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Attachment 1: 
 
1. Package Insert 
 
(a) “Highlights” Section 
 
INTRAROSA™. 
INTRAROSA™ (prasterone) vaginal inserts 
Initial U.S. Approval: 2016 
 
 INDICATIONS AND USAGE  
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe 
dyspareunia, a symptom of vulvar and vaginal atrophy, due to menopause. (1) 
 
 DOSAGE AND ADMINISTRATION  
One vaginal insert, once daily at bedtime. (2) 
 
 DOSAGE FORMS AND STRENGTHS  
Vaginal Insert: 6.5 mg of prasterone. (3) 
 
(b) “Full Prescribing Information” Section 
 
 
#3. Dosage Form and Strength 
 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 
  
#11. Description 
  

INTRAROSA (prasterone) vaginal insert is a vaginally administered steroid. Prasterone 
is identified chemically as 3β-hydroxyandrost-5-en-17-one. It has the empirical formula 
C19H28O2 with a molecular weight of 288.424 g/mol. Prasterone is a white to off-white 
crystalline powder insoluble in water and soluble in sodium lauryl sulfate (SLS). The 
structural formula is:  
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16.2 Storage and Handling 
Store at 41°F to 86°F (5°C to 30°C). Can be stored at room temperature or in the refrigerator. 


17 PATIENT COUNSELING INFORMATION 
Advise the patient to read FDA-approved patient labeling (Patient Information and Instructions 
for Use). 


 
Vaginal Discharge 


Inform postmenopausal women that vaginal discharge may occur with INTRAROSA [see 
Adverse Reactions (6.1)]. 


Abnormal Pap Smear Findings 


Inform postmenopausal women that abnormal Pap smear findings may occur with INTRAROSA 
[see Adverse Reactions (6.1)]. 


 


 


Manufactured for: 


Endoceutics Inc. 
Quebec City, Canada, G1V 4M7 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1  Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 
 
In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 


In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 


In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 
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11 DESCRIPTION 
INTRAROSA (prasterone) vaginal insert is a vaginally administered steroid. Prasterone is 
identified chemically as 3β-hydroxyandrost-5-en-17-one. It has the empirical formula C19H28O2 
with a molecular weight of 288.424 g/mol. Prasterone is a white to off-white crystalline powder 
insoluble in water and soluble in sodium lauryl sulfate (SLS). The structural formula is:  


 
Each INTRAROSA (prasterone) vaginal insert contains 6.5 mg of prasterone in 1.3 ml of 
off-white hard fat (Witepsol). 


12 CLINICAL PHARMACOLOGY 


12.1 Mechanism of Action 
Prasterone is an inactive endogenous steroid and is converted into active androgens and/or 
estrogens. The mechanism of action of INTRAROSA in postmenopausal women with vulvar and 
vaginal atrophy is not fully established. 


12.3 Pharmacokinetics 
In a study conducted in postmenopausal women, administration of the INTRAROSA vaginal 
insert once daily for 7 days resulted in a mean prasterone Cmax and area under the curve from 0 to 
24 hours (AUC0-24) at Day 7 of 4.4 ng/mL and 56.2 ng⋅h/mL, respectively, which were 
significantly higher than those in the group treated with placebo (Table 3). The Cmax and AUC0-24 
of the metabolites testosterone and estradiol were also slightly higher in women treated with the 
INTRAROSA vaginal insert compared to those receiving placebo. 
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Table 5:  Efficacy Summary in Primary 12-Week Trial 2: ITT Population (LOCF) 


 Placebo 
N = 157 


INTRAROSA  
N = 325 


Dyspareunia 
Baseline Mean Severity 
Week 12 Mean Severity 
Mean Change in Severity (SD) 
Difference from Placebo1 


p-value2 


 
2.56 
1.50 


-1.06 (1.02) 
- 
- 


 
2.54 
1.13 


-1.42 (1.00) 
-0.35 


0.0002 


% Superficial Cells 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
1.04 
2.78 


1.75 (3.33) 
- 
- 


 
1.02 


11.22 
10.20 (10.35) 


8.46 
<0.0001 


% Parabasal Cells 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
51.66 
39.68 


-11.98 (29.58) 
- 
- 


 
54.25 
12.74 


-41.51 (36.26) 
-29.53 


<0.0001 


Vaginal pH 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
6.32 
6.05 


-0.27 (0.74) 
- 
- 


 
6.34 
5.39 


-0.94 (0.94) 
-0.67 


<0.0001 


1Difference from placebo =INTRAROSA (Week 12 mean – Baseline mean) – Placebo (Week 12 mean – Baseline 
mean). 


2ANCOVA: Treatment as the main factor and Baseline value as the covariate. 


16 HOW SUPPLIED/STORAGE AND HANDLING 
16.1 How Supplied 


INTRAROSA is supplied as white to off-white 1.3 mL solid fat bullet-shaped, smooth vaginal 
inserts (containing 6.5 mg of prasterone). INTRAROSA is available in small boxes of 4 blister 
packs containing 7 vaginal inserts (28 vaginal inserts per box). The small box (containing the 
vaginal inserts) is supplied inside a larger box containing 28 applicators (NDC 69110-001-01). 
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16.2 Storage and Handling 
Store at 41°F to 86°F (5°C to 30°C). Can be stored at room temperature or in the refrigerator. 


17 PATIENT COUNSELING INFORMATION 
Advise the patient to read FDA-approved patient labeling (Patient Information and Instructions 
for Use). 


 
Vaginal Discharge 


Inform postmenopausal women that vaginal discharge may occur with INTRAROSA [see 
Adverse Reactions (6.1)]. 


Abnormal Pap Smear Findings 


Inform postmenopausal women that abnormal Pap smear findings may occur with INTRAROSA 
[see Adverse Reactions (6.1)]. 


 


 


Manufactured for: 


Endoceutics Inc. 
Quebec City, Canada, G1V 4M7 
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2. Labels 
 
Note: The latest versions of the cartons include the statement, “Manufactured by ____ 
for Endoceutics.”  This will be revised to “Manufactured for Endoceutics Inc., Quebec 
City, Canada, G1V 4M7.”  
 
Big Box 
 
Illustrated instructions for use are printed on the inside of the carton lid. 


 
 







Small Box 
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STORAGE AND HANDLING: 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 


Food and Drug Administration 
Silver Spring MD  20993 


NDA 208470 
NDA APPROVAL 


EndoCeutics Inc. 
Attention:  Fernand Labrie, M.D., Ph.D. 
c/o U.S. Agent, Accenture, LLP 
Raj Bandaru, Ph.D. 
Global Regulatory Affairs 
1160 W. Swedesford Road, Building One 
Berwyn, PA 19312 


Dear Dr. Labrie: 


Please refer to your New Drug Application (NDA) dated October 16, 2016, received October 16, 
2015, and your amendments, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, 
and Cosmetic Act (FDCA) for INTRAROSA™ (prasterone) vaginal inserts. 


We acknowledge receipt of your major amendment dated July 12, 2016, which extended the goal 
date by three months. 


This new drug application provides for the use of INTRAROSA™ (prasterone) vaginal inserts 
for the treatment of moderate to severe dyspareunia, a symptom of vulvar and vaginal atrophy, 
due to menopause. 


We have completed our review of this application, as amended.  It is approved, effective on the 
date of this letter, for use as recommended in the enclosed agreed-upon labeling text. 


CONTENT OF LABELING 


As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Content 
of labeling must be identical to the enclosed labeling (text for the package insert, text for the 
patient package insert, and text for the instructions for use).  Information on submitting SPL files 
using eLIST may be found in the guidance for industry SPL Standard for Content of Labeling 
Technical Qs and As, available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 
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The SPL will be accessible via publicly available labeling repositories. 


CARTON AND IMMEDIATE CONTAINER LABELS 


Submit final printed carton and immediate container labels that are identical to the enclosed 
carton and immediate container labels, as soon as they are available, but no more than 30 days 
after they are printed.  Please submit these labels electronically according to the guidance for 
industry Providing Regulatory Submissions in Electronic Format – Human Pharmaceutical 
Product Applications and Related Submissions Using the eCTD Specifications (June 2008). 
Alternatively, you may submit 12 paper copies, with 6 of the copies individually mounted on 
heavy-weight paper or similar material.  For administrative purposes, designate this submission 
“Final Printed Carton and Container Labels for approved NDA 208470.”  Approval of this 
submission by FDA is not required before the labeling is used. 


Marketing the product with Final Printed Labeling that is not identical to the approved labeling 
text may render the product misbranded and an unapproved new drug. 


REQUIRED PEDIATRIC ASSESSMENTS 


Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, 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 the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 


We are waiving the pediatric study requirement for this application because necessary studies are 
impossible or highly impracticable. Menopause does not occur in the pediatric population. 


PROMOTIONAL MATERIALS 


You may request advisory comments on proposed introductory advertising and promotional 
labeling.  To do so, submit, in triplicate, a cover letter requesting advisory comments, the 
proposed materials in draft or mock-up form with annotated references, and the package insert, 
Medication Guide, and patient PI (as applicable) to: 


OPDP Regulatory Project Manager
 
Food and Drug Administration 

Center for Drug Evaluation and Research
 
Office of Prescription Drug Promotion
 
5901-B Ammendale Road
 
Beltsville, MD 20705-1266
 


Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at: 
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http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 
CM443702.pdf ). 


As required under 21 CFR 314.81(b)(3)(i), you must submit final promotional materials, and the 
package insert, at the time of initial dissemination or publication, accompanied by a Form FDA 
2253. Form FDA 2253 is available at 
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf. 
Information and Instructions for completing the form can be found at 
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf. For 
more information about submission of promotional materials to the Office of Prescription Drug 
Promotion (OPDP), see http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 


REPORTING REQUIREMENTS 


We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 


In addition to the above reporting requirements, we request that you submit additional quarterly 
safety reports based on all postmarketing reports of adverse events related to use of the vaginal 
insert applicator and abnormal Pap smear findings for INTRAROSA. Include the following 
adverse events of special interest: difficulty with insertion and removal of the applicator; vulvar, 
vaginal or cervical abrasions and/or lacerations; urinary tract infections; findings of atypical 
squamous cell of undetermined significance (ASC-US), low grade squamous intraepithelial 
lesion (LGSIL), high grade squamous intraepithelial lesion (HGSIL), squamous cell carcinoma, 
atypical glandular cells not otherwise specified (AGC-NOS), atypical glandular cells, suspicious 
for adenocarcinoma in situ or cancer (AGC-neoplastic), adenocarcinoma in situ and 
adenocarcinoma. We request that you submit these reports for a period of three years following 
launch of INTRAROSA in the US. 


If you have any questions, call Kim Shiley, R.N., B.S.N., Regulatory Project Manager, at (301) 
796-2117. 


Sincerely, 


{See appended electronic signature page} 


Audrey Gassman, M.D. 
Deputy Director 
Division of Bone, Reproductive, and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 


Enclosures: 
Content of Labeling 
Carton and Container Labeling 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 


/s/ 


AUDREY L GASSMAN 
11/16/2016 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 


In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1  Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 
 
In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 
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Background
Dehydroepiandrosterone (DHEA) is a hormone that comes from
the adrenal gland. It is also made in the brain. DHEA leads to the
production of androgens and estrogens (male and female sex
hormones). DHEA levels in the body begin to decrease after age
30. Levels decrease more quickly in women. Lower DHEA levels
are found in people with hormonal disorders, HIV/AIDS,
Alzheimer's disease, heart disease, depression, diabetes,
inflammation, immune disorders, and osteoporosis.
Corticosteroids, birth control taken by mouth, and agents that
treat psychiatric disorders may reduce DHEA levels.


Evidence suggests that DHEA may help treat depression, obesity,
and osteoporosis. However, more research is needed to support
its use for hormonal disorders, sexual function, and lupus (an
autoimmune disorder that affects the skin and organs). DHEA has
been studied for the treatment of HIV, schizophrenia, and severe
injury.


DHEA may cause side effects related to other hormones. Women
may experience symptoms such as oily skin, increased unnatural
hair growth, a deep voice, irregular periods, smaller breast size,
and increased genital size. Men may experience breast
tenderness, urinary urgency, aggression, or reduced size of the
testes. Other side effects that may occur in either sex include
acne, sleep problems, headache, nausea, skin itching, and mood
changes. DHEA may also affect levels of other hormones, insulin,
and cholesterol. Safety information is lacking on the long­term
effects of DHEA. DHEA may increase the risk of prostate, breast,
and ovarian cancers. It is not suggested for regular use without a
health professional's care.
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Portions of this document last updated: July 01, 2014


This evidence­based monograph was prepared by The Natural Standard
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11 DESCRIPTION 
INTRAROSA (prasterone) vaginal insert is a vaginally administered steroid. Prasterone is 
identified chemically as 3β-hydroxyandrost-5-en-17-one. It has the empirical formula C19H28O2 
with a molecular weight of 288.424 g/mol. Prasterone is a white to off-white crystalline powder 
insoluble in water and soluble in sodium lauryl sulfate (SLS). The structural formula is:  


 
Each INTRAROSA (prasterone) vaginal insert contains 6.5 mg of prasterone in 1.3 ml of 
off-white hard fat (Witepsol). 


12 CLINICAL PHARMACOLOGY 


12.1 Mechanism of Action 
Prasterone is an inactive endogenous steroid and is converted into active androgens and/or 
estrogens. The mechanism of action of INTRAROSA in postmenopausal women with vulvar and 
vaginal atrophy is not fully established. 


12.3 Pharmacokinetics 
In a study conducted in postmenopausal women, administration of the INTRAROSA vaginal 
insert once daily for 7 days resulted in a mean prasterone Cmax and area under the curve from 0 to 
24 hours (AUC0-24) at Day 7 of 4.4 ng/mL and 56.2 ng⋅h/mL, respectively, which were 
significantly higher than those in the group treated with placebo (Table 3). The Cmax and AUC0-24 
of the metabolites testosterone and estradiol were also slightly higher in women treated with the 
INTRAROSA vaginal insert compared to those receiving placebo. 
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Table 5:  Efficacy Summary in Primary 12-Week Trial 2: ITT Population (LOCF) 


 Placebo 
N = 157 


INTRAROSA  
N = 325 


Dyspareunia 
Baseline Mean Severity 
Week 12 Mean Severity 
Mean Change in Severity (SD) 
Difference from Placebo1 


p-value2 


 
2.56 
1.50 


-1.06 (1.02) 
- 
- 


 
2.54 
1.13 


-1.42 (1.00) 
-0.35 


0.0002 


% Superficial Cells 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
1.04 
2.78 


1.75 (3.33) 
- 
- 


 
1.02 


11.22 
10.20 (10.35) 


8.46 
<0.0001 


% Parabasal Cells 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
51.66 
39.68 


-11.98 (29.58) 
- 
- 


 
54.25 
12.74 


-41.51 (36.26) 
-29.53 


<0.0001 


Vaginal pH 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
6.32 
6.05 


-0.27 (0.74) 
- 
- 


 
6.34 
5.39 


-0.94 (0.94) 
-0.67 


<0.0001 


1Difference from placebo =INTRAROSA (Week 12 mean – Baseline mean) – Placebo (Week 12 mean – Baseline 
mean). 


2ANCOVA: Treatment as the main factor and Baseline value as the covariate. 


16 HOW SUPPLIED/STORAGE AND HANDLING 
16.1 How Supplied 


INTRAROSA is supplied as white to off-white 1.3 mL solid fat bullet-shaped, smooth vaginal 
inserts (containing 6.5 mg of prasterone). INTRAROSA is available in small boxes of 4 blister 
packs containing 7 vaginal inserts (28 vaginal inserts per box). The small box (containing the 
vaginal inserts) is supplied inside a larger box containing 28 applicators (NDC 69110-001-01). 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1  Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 
 
In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 
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Table 3. Mean comparative dissolution data of Prasterone 6.5 mg ovule manufactured 
at Bayer, Mexico site (batch: XB3064UA) and Fareva, Richmond site (batch: 


R23461) 


 
Table 4. Mean comparative dissolution data of Prasterone 6.5 mg ovule manufactured 


at Bayer, Mexico site (batch: XB3065FA) and Fareva, Richmond site (batch: 
R23459) 


 
 


 
Table 5. Mean comparative dissolution data of Prasterone 6.5 mg ovule manufactured 


at Bayer, Mexico site (batch: XB3065FA) and Fareva, Richmond site (batch: 
R23460) 
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Table 6. Mean comparative dissolution data of Prasterone 6.5 mg ovule manufactured 


at Bayer, Mexico site (batch: XB3065FA) and Fareva, Richmond site (batch: 
R23461) 


 
 
 
 
 
 
 
 
 
 
 
 
 
 
 


Table 7. Individual dissolution data of Prasterone 6.5 mg ovule manufactured at 
Fareva, Richmond site (batch: R23459) 
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Table 8. Individual dissolution data of Prasterone 6.5 mg ovule manufactured at 
Fareva, Richmond site (batch: R23460) 


 
Table 9. Individual dissolution data of Prasterone 6.5 mg ovule manufactured at 


Fareva, Richmond site (batch: R23461) 
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Table 10. Individual dissolution data of Prasterone 6.5 mg ovule manufactured at 


Bayer, Mexico site (batch: XB3064UA) 


 
 


Table 11. Individual dissolution data of Prasterone 6.5 mg ovule manufactured at 
Bayer Mexico site (batch: XB3065FA) 
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Analytical Method Validation 
 


Table 12. Summary of analytical methods for dissolution of Prasterone ovule 
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Robustness of Time point 
10 20 30 45 60 90 


HPLCMethod mm mm min mm mm mm 


Different column Column 1 53.6 79.8 90.5 94.7 96.4 97.9 


(average% dissolved n=6) 


Column2 54.1 80.4 90.3 94.8 96.5 98.3 
(average% Dissolved n=6) 


%Bias± 10% 0.9 0.8 -0.2 0.1 0.1 0.4 


Robustness of Retention Time (min) 


~' 
1.09 


HPLC Method RSD < 3.0% <0.1% 


Different column 25°C± 2°C Mean Area response .r~-- ,,. () 4203 


temperature RSD < 3.0% 0.8% 
Mean Response Factor ..... 2586 


Retention Time (min) / 1.10 
RSD < 3.0% <0.1% 


23.5°C ± 2°C 
Mean Area response 4144 
RSD ~ 3.0% 0.8% 
Mean Response Factor 2550 
% difference ± 5% -1.4% 


Retention Time (min) 1.09 
RSD ~ 3.0% <0.1 


26.5°C± 2°C 
Mean Area response 4193 
RSD ~ 3.0% 0.3% 


( Mean Response Factor 2580 
% difference ± 5% -0.2% 


Robustness of A) '--~ Retention Time (min) 1.14 


HPLCMethod RSD ~ 3.0% <0.1% 


Different flow rate l.OOmUmin Mean Area response 4224 
RSD ~ 3.0% 1.2% 
Mean Response Factor 2600 
Retention Time (min) 1.19 


" RSD ~ 3.0% 0.1% 


l, 0.95mUmin 
Mean Area response 4271 
RSD ~3.0% 0.4% 
Mean Response Factor 2628 
% difference ± 5% 1.1% 
Retention Time (min) 1.08 
RSD < 3.0% 0.1% 


1.05 mUmin 
Mean Area response 4043 
RSD < 3.0% 0.8% 
Mean Response Factor 2488 
% difference ± 5% -4.3% 
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Robustness of Retention Time (min) 1.13 


HPLCMethod 60:40 Water: 
RSD :-;:;3.0% 0.1% 


Different Mobile Acetonitrile 
Mean Area response 4161 


Phase composition RSD :<;; 3.0% 0.4% 
Mean Response Factor 2560 
Retention Time (min) 0.94 
RSD :-;:; 3.0% <0.1% 


58:42 Water: Mean Area response 4163 
Acetonitrile RSD < 3.0% 0.9% 


Mean Response Factor 2562 
% difference ± 5% 0.1% 
Retention Time (min) 1.40 
RSD :<;;3.0% r, 0.1% 


62:38 Water: Mean Area response - 4090 
Acetonitrile RSD < 3.0% 2.0% 


Mean Response Factor 2517 
% difference ± 5% -1.7% 


Robustness of Time point 
10 20 30 45 60 90 


Method mm min min min min min 


Different 0.95%SLS 55.8 76.9 87.1 92.1 96.3 97.1 


Concentration of (average% dissolved n=6) 


SLS 1.05%SLS 53.3 75.8 86.0 91.5 93.2 95.9 
(average% Dissolved n=6) 
Q value (75%) ± 5% at 60 NA NA NA NA Pass NA 
minutes 


Robustness of Time point ::.:-~y 10 20 30 45 60 90 
Method min min min min min min 


Different Paddle 72 rpm 55.6 81.2 92.2 96.5 99.1 101 


speeds (average% dissolved n=6) 
78rpm 57.0 81.2 91.0 96.2 97.3 99.1 


(average% Dissolved n=6) 
Q value NA NA NA NA Pass NA 
(75%) ± 5% at 60 minutes 


Robustness of Time point 
10 20 30 45 60 90 


Method mm mm Illlll mm mm mm 


Different 36.5°C 57.3 80.0 88.4 94.5 96.2 98.4 


Dissolution bath (average% dissolved n=6) 


temperatures 37.5°C 57.1 80.0 88.2 93.0 94.6 96.8 
(average% dissolved n=6) 
Q value NA NA NA NA Pass NA 


(75%) ± 5% at 60 minutes 
Ruggedness of the Time point 10 20 30 45 60 90 
method min min min min min min 


Different Days Day 1 55.9 77.3 86.5 92.4 94.6 96.2 


(average% dissolved n=6) 
Day2 55.3 77.0 85.5 91.8 93.5 95.9 


(average% dissolved n=6) 
%bias -1.1 -0.4 -1.2 -0.6 -1.2 -0.3 


Mean% bias -0.8 
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Ruggedness of the Time point 
10 20 30 45 60 90 


method min min min min min min 


Different Analysts Analyst 1 55.9 77.3 86.5 92.4 94.6 96.2 


(average % dissolved n=o) 
Analyst2 54.0 77.5 86.0 92.2 94.5 95.5 
(average % dissolved n=6) 
% bias -3 .4 0.3 -0 .6 -0.2 -0.1 -0.7 


Mean% bias -0.8 


Ruggedness of the Tin1e point 10 20 30 45 60 90 


method min min min min min min 


Different Tester 1 55.9 77.3 86.5 92.4 94.6 96.2 


Dissolution testers (average% dissolved n=6) 
Tester 2 56.2 ROO so.9 91.:'5 9:'5 .1 90.1 


(average % dissolved n=6) 
% bias 0.5 3.5 0.5 1.2 0 .5 0.1 


Mean% bias Ll 


Sensitivity LOD Mean Peak Area Response 
LODandLOQ 0.08 Jlg/mL RSD ~ 15% 14.4% 


(n= 6) Mean signal-to-noise~ 3 4.3 


LOQ Mean Peak Area Response 


0.33J1g/mL RSD ~ 15% 4.2% 


Mean signal-to-noise~ 10 13.0 


Specificity Absence of signal at the retention time of 
DHEA in Blank processed containing a placebo Passed 
suppository 


Stability of Stock Storage conditions Room temperature 
Solution ofDHEA 
260f1glmL in 1% 


Time 190 hours 18 minutes SLS with 5% 
Methanol 


Stability of Storage conditions: -zooc 
Reference 
Intermediate Time 178 hours 39 minutes 
solutions Bias between the response factors ofDHEA 
(32~-tg/mL) ±2.0% 


1.7% 


Stability of Storage conditions: Room temperature 
Reference Standard 
solution Time 232 hours 32 minutes 
(1.6 JlgfmL) 


Bias between the response factors ofDHEA 
+2.0% 0.4% 


Filtration effect Peak area ofRSS non-filtered 4265 


Peak area ofRSS filtered 4266 


% difference 0% 


Sample to discard Volume to be discarded before the collected 
1 mL 


sample 


System Suitability CV (%)for Peak Area ofDHEA ~ 2% Passed for Validation 
CV (%) for Retention time ofDHEA ~ 5.0% Assays 06 to 31 


Analysis Period: 16-Nov-2010 to 30-Nov-2010 












Small Business Assistance: 
Frequently Asked Questions for New 
Drug Product Exclusivity
1. What is new drug product exclusivity?


New Drug Product Exclusivity is provided by the Federal Food, Drug, and Cosmetic Act under 
section 505(c)(3)(E) and 505(j)(5)(F). Exclusivity provides the holder of an approved new drug 
application limited protection from new competition in the marketplace for the innovation 
represented by its approved drug product. This limited protection precludes approval of certain 505
(b)(2) applications or certain abbreviated new drug applications (ANDAs) for prescribed periods of 
time. Some exclusivity provisions also provide protection from competition by delaying the 
submission of 505(b)(2) applications and ANDAs for certain periods of time. Exclusivity is available 
for new chemical entities (NCEs), which by definition are innovative, and for significant changes in 
already approved drug products, such as a new use. New drug product exclusivity includes two 
categories of exclusivity (described in Q & A #6) both NCE and "other significant changes" 
exclusivity.


2. Why is new drug product exclusivity also known as the Hatch/Waxman exclusivity?


On September 24, 1984 the President signed into law the Drug Price Competition and Patent Term 
Restoration Act of 1984 (Hatch/Waxman Amendments). Title 1 of the Hatch/Waxman Amendments 
amended the Federal Food, Drug, and Cosmetic Act (the Act) to expand the universe of drugs for 
which FDA would accept ANDAs. The Hatch/Waxman Amendments also provided for New Drug 
Product Exclusivity and are often referred to as Hatch/Waxman exclusivity since Senator Hatch 
and Congressman Waxman sponsored the amendments in Congress to encourage research and 
development, as well as to speed entry of generic drugs into the market.


3. What is a 505(b)(2) application?


A 505(b)(2) application is one described under section 505(b)(2) of the act as an application for 
which one or more of the investigations relied upon by the applicant for approval "were not 
conducted by or for the applicant and for which the applicant has not obtained a right of reference 
or use from the person by or for whom the investigations were conducted" (21 U.S.C. 355(b)(2)). 
This provision expressly permits FDA to rely for approval of an NDA, on data not developed by the 
applicant such as published literature or the agency’s finding of safety and effectiveness of a 
previously approved drug.


505(b)(2) applications are submitted under section 505(b)(1) of the act and are therefore subject to 
the same statutory provisions that govern 505(b)(1) applications that require among other things, 
"full reports" of safety and effectiveness.


4. What is an abbreviated new drug application (505)(j)?
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An abbreviated new drug application is described under section 505(j) of the Act as an application 
that contains information to show that the proposed product is identical in active ingredient, dosage 
form, strength, route of administration, labeling, quality, performance characteristics and intended 
use, among other things to a previously approved application (the reference listed drug (RLD). 
ANDAs do not contain clinical studies as required in NDAs but are required to contain information 
establishing bioequivalence to the RLD. In general, the bioequivalence determination allows the 
ANDA to rely on the agency’s finding of safety and efficacy for the RLD.


5. What is a full new drug application 505(b)(1)?


A 505(b)(1) application is described by section 505(b)(1) of the act as an application that contains 
full reports of investigations of safety and effectiveness, in addition to other information. The data 
in the application is either owned by the applicant or is data for which the applicant has obtained a 
right of reference.


6. What are the time periods of new drug product exclusivity?


A 5-year period of exclusivity is granted to new drug applications for products containing chemical 
entities never previously approved by FDA either alone or in combination. No 505(b)(2) application 
or ANDA may be submitted during the 5-year exclusivity period except that such applications may 
be submitted after 4 years if they contain a certification of patent invalidity or noninfringement. A 
3-year period of exclusivity is granted for a drug product that contains an active moiety that has 
been previously approved, when the application contains reports of new clinical investigations 
(other than bioavailability studies) conducted or sponsored by the sponsor that were essential to 
approval of the application. For example, the changes in an approved drug product that affect its 
active ingredient(s), strength, dosage form, route of administration or conditions of use may be 
granted exclusivity if clinical investigations were essential to approval of the application containing 
those changes.


7. What is the definition of a "new clinical investigation"?


FDA interprets "new clinical investigation" as an investigation in humans, the results of which (1) 
have not been relied upon by FDA to demonstrate substantial evidence of effectiveness of a 
previously approved drug product for any indication or of safety in a new patient population and (2) 
do not duplicate the results of another investigation relied upon by FDA to demonstrate a 
previously approved drug’s effectiveness or safety in a new patient population. A clinical 
investigation that provides a "new" basis for approval of an application can qualify for exclusivity. In 
this context, "new" is intended to convey a lack of prior use of a clinical investigation rather than 
any temporal requirement.


8. What is the definition of a "new chemical entity"?


A new chemical entity means a drug that contains no active moiety that has been approved by 
FDA in any other application submitted under section 505(b) of the Act.


9. What is the definition of an "active moiety"?


An active moiety means the molecule or ion, excluding those appended portions of the molecule 
that cause the drug to be an ester, salt (including a salt with hydrogen or coordination bonds), or 
other noncovalent derivative (such as a complex, chelate, or clathrate) of the molecule, 
responsible for the physiological or pharmacological action of the drug substance.
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10. What is the definition of "Conducted or sponsored by the applicant"? 


An investigation conducted or sponsored by the applicant means that before or during the 
investigation, the applicant was named in Form FDA 1571 filed with FDA as the sponsor of the 
investigational new drug application under which the investigation was conducted, or the applicant 
or the applicant’s predecessor in interest, provided substantial support for the investigation. An 
applicant who has purchased exclusive rights to a study should be able to obtain new drug product 
exclusivity. Applicants cannot qualify for exclusivity by simply collecting and submitting to FDA 
information from the literature or buying the results of tests already done and submitting them to 
FDA without obtaining exclusive rights for those tests.


11. What types of applications can receive 5 year and 3 year periods of exclusivity?


Full new drug applications under 505(b)(1) and 505(b)(2) can receive 5 years of exclusivity for a 
new chemical entity drug product. A 505(b)(1), 505(b)(2) application or a supplement to a new drug 
application can receive 3 years of exclusivity.


12. Is the original applicant required to conduct the complete study to obtain exclusivity?


 No, FDA interprets the Act to allow for exclusivity where the applicant has conducted or sponsored 
the study by providing 50 percent of the funding or by purchasing exclusive rights to the study.


13. Do the new drug product exclusivity provisions of the Act provide any protection from 
the marketing of a duplicate version of the same drug product if the duplicate version is the 
subject of a full new drug application submitted under 505(b)(1) of the Act? 


No, the new drug product exclusivity provisions do not provide any protection under these 
conditions.


14. Are there other types of exclusive marketing available?


Yes, there is orphan drug exclusivity, pediatric exclusivity, 180-day generic drug exclusivity, and 
patent protection (For an explanation of orphan drug exclusivity, pediatric exclusivity, and patent 
term extension/also referred to as patent term restoration.  See the Small Business Assistance: 
Economic Assistance and Incentives (/Drugs/DevelopmentApprovalProcess/SmallBusi-
nessAssistance/ucm069929.htm) web page.


15. Can the six months of pediatric exclusivity be added to the 5 or 3 years of new drug 
product exclusivity? 


Yes, pediatric exclusivity is the only exclusivity that runs from the end of other exclusivity protection 
(New Drug Product and Orphan Drug) or patent protection. A six-month pediatric exclusivity that 
attaches after a patent term is not a patent extension; it is a FDA-enforced exclusivity period that 
begins at the termination of the patent.


16. How do you apply for New Drug Product Exclusivity?


There is no requirement to apply. The Center for Drug Research and Evaluation (CDER) makes 
exclusivity determinations on all relevant applications. There is a procedure in CDER that provides 
review of all relevant applications, with or without a request from the applicant, for an exclusivity 
determination.
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17. Where do you find information on drugs that have received New Drug Product 
Exclusivity? 


The Orange Book & Supplements/Electronic Orange Book, has an addendum with patent and 
exclusivity information. The Orange Book, Approved Drug Products with Therapeutic Equivalence 
Evaluations,identifies drug products approved on the basis of safety and effectiveness by the Food 
and Drug Administration (FDA) under the Federal Food, Drug, and Cosmetic Act.  See the 
electronic Electronic Orange Book (http://www.accessdata.fda.gov/scripts/cder/ob/de-
fault.cfm).


18. Where do you find the regulations for New Drug Product Exclusivity? 


The regulations are at 21 CFR 314.108 (http://frwebgate.access.gpo.gov/cgi-bin/get-cfr.cgi?TI-
TLE=21&PART=314&SECTION=108&YEAR=2001&TYPE=TEXT).


About Us (/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm053133.htm)


CDER SBIA Learn (/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm483822.htm)


More in CDER Small Business and Industry Assistance
(/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/default.htm)
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HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
INTRAROSA™ safely and effectively. See full prescribing information for 
INTRAROSA™ . 
INTRAROSA™ (prasterone) vaginal inserts 
Initial U.S. Approval: 2016 


INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe 
dyspareunia, a symptom of vulvar and vaginal atrophy, due to menopause. (1) 


_______________DOSAGE AND ADMINISTRATION ______________ 
One vaginal insert, once daily at bedtime. (2) 


DOSAGE FORMS AND STRENGTHS 
Vaginal Insert: 6.5 mg of prasterone. (3) 


CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding. (4) 


_______________ WARNINGS AND PRECAUTIONS_______________ 
Current or Past History of Breast Cancer. (5.1) 


___________________ ADVERSE REACTIONS ___________________ 
In four 12-week randomized, placebo-controlled clinical trials, the most 
common adverse reaction with an incidence ≥ 2 percent was vaginal 
discharge. (6.1) 


In one 52-week open-label clinical trial, the most common adverse reactions 
with an incidence ≥ 2 percent were vaginal discharge and abnormal Pap 
smear. (6.1) 


To report SUSPECTED ADVERSE REACTIONS, contact Endoceutics 
at 1-844-711-1004 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. 


See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling. 


Revised: 11/2016 


FULL PRESCRIBING INFORMATION: CONTENTS* 
1 INDICATIONS AND USAGE 
2 DOSAGE AND ADMINISTRATION 
3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTIONS 


5.1 Current or Past History of Breast Cancer 
6 ADVERSE REACTIONS 


6.1 Clinical Trials Experience 
8 USE IN SPECIFIC POPULATIONS 


8.1 Pregnancy 
8.2 Lactation 
8.4 Pediatric Use 
8.5 Geriatric Use 
8.6 Renal Impairment 
8.7 Hepatic Impairment 


11 DESCRIPTION 
12 CLINICAL PHARMACOLOGY 


12.1 Mechanism of Action 
12.3 Pharmacokinetics 


13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 


14 CLINICAL STUDIES 
16 HOW SUPPLIED/STORAGE AND HANDLING 


16.1 How Supplied 
16.2 Storage and Handling 


17 PATIENT COUNSELING INFORMATION 
*Sections or subsections omitted from the full prescribing information are not 
listed. 
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FULL PRESCRIBING INFORMATION 


1 INDICATIONS AND USAGE 
INTRAROSA™ is a steroid indicated for the treatment of moderate to severe dyspareunia, a 
symptom of vulvar and vaginal atrophy, due to menopause. 


2 DOSAGE AND ADMINISTRATION 
Administer one INTRAROSA vaginal insert once daily at bedtime, using the provided 
applicator. 


3 DOSAGE FORMS AND STRENGTHS 
Vaginal insert: 6.5 mg of prasterone, smooth, white to off-white solid fat bullet-shaped, 
measuring 28 mm in length, 9 mm in width at its wider end, and weighing 1.2 gram. 


4 CONTRAINDICATIONS 
Undiagnosed abnormal genital bleeding: Any postmenopausal woman with undiagnosed, 
persistent or recurring genital bleeding should be evaluated to determine the cause of the 
bleeding before consideration of treatment with INTRAROSA. 


5 WARNINGS AND PRECAUTIONS 
5.1 Current or Past History of Breast Cancer 
Estrogen is a metabolite of prasterone. Use of exogenous estrogen is contraindicated in women 
with a known or suspected history of breast cancer. INTRAROSA has not been studied in 
women with a history of breast cancer. 


6 ADVERSE REACTIONS 


6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice. 


In four (4) placebo-controlled, 12-week clinical trials [91% - White Caucasian non-Hispanic 
women, 7% - Black or African American women, and 2% - “Other” women, average age 
58.8 years of age (range 40 to 80 years of age)], vaginal discharge is the most frequently reported 
treatment-emergent adverse reaction in the INTRAROSA treatment group with an incidence of 
≥ 2 percent and greater than reported in the placebo treatment group. There were 38 cases in 
665 participating postmenopausal women (5.71 percent) in the INTRAROSA treatment group 


2
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Table 5:  Efficacy Summary in Primary 12-Week Trial 2: ITT Population (LOCF) 


 Placebo 
N = 157 


INTRAROSA  
N = 325 


Dyspareunia 
Baseline Mean Severity 
Week 12 Mean Severity 
Mean Change in Severity (SD) 
Difference from Placebo1 


p-value2 


 
2.56 
1.50 


-1.06 (1.02) 
- 
- 


 
2.54 
1.13 


-1.42 (1.00) 
-0.35 


0.0002 


% Superficial Cells 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
1.04 
2.78 


1.75 (3.33) 
- 
- 


 
1.02 


11.22 
10.20 (10.35) 


8.46 
<0.0001 


% Parabasal Cells 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
51.66 
39.68 


-11.98 (29.58) 
- 
- 


 
54.25 
12.74 


-41.51 (36.26) 
-29.53 


<0.0001 


Vaginal pH 
Baseline Mean 
Week 12 Mean 
Mean Change (SD) 
Difference from Placebo1 


p-value2 


 
6.32 
6.05 


-0.27 (0.74) 
- 
- 


 
6.34 
5.39 


-0.94 (0.94) 
-0.67 


<0.0001 


1Difference from placebo =INTRAROSA (Week 12 mean – Baseline mean) – Placebo (Week 12 mean – Baseline 
mean). 


2ANCOVA: Treatment as the main factor and Baseline value as the covariate. 


16 HOW SUPPLIED/STORAGE AND HANDLING 
16.1 How Supplied 


INTRAROSA is supplied as white to off-white 1.3 mL solid fat bullet-shaped, smooth vaginal 
inserts (containing 6.5 mg of prasterone). INTRAROSA is available in small boxes of 4 blister 
packs containing 7 vaginal inserts (28 vaginal inserts per box). The small box (containing the 
vaginal inserts) is supplied inside a larger box containing 28 applicators (NDC 69110-001-01). 
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16.2 Storage and Handling 
Store at 41°F to 86°F (5°C to 30°C). Can be stored at room temperature or in the refrigerator. 


17 PATIENT COUNSELING INFORMATION 
Advise the patient to read FDA-approved patient labeling (Patient Information and Instructions 
for Use). 


 
Vaginal Discharge 


Inform postmenopausal women that vaginal discharge may occur with INTRAROSA [see 
Adverse Reactions (6.1)]. 


Abnormal Pap Smear Findings 


Inform postmenopausal women that abnormal Pap smear findings may occur with INTRAROSA 
[see Adverse Reactions (6.1)]. 


 


 


Manufactured for: 


Endoceutics Inc. 
Quebec City, Canada, G1V 4M7 
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16.2 Storage and Handling 
Store at 41°F to 86°F (5°C to 30°C). Can be stored at room temperature or in the refrigerator. 


17 PATIENT COUNSELING INFORMATION 
Advise the patient to read FDA-approved patient labeling (Patient Information and Instructions 
for Use). 


 
Vaginal Discharge 


Inform postmenopausal women that vaginal discharge may occur with INTRAROSA [see 
Adverse Reactions (6.1)]. 


Abnormal Pap Smear Findings 


Inform postmenopausal women that abnormal Pap smear findings may occur with INTRAROSA 
[see Adverse Reactions (6.1)]. 
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