 0.025 mg per day dosage 
strength of the Vivelle-Dot ETS was also Approved on May 03, 2002. 

There are many estrogen-alone products, oral (7 originator drug products), transdermal (8 
originator drug products), topical (5 originator drug products) and vaginal creams, rings or 
tablets (5 originator drug products), which have been previously approved for the treatment 
of moderate to severe vasomotor symptoms due to menopause. 

A pre-IND meeting (PIND 076647) was held between the Division of Reproductive and 
Urologic Products (DRUP) and Noven Pharmaceuticals on September 11, 2007 to discuss 
the developmental plan for the MINIVELLE ETS.  DRUP made the following major 
recommendations: 

• No preclinical studies were necessary if the patch and matrix and the impurities and 
degradation products of the MINIVELLE ETS were qualitatively and quantitatively 
similar to the Vivelle ETS and Vivelle-Dot ETS 

• A pivotal, single dose, two-way crossover, bioequivalence study comparing the 
highest strength of the Vivelle ETS (not Vivelle-Dot ETS) to the highest strength of 
the MINIVELLE ETS would provide support for approval of the MINIVELLE 
ETS.  The Division stated the following with regards to assessment for 
bioequivalence: 
 The Vivelle ETS should be used as the reference in the study since the clinical 

trials were conducted with the Vivelle ETS.  The Vivelle ETS, at the 0.1 and 
0.05 mg per day dosage strengths, was still commercially available at the time 
of the meeting 

 BE should be based on both baseline corrected and uncorrected relevant 
pharmacokinetic parameters 

 The BE requirement for the lower strengths of the MINIVELLE ETS could be 
waived based on information: 

- BE at the highest dose strength 
- Proportionally similar composition (active and inactive ingredients) to 

the strength of the product for which the same manufacturer had 
conducted the in vivo BE study 

- Comparable in-vitro dissolution profiles of the MINIVELLE ETS 
- Dose proportionality of the MINIVELLE over the dose range of 0.025 to 

0.1 mg per day 
• A separate single-dose, crossover study with at least three dosage strengths of the 

MINIVELLE ETS should be conducted to determine the dose proportionality of the 
MINIVELLE ETS 

• The dermal characteristics (i.e., adhesive properties, skin irritation, and discomfort) 
of the MINIVELLE ETS should be evaluated in the BE and dose proportionality 
studies. 

On March 18, 2011, DRUP reiterated to Noven Pharmaceuticals that they should conduct a 
dose proportionality study and advised them on the study design.  DRUP further advised 
that measurement of E2 and estrone (E1) would be sufficient.  DRUP also indicated that a 
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of this evaluation will also be included in the post approval supplement planned for 
submission in 15 months. 

The Biopharmaceutics reviewer found the agreements on the part of Noven 
Pharmaceuticals to be acceptable and recommends that the MINIVELLE ETS receive 
approval. 

4. Nonclinical Pharmacology/Toxicology 
In the September 11, 2007 preIND meeting with Noven Pharmaceuticals, the Agency 
agreed that no additional preclinical studies for the MINIVELLE ETS were necessary to 
support marketing.  This decision was based on the following: 

1. The MINIVELLE ETS patch and matrix materials are the same and the impurities 
and degradation products are reported qualitatively and quantitatively similar to the 
Vivelle ETS and Vivelle-Dot ETS.  The manufacturing process for the Vivelle-Dot 
ETS and MINIVELLE ETS is represented by the Sponsor to be very similar. 

2. Preclinical studies have shown that the Vivelle-Dot ETS is neither a primary skin 
irritant nor a dermal sensitizer. 

3. The nonclinical pharmacology, pharmacokinetics, and toxicology of 17β-estradiol 
delivered via an estradiol transdermal system are well characterized as summarized 
in the current Package Inserts for the Vivelle ETS and Vivelle-Dot ETS. 

Based on the results of the preclinical studies with the Vivelle ETS demonstrating lack of 
skin irritation in the rabbit and delayed sensitization in guinea pig in addition to the safety 
profile of the Vivelle ETS in clinical trials, Pharmacology/Toxicology recommends 
approval of NDA 203752 for the MINIVELLE ETS for treatment of moderate to severe 
vasomotor symptoms associated with menopause.  

5. Clinical Pharmacology/Biopharmaceutics  
The Sponsor submitted four Clinical Pharmacology studies including a BE study (Study 
N28-004) and a dose-proportionality study (Study N28-005).  The BE and dose 
proportionality studies used the to-be-marketed (TBM) formulation.  The other two studies 
submitted to the NDA, Studies N28-001 and N28-003, used previous formulations and 
were submitted as supportive information.  The Office of Clinical Pharmacology (OCP) 
reviewed the BE and dose proportionality studies conducted with the TBM formulation.  
The reader is referred to the review of  Dr. Chongwoo Yu, OCP, dated August 16, 2012 
for a comprehensive review of the BE and dose proportionality studies.  The two studies 
submitted as supportive were not reviewed as they were not conducted with the to-be-
marketed formulation and not considered relevant by OCP.   

The pivotal BE study, Study N28-004, was conducted with the highest strength of the 
MINIVELLE ETS developed [1.65 mg E2 in a 6.6 cm2 estradiol transdermal system (ETS) 
with nominal delivery dose of 0.1 mg per day) compared to the Vivelle ETS (8.66 mg E2 
in a 29 cm2 ETS with nominal delivery dose of 0.1mg per day).  A biowaiver was sought 
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for the lower dosage strengths.  Study N28-004 was an open-label, single center, single 
dose, randomized, 2-way crossover study conducted under a fed state (after standardized 
breakfast) in 100 healthy nonsmoking postmenopausal women 40 to 65 years of age.  The 
inclusion and exclusion criteria for entrance into the study were standard for a 
pharmacokinetic study in healthy women and were acceptable.  In two treatment periods, 
at 8am (± 10 min) on Day 1 and Day 22 (cross over) of the study, each subject received 
Treatment A (test), a single MINIVELLE ETS applied for 84 hours of treatment, and then 
Treatment B (reference), a single Vivelle ETS applied for 84, according to the 
randomization schedule.  There was a 17.5 day washout period between the removal of the 
Treatment A ETS on day 4 (84 hours after application of the first patch on Study Day 1) 
and the application of the Treatment B ETS on Study Day 22.  While on treatment, 
subjects were allowed to shower, but not to completely immerse themselves in a bath.  
Subjects were prohibited from using any soap, body lotion, oil, or cream at or around the 
application site.  The application site was not rubbed or disturbed for the period of time 
inclusive of application to 72 hours following removal.  Blood sampling was performed at 
24, 22, 20, 18, 16, 12, 10, 8, 4, and 0.5 hours before ETS application, and 2, 4, 8, 12, 24, 
36, 48, 60, 72, 84, 86, 88, 90, 92, 96, 102, 108, and 120 hours post-dose in each treatment 
period.  ETS were evaluated multiple times for evidence of adhesion to the site of 
application and discomfort at that site.  Application sites were also assessed for adhesive 
residue remaining on the skin immediately after ETS removal.  An assessment for skin 
irritation was made prior to ETS application and multiple times after removal of the 
transdermal system. 

Ninety-nine (99) subjects were randomized and received both treatments.  Two subjects 
did not complete both treatments [Subject 004-01-029 had detachment prior to the 24 hour 
post dose assessment of Treatment A and Subject 004-01-048 withdrew her consent prior 
to Treatment B (see Section 8 Safety of this review for an explanation)].  These two 
subjects were removed from the analysis.  An additional subject (Subject 004-01-063) was 
excluded from the analysis because of an abnormally high concentration of E2 at baseline.  
The OCP reviewer excluded a fourth subject (Subject 004-01-015) for this same reason 
Serum samples were analyzed for E2, unconjugated E1, and total E1.  PK analysis was 
performed on all three analytes.  E2 was analyzed with and without baseline correction (for 
endogenous E2).  However, as the goal is to compare the exposure of E2 by the 
contribution of the drug products, the baseline corrected E2 PK parameters were selected 
for the BE analysis.  The clinical team agrees that the baseline corrected PK parameters are 
more appropriate for the BE analysis.  The reader is referred to Dr. Yu’s review for a 
discussion of the E2 baseline correction.  The following PK parameters were calculated for 
baseline uncorrected E2, baseline corrected E2, unconjugated E1, and total E1: 

• Cmax:  the maximum serum concentration observed 
• AUC84: the area under the serum concentration-time profile; calculated from 

time 0 to 84 hour (wear time) 
• AUClast: the area under the serum concentration-time profile; calculated from 

time 0 to the last measurable concentration by the linear trapezoidal rule (120 hours 
post-dose 

• AUCinf: the area under the serum concentration-time profile extrapolated to 
infinity 
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Table 3. Reviewer’s Baseline Corrected Analysis of E2 (N=96) 
 AUC84 AUC120 AUCinf Cmax 
Ratio of LSMa 86.1% 84.5% 84.5% 108.8% 
90% geometric CIb 80.7-91.7% 79.2-90.3% 79.2-90.3% 102.4-115.6% 

a Calculated using least squares means according to the formula: e (MINIVELLE (A) –Vivelle (B)) X 100. 
b 90% geometric confidence interval using ln-transformed data. 
Source:  OCP review Table 5, page 10 

The OCP Reviewer determined that the 90% geometric CIs are within the acceptable BE 
range for AUC84

 and Cmax but not for AUC120 and AUCinf.  OCP finds the assessment of 
AUC84 to be more clinically relevant as the patch was applied for an 84 hour period [the 
approved labeling states that the ETS should be applied every 3 (72 hours) to 4 days (96 
hours).  Based on the findings for AUC84 and Cmax, BE at the highest strength of the 
MINIVELLE ETS is declared.   

The Sponsor submitted a biowaiver request for the lower dose strengths of 0.025, 0.0375, 
0.050, and 0.075 mg per day.  The Sponsor supports the biowaiver request based on: 

• The establishment of BE of the MINIVELLE ETS to the Vivelle ETS at the highest 
strength of 0.1 mg per day  

• Establishment of dose proportionality over the dose range of 0.025-0.1 mg per day 
(see dose proportionality discussion below) 

• Different doses of MINIVELLE are compositionally proportional (see Section 1 
Introduction Table 1 of this review) 

• In vitro dissolution profiles of all strengths of the MINIVELLE ETS  are 
comparable [(f2 > 50) see Biopharmaceutics discussion under Section 3 CMC, 
Biopharmaceutics and Devices] 

The Sponsor conducted and submitted a dose proportionality study, Study N28-005, to 
support their request for biowaiver for each of the lower dose strengths of the 
MINIVELLE ETS.  The study was a Phase 1, randomized, open-label, single center, 
single-dose, three-way crossover study of 36 healthy nonsmoking postmenopausal women 
40 to 65 years of age.  The inclusion and exclusion criteria for entrance into the study were 
consistent with those used in Study N28-004 with the addition of an exclusion criterion for 
the use of antihistamines or topical products within 72 hour of initial dosing in the study.  
The entrance criteria were acceptable.  During the three treatment periods, all subjects 
received Treatment A, a single 0.1 mg per day MINIVELLE ETS applied for 84 hours of 
treatment; Treatment B, a single 0.05 mg per day MINIVELLE ETS applied for 84 hours 
of treatment; or Treatment C, a single 0.025 mg per day MINIVELLE ETS applied for 84 
hours of treatment according to the randomization schedule.  Subjects received their 
assigned treatment on Day 1, Day 22, and Day 43.  There was a minimum 21 day washout 
period between each of the treatment periods.  Blood sampling was on Day 0 (for baseline) 
at -24, -22, -20, -18, -16, -12, -10, -8, -4 and -0.5 hours pre-dose prior to period 1 and then 
2, 4, 8, 12, 24, 36, 48, 60, 72, 84, 86, 88, 92, 96, 102, 108, and 120 hours after treatment 
administration in each treatment period. 
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Figures 2 and 3, respectively presents the relationship of the E2 dose with the E2 AUC84 or 
E2 Cmax, respectively. 
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Figure 2.  Relationship of dose of E2 and Mean AUC84 Following a Single Dose of the 
MINIVELLE ETS in Postmenopausal Women 

 
Source:  OCP review Figure 6, page 12 
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Figure 3.  Relationship of the dose of E2 and Mean Cmax Following a Single Dose of 
the MINIVELLE ETS in Postmenopausal Women 

 
Source:  OCP review Figure 7, page 13 

The E2 AUC and Cmax increase linearly with increasing E2 dose from 0.025mg per day to 
0.1 mg per day of the MINIVELLE ETS and dose proportionality is established. 

Adherence of the MINIVELLE ETS was assessed based on the combined data from the 
BE and dose proportionality studies consisting of 208 total observations.  Of the 208 
MINIVELLE observations, approximately 98 % of the observations had an adhesion score 
of 0 (i.e., the skin adhesion rate was greater than or equal to 90 percent) over the 84-hour 
wear period.  One subject had a complete detachment during the wear period.  
Approximately 65 percent of the MINIVELLE ETS evaluated in these studies were with 
the 0.1 mg per day (6.6 cm2 active surface area) dose. 

Distribution, metabolism, and excretion of E2 from MINIVELLE are expected to be the 
same as those for the Vivelle ETS.  The Sponsor is proposing to use the information from 
the Vivelle ETS for their product. 

No new DDI studies were conducted with the MINIVELLE ETS.  Noven proposes to use 
the information from the Vivelle ETS in the MINIVELLE ETS label. 

At the request of OCP and DRUP, the Division of Bioequivalence and GLP Compliance 
(DBGC) conducted audits of the clinical and analytical portion of BE Study N28-004. The 
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system organ class (see MOR Table 10) and preferred term revealed similar AEs occurring 
with the MINIVELLE ETS and the Vivelle ETS.   

No subject had evidence of skin irritation prior to the start of dosing.  It was noted that 35 
of 100 subjects (35%) experienced grade 1 erythema (very slight erythema, barely 
perceptible) and 2 of 100 subjects (2%) experienced grade 2 erythema (definite erythema) 
with MINIVELLE ETS treatment, while 86 of 99 subjects (87%) experienced grade 1 
erythema and 20 of 99 subjects (20%) experienced grade 2 erythema with the Vivelle ETS 
treatment.  The higher rate of skin irritation with the larger Vivelle ETS is not unexpected.  
The overall skin irritation profile for each treatment was noted as mild and no ETS was 
removed because of irritation.  One subject receiving Treatment A reported discomfort at 
the 84 hour time point. 

In Study N28-005, 11 of 36 subjects (31%) experienced a total of 19 TEAEs during 
Treatment A (MINIVELLE ETS: 6.6 cm2 delivering 0.1 mg per day E2), as compared to 11 
of 36 subjects (31%) experiencing a total of 14 TEAEs during Treatment B (MINIVELLE 
ETS: 3.3 cm2 delivering 0.05 mg per day E2) and 10 of 36 subjects (28%) experiencing a 
total of 25 TEAEs in Treatment C (MINIVELLE ETS:   delivering 0. 025 mg per 
day E2. All adverse events were mild in severity and most were assessed by the investigator 
as probably or possibly related to study drug treatment.  The distributions by system organ 
class and preferred term reveal no dose relationship to any drug-related adverse event.  The 
most frequent drug-related adverse events were back pain and lower abdominal pain.  Prior 
to dosing, no evidence of skin irritation was observed in any of the three treatment groups. 
This was also true at the 84 hour time point (just prior to ETS removal) with the exception 
of one subject in Treatment B whose skin showed a slightly glazed appearance.  Following 
ETS removal, 92% to 97% of the subjects in each treatment group experienced no or 
minimal irritation across the remaining time points (85, 96, and 108 hours).  Somewhat of a 
dose response relationship was seen in the incidence of mild skin irritation (grade 1 
erythema) at the 85-hour time point with 30.6%, 22.2 % and 25.0 % of subjects receiving 
Treatment A; Treatment B  and Treatment C, respectively exhibiting the response.  
Similarly at the 96 hour time point, grade 1 erythema was reported by 25.0%, 22.2 % and 
13.9 % of subjects receiving Treatment A, Treatment B  and Treatment C, respectively. 
Grade 1 erythema was reported at 108 hour time point by 8.3%, 13.9 % and 11.1 % of 
subjects receiving Treatment A, Treatment B and Treatment C, respectively.  Grade 2 
erythema was only seen at the 85 hour time point (just after ETS removal) and was 
observed in 2 of 36 (5.6%), 3 of 36 (8.3%), and 1 of 36 (2.8%) subjects in Treatment A, 
Treatment B, and Treatment C, respectively.  There were no subjects in any treatment 
group with Grade 3 or higher (papules, edema, vesicular eruption or strong reaction 
spreading beyond the test site) or who had an ETS removed due to unacceptable irritation.  
Across all time points, subjects in Treatment B and Treatment C reported no discomfort.  
For Treatment A, there were two subjects (01-022 and 01-031) who reported mild 
discomfort.  

Overall there were no new safety concerns generated in the course of observation for these 
two (BE and dose-proportionality) short term studies.  From a clinical perspective, 
Approval of the MINIVELLE ETS for the “treatment of moderate to severe vasomotor 
symptoms due to menopause” is recommended based on bridging to the findings of the 
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Vivelle ETS through the establishment of BE of the MINIVELLE ETS to the Vivelle ETS 
as well as dose and compositional proportionality and comparable dissolution profiles of 
the dosage strengths of the MINIVELLE ETS.   

9. Advisory Committee Meeting  
Advisory Committee input was not sought for the decision on this supplement. 

10. Pediatrics 
A full pediatric waiver for ages 0-18 was requested by Noven Pharmaceuticals with the 
rationale that the condition (menopause) does not apply to children.  DRUP concurs with 
the Sponsor’s assessment.  Noven’s request for a full pediatric waiver for the MINIVELLE 
ETS was discussed at the September 19, 2012 Pediatric Research Committee 
(PeRC)/Pediatric Research Equity Act (PREA) subcommittee meeting.  The committee 
determined that the MINIVELLE application did not trigger PREA and, therefore, the 
Sponsor should be notified that the provisions of PREA are inapplicable to MINIVELLE.  
The notification to the Sponsor will be included in the action letter. 

11. Other Relevant Regulatory Issues  
Form FD 3454, dated December 23, 2011 was signed by Sean Russell, the Associate 
Director, Regulatory Affairs for Noven Pharmaceuticals.  Per the applicant, each principal 
investigator in the study disclosed no “proprietary interest in this product or a significant 
equity in the sponsor”, as defined in 21 CFR 542(b).  

12. Labeling  
As of the finalization and entry of this review, final agreement on labeling has not been 
reached.  Estrogen class labeling will apply.  The label has undergone one round of editing 
changes and review between DRUP and the Sponsor.  The internally acceptable edits from 
the Division of Professional Drug Promotion (DPDP), Office of Prescription Drug 
Promotion (OPDP) on the Prescriber Information and the Division of Medical Policy 
Programs (DMPP) on the Patient Package Insert and Instructions for use have been sent to 
Noven for final agreement.  Once final agreement on the Prescriber Information and Patient 
Information labeling has been reached, an addendum to this CDTL memorandum will be 
archived. 

ONDQA has accepted the container and carton labeling. 

13. Conclusions/Recommendations/Risk Benefit Assessment  
I concur with the Biopharmaceutics, Chemistry, Clinical Pharmacology and Clinical 
Reviewers that NDA 203752 for MINIVELLE should receive Approval pending final 
agreement between the Agency and Noven Pharmaceuticals on labeling, specifically the 
Prescriber Information and Patient Information.  
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Section 6. ADVERSE REACTIONS subsection 6.1 Clinical Trials Experience 
presents data from the clinical trials with the Vivelle ETS along with explanatory 
statements that, “there were no clinical trials conducted with MINIVELLE” and 
“MINIVELLE is bioequivalent to Vivelle.” No subsection 6.2 Postmarketing Experience 
was included because the Sponsor did not have access to the postmarketing information 
for Vivelle, which was marketed by Novartis and there is no postmarketing information 
on MINIVELLE. 
 
Section 12. CLINICAL PHARMACOLOGY subsection 12.3 Pharmacokinetics 
includes information that the MINIVELLE ETS is bioequivalent to the Vivelle ETS.  
Also presented in this subsection are a table and a figure presenting data following a 
single dose administration of the MINIVELLE ETS from the dose proportionality study. 
Table 2 presents the mean serum pharmacokinetic parameters of baseline uncorrected 
estradiol.  Figure 1 presents the mean baseline uncorrected estradiol serum concentration 
time profiles of the 0.025 mg per day, 0.050 mg/day and 0.1 mg per day dosage strengths 
of the MINIVELLE ETS. 
 
Section 14. CLINICAL STUDIES, subsections 14.1 Effects on Vasomotor Symptoms 
was edited to update the descriptive language to align as closely as possible to the current 
presentation of efficacy data from clinical trials for vasomotor symptoms and to clarify 
the number of trials involved. 
The Patient Information also reflects recommendations based on “Estrogen Class” 
labeling.  Both the Patient Information and Instructions for Use included 
recommendations from the Division of Medical Policy Programs to include language and 
Figures that are understandable at an 8th grade educational level. 
 
The final agreed upon PRESCRIBING INFORMATION and Patient Information are 
appended to this review. 
 
Final container and carton labels recommendations were based on input from the Office 
of New Drug Quality Assurance (ONDQA), Office of Safety Evaluations, Division of 
Medication Error Prevention and Analysis (DMEPA) and the Office of Prescription Drug 
Promotion (OPDP). 
 

Conclusions/Recommendations 

I concur with the Biopharmaceutics, Chemistry, Clinical Pharmacology and Clinical 
Reviewers that NDA 203752 for MINIVELLE should receive Approval. 
 
 
 
Attachment – Prescribing Information, Patient Information and Instructions for Use 
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