
 
 

 
 

 
 

CENTER FOR DRUG EVALUATION AND 

RESEARCH 


APPLICATION NUMBER:
 

201110Orig1s000 


OTHER REVIEW(S) 




 

 

MEMORANDUM 

REVIEW OF REVISED LABEL AND LABELING
 

Division of Medication Error Prevention and Analysis (DMEPA)
 
Office of Medication Error Prevention and Risk Management (OMEPRM)
 

Office of Surveillance and Epidemiology (OSE)
 
Center for Drug Evaluation and Research (CDER)
 

*** This document contains proprietary information that cannot be released to the public*** 

Date of This Review: April 21, 2020 
Requesting Office or Division: Division of Bone, Reproductive and Urologic Products 
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1 PURPOSE OF MEMORANDUM 

The Applicant submitted revised container labels and carton labeling received on April 17, 2020. 
The Division of Bone, Reproductive and Urologic Products (DBRUP) requested that we review 
the revised container labels and carton labeling for Milprosa (Appendix A) to determine if they 
are acceptable from a medication error perspective.  The revisions are in response to 
recommendations that we made during a previous label and labeling review and 
memorandums. abc 

2 CONCLUSION 

The Applicant implemented all of our recommendations and we have no additional 
recommendations at this time. 

4 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page

a Kalonia J. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2020 MAR 03. RCM No.: 2019-2295. 
b Kalonia J. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2020 MAR 20. RCM No.: 2019-2295-1. 
c Kalonia J. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2020 APR 10. RCM No.: 2019-2295-2. 
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Division of Medication Error Prevention and Analysis (DMEPA)
 
Office of Medication Error Prevention and Risk Management (OMEPRM)
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1 PURPOSE OF MEMORANDUM 

We previously found that the Applicant had implemented all of our recommendations from our 
primary reviewa and found the container label and carton labeling to be acceptable from a 
medication safety perspective, as documented in our memo dated March 20, 2020.b 

On April 2, 2020, the Applicant submitted revised container (pouch) labels and carton labeling 
for Milprosa (progesterone) vaginal system  in response to the Agency’s information request 
(IR) dated March 26, 2020. c The Division of Bone, Reproductive and Urologic Products (DBRUP)  
requested that we review the revised pouch labels and carton labeling for Milprosa 
(progesterone) vaginal system (Appendix A) to determine if they are acceptable from a 
medication error perspective.  The revisions are in response to Chemistry, Manufacturing, and 
Controls (CMC) comments provided by the Office of Pharmaceutical Quality (OPQ) in the IR 
dated March 26, 2020. 

2 ASSESSMENT OF MATERIALS RECEIVED 

We note that, consistent with CMC recommendations, the dosage form has been revised from 
“ (b) (4)” to “vaginal system” throughout the container labels and carton labeling. 
However, the Applicant proposes the following to help mitigate confusion for lay users: 

(b) (4)

We share the Applicant’s concern that lay users may not understand the term “vaginal system” 
in the context of the patient instructions. Other marketed products using the term “system” 
include “acne system” and “transdermal system”, the latter of which may only be recognizable 
to lay users as “patches”, not “system”.  Lay users may generally recognize “acne systems” 
(which typically contain separate components like face wash, toner, moisturizer, etc.) and 
therefore may associate the term “system” with having more than one component.  

a Kalonia J. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2020 MAR 03. RCM No.: 2019-2295. 
b Kalonia J. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2020 MAR 20. RCM No.: 2019-2295-1. 
c Ferring Information Request Response submitted on 2 April 2020.  Available at 
\\cdsesub1\evsprod\nda201110\0057\m1\us\111-information-amendment\efficacy-information
amendment\response-to-ir-dated-march-26-2020.pdf 
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We considered the labeling of the only currently marketed “vaginal system”, Annovera (NDA 
209627) and note that the Annovera instructions for use refer to the vaginal system (b) (4)  by the 
proprietary name. Thus, this may be one approach to consider to help mitigate the potential 
risk of lay users confusing the term “vaginal system” in the Milprosa patient instructions. 

3 CONCLUSION 

The revised container labels and carton labeling for Milprosa are acceptable from a medication 
error perspective.  However, we provide one recommendation in Section 4 below for the 
Applicant’s consideration. 

4 RECOMMENDATIONS FOR FERRING PHARMACEUTICALS INC. 

A. General Comments 
1. We note, you propose to retain the word “ (b) (4)” within the lay instructions for 

use and recommended dosage to limit the potential for confusion or errors. We 
recommend you consider the labeling of the marketed vaginal system, Annovera 
(segesterone acetate and ethinyl estradiol vaginal system). For example, 
consider whether replacing vaginal system (b) (4)  with the proprietary name, 
Milprosa, within the lay instructions for use (e.g., After washing your hands, 
remove Milprosa from its pouch) and recommended dosage may help mitigate 
the potential risk for confusion or errors. 

4 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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1 PURPOSE OF MEMORANDUM 

The Applicant submitted revised container (pouch) labels and carton labeling received on 
March 17, 2020 for Milprosa (progesterone) vaginal ring.  The Division of Urology, Obstetrics, 
and Gynecology (DUOG) requested that we review the revised pouch labels and carton labeling 
for Milprosa (progesterone) vaginal ring (Appendix A) to determine if they are acceptable from 
a medication error perspective.  The revisions are in response to recommendations that we 
made during a previous label and labeling review.a 

2 CONCLUSION 

The Applicant implemented all of our recommendations and we have no additional 
recommendations at this time. 

3 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page

a Kalonia J. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2020 MAR 03. RCM No.: 2019-2295. 
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                                                                                                                            Clinical Inspection Summary 
                                                                                                                        NDA 201110, MILPROSA 

Clinical Inspection Summary 
Date March 17, 2020 
From Ling Yang, M.D., Ph.D., FAAFP 

Min Lu, M.D., M.P.H., Team Leader 
Kassa Ayalew, M.D., M.P.H., Branch Chief 
Good Clinical Practice Assessment Branch (GCPAB) 
Division of Clinical Compliance Evaluation (DCCE) 
Office of Scientific Investigations (OSI) 

To Shelley Slaughter, M.D., Ph.D., Team Leader 
Regina Zopf, M.D., M.P.H., Clinical Reviewer 
Nikia Morris, M.S.H.A., M.B.A., Regulatory Project Manager 
Division of Bone, Reproductive, and Urology Products 

NDA # 201110 Resubmission 
Applicant Ferring Pharmaceuticals Inc. 
Drug MILPROSA (progesterone) 
NME (Yes/No) No 
Review Priority Standard 
Proposed Indication(s) Support embryo implantation and early pregnancy (up to 10 

weeks post-embryo transfer) by supplementation of corpus 
luteal function as part of an Assisted Reproductive Technology 
(ART) treatment program for infertile women 

Consultation Request Date December 9, 2019 
Summary Goal Date March 30, 2020 
Action Goal Date April 29, 2020 
PDUFA Date April 29, 2020 

I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
Clinical data from Study 000293 were submitted to the Agency in support of this New Drug 
Application (NDA) for MILPROSA (progesterone) for the proposed indication. Three clinical 
investigators (CIs): Drs. Park (Site USA09), Schnell (Site USA10) and Slater (Site USA12) were 
selected for clinical inspections. 

The inspections verified the sponsor Ferring Pharmaceutical Inc. submitted clinical data with source 
records at the CI sites. Based on the results of these CI inspections, Study 000293 appears to have 
been conducted adequately, and the data generated by these sites and submitted by the sponsor 
appear acceptable in support of the respective indication. 

II. BACKGROUND 
Ferring Pharmaceutical Inc. submitted NDA 201110 to support the use of MILPROSA 
(progesterone) to support embryo implantation and early pregnancy (up to 10 weeks post-embryo 
transfer) by supplementation of corpus luteal function as part of an Assisted Reproductive 
Technology (ART) treatment program for infertile women. To support the application, the sponsor 
submitted clinical data from Study 000293, titled “A Prospective, Multi-Center, Non-Comparative 
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Trial of the Clinical Safety of the Progesterone Vaginal Ring in Women Undergoing Assisted 

Reproductive Technology (ART) Procedures”.
 

MILPROSA is a flexible, non-degradable progesterone vaginal ring (PVR) that releases an average 

of 11 mg progesterone per day consistently over 7 days. MILPROSA was studied for its safety and 

efficacy in the support of embryo transplantation and early pregnancy.
 

The primary objective of the study was to estimate the cumulative rate of any spontaneous abortion, 
including spontaneous clinically recognized pregnancy loss and blighted ovum during the trial (up to 
week 12 following oocyte retrieval) in subjects treated with PVR following fresh embryo transfer. 

This study was an open-label, single-arm, safety trial of PVR for luteal phase support in women 
undergoing in vitro fertilization (IVF) with fresh oocytes. Eligible subjects underwent ovarian down
regulation/suppression followed by ovarian stimulation. Subsequent stimulatory dosing was 
determined by individual subject response. Ovulation was induced with human chorionic 
gonadotropin (hCG) with oocyte retrieval occurring 35-37 hours later. On the day after oocyte 
retrieval, the PVR was inserted followed by embryo transfer per the timing detailed in the protocol. 
Additional PVRs were then used for weekly insertions. Serum progesterone and hCG levels were 
monitored. At two weeks after oocyte retrieval, subjects with a hCG < 5 mIU/mL were discontinued; 
subjects with a hCG ≥ 5 mIU/mL inserted their next PVR and continued in the study for up to 10 
weeks (up to a total of 10 PVRs). Subjects no longer pregnant were discontinued from the trial. 
Trans-vaginal ultrasounds (TVUS) were performed to document gestational status out to ten weeks 
after oocyte retrieval. 

The primary efficacy endpoint was the cumulative rate of any spontaneous abortion occurring on or 
before 12 weeks following oocyte retrieval in all subjects treated with PVR and undergoing fresh 
embryo transfer. Spontaneous abortion is defined as two positive hCG tests occurring at least two 
days apart on or after 2 weeks post-oocyte retrieval, but followed by observation of any 
empty intrauterine gestational sac (blighted ovum), intrauterine gestation without a fetal heartbeat, or 
absence of viable fetuses, as documented by TVUS. 

Study 000293 screened a total of 352 subjects and randomized 274 subjects in 14 study centers in 

the US. The first subject’s first visit was on 07/26/2018 and the last subject’s last visit was on 

07/29/2019.
 

Three CIs: Dr. John Park (Site USA09), Dr. Vicki Schnell (Site USA10) and Dr. Cristin Slater (Site 
USA12) were requested for clinical inspection in support of the application. Drs. Park and Slater 
were selected because of their relatively high subject enrollments and lack of previous inspection. 
Dr. Schnell was selected because the site enrolled the largest number of subjects and had the second 
highest spontaneous abortion rate. 

III. RESULTS 
1. Dr. John Park, Site USA09 

2601 Lake Drive, Suite 301 
Raleigh, NC 27607 
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This CI was inspected on January 15-21, 2020 as a data audit for Study 000293. This was the initial 
inspection for Dr. Park. The study site screened a total of 26 subjects and enrolled 22 subjects. 
Nineteen (19) subjects completed the study and 3 subjects had abortions (2 subjects had biochemical 
abortions and 1 subject had spontaneous abortion). Of the 19 completed subjects, 14 were pregnant 
at their final study visit and 5 subjects did not conceive. The first subject was enrolled on 08/14/2018 
and the last subject’s last follow-up was on 07/01/2019. All of the 22 enrolled subjects’ records were 
reviewed. 

Source records reviewed during the inspection included the study protocol, informed consent forms 
(ICFs), documentation of eligibility criteria, medical records, adverse events (AEs) and serious 
adverse events (SAEs), the investigational product (IP) accountability records, visit data, laboratory 
results, electronic case report forms (eCRF), and related regulatory documents [e.g., institutional 
review board (IRB) approvals and communications, staff training, financial disclosures and 
delegation of authority]. 

The inspection found adequate source documentation for all study subjects, with no significant 
deficiencies reported. The submitted data were verifiable with source records at the study site. The 
primary efficacy data source was verified. There was no evidence of underreporting of AEs or SAEs. 
Two misfiled items were identified during the inspection that the source vitals worksheet labeled for 
Subject # (b) (6)

for Subject # (b) (6)
 was filed in the binder for Subject # (b) (6)

 was filed in the binder for Subject # (b) (6)
 at visit 5; while the information sheet labeled 

. 

In general, this clinical site appeared to be in compliance with Good Clinical Practices (GCP). Data 
submitted by this clinical site appear acceptable in support of this specific indication. At the end of the 
inspection, no Form 483 (Inspectional Observations) was issued. 

2. Dr. Vicki Schnell, Site USA10 
1015 Medical Center Blvd., Suite 2100 
Webster, TX 77598 

This CI was inspected on January 21-24, 2020 as a data audit for Study 000293. Dr. Schnell 
was inspected previously in 2006 and 2010; both inspections were NAI. For the current 
inspected study, the study site screened a total of 40 subjects and enrolled 31 subjects with all 
of the 31 subjects completed the study. The first subject was enrolled on 07/26/2018. Fifteen 
(15; 50%) of the 31 enrolled subjects’ records for protocol-required procedures were 
reviewed. 

Source records reviewed during the inspection included the study protocol and amendments, ICFs, 
documentation of eligibility criteria, AEs and SAEs reporting, lab results, the IP accountability 
records, visit data, laboratory results, eCRF, monitoring log, and related regulatory documents (e.g., 
IRB approvals and communications, staff training, financial disclosures and delegation of authority). 

The inspection found adequate source documentation for all inspected study subjects, with no 
significant deficiencies reported. The submitted data were verifiable with source records at 
the study site. The primary efficacy data source was verified. There was no evidence of 
underreporting of AEs or SAE. 

Reference ID: 4576695Reference ID: 4601440 



 

 

  

 

  

   
  

 

 

 

Page 4 Clinical Inspection Summary 
NDA 201110, MILPROSA
 

The inspection identified two protocol deviations which have already been reported  
study report: 1) Subject # (b) (6)

exceeded the 150 IU as recommended per protocol on Visit 2; and 2) Subject # (b) (6)

in the 
 had a Menopur dose decrease of 225 IU from 450 IU that 

 received 
one dose of prohibited medication (aspirin) for non-cardiac chest pain. There were also a 
couple of subjects with out of window visits. These protocol deviations were discussed with 
the CI at the end of the inspection. 

This clinical site appeared to be in compliance with GCP except the protocol deviations noted above. 
Data submitted by this clinical site appear acceptable in support of this specific indication. At the end 
of the inspection, no Form 483 was issued. 

3. Dr. Cristin Slater, Site USA12 
1000 E Park Blvd., Suite 110 
Boise, ID 83712 

This CI was inspected on February 3-6, 2020 as a data audit for Study 000293. This was the 
initial inspection for Dr. Slater. The study site screened a total of 28 subjects and all 28 
subjects were enrolled. Nineteen (19) subjects completed the study. The first subject was 
enrolled on 08/09/2018 and the last subject’s last visit was on 06/11/2019. All of the 19 
subjects’ records were reviewed. 

Source records reviewed during the inspection included the study protocol and amendments, 
ICFs, documentation of eligibility criteria, AE reporting, the IP accountability records, visit 
data, laboratory results, efficacy endpoint data, eCRF, and related regulatory documents (e.g., 
IRB approvals and communications, staff training, financial disclosures and delegation of 
authority). 

The inspection found adequate source documentation for all study subjects, with no significant 
deficiencies reported. The submitted data were verifiable with source records at the study site. The 
primary efficacy data source was verified. There was no evidence of underreporting of AEs. 

There were a couple of minor issues identified during inspection.  Subject # (b) (6)’s Visit 6 information 
was not signed by the person who recorded the information; and a comment on Subject # (b) (6)’s 
eligibility check list was not dated. The CI was working on making changes to prevent issues in the 
future. 

In general, this clinical site appeared to be in compliance with GCP. Data submitted by this clinical 
site appear acceptable in support of the specific indication. At the end of the inspection, no Form 483 
was issued. 

{See appended electronic signature page}
 

Ling Yang, M.D., Ph.D.
 
Good Clinical Practice Assessment Branch
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Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

CONCURRENCE: 

{See appended electronic signature page} 

Min Lu, M.D., M.P.H. 
Team Leader 
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

CONCURRENCE: {See appended electronic signature page} 

Kassa Ayalew, M.D., M.P.H 
Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation 
Office of Scientific Investigations 

CC: 
Central Doc. Rm.\NDA 201110 
DBRUP\Division Director\Hylton Joffe 
DBRUP\CDTL\Shelley Slaughter 
DBRUP\Reviewer\Regina Zopf 
DBRUP\Project Manager\Nikia Morris 
OSI\DCCE\Division Director\Ni Khin 
OSI\DCCE\GCPAB\Branch Chief\Kassa Ayalew 
OSI\DCCE\GCPAB\Team Leader\Min Lu 
OSI\DCCE\GCPAB\Reviewers\Ling Yang\Roy Blay 
OSI\DCCE\Program Analysts\Yolanda Patague 
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LABEL AND LABELING REVIEW 
Division of Medication Error Prevention and Analysis (DMEPA)
 

Office of Medication Error Prevention and Risk Management (OMEPRM)
 
Office of Surveillance and Epidemiology (OSE)
 

Center for Drug Evaluation and Research (CDER)
 

*** This document contains proprietary information that cannot be released to the public*** 

Date of This Review: March 3, 2020 
Requesting Office or Division: Division of Bone, Reproductive and Urologic Products 

(DBRUP) 
Application Type and Number: NDA 201110 
Product Name and Strength: Milprosa (progesterone) vaginal ring, 11 mg/day 
Product Type: Combination Product (Drug-Device) 
Rx or OTC: Prescription (Rx) 
Applicant/Sponsor Name: Ferring Pharmaceuticals Inc. 
FDA Received Date: 10/29/2019 
OSE RCM #: 2019-2295 
DMEPA Safety Evaluator: Justine Kalonia, PharmD 
DMEPA Team Leader: Briana Rider, PharmD, CPPS 
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1 REASON FOR REVIEW 

As part of the approval process for Milprosa (progesterone) vaginal ring, the Division of 
Bone, Reproductive and Urologic Products (DBRUP) requested that we review the 
proposed Milprosa Prescribing Information (PI), Patient Package Insert (PPI), Instructions 
for Use (IFU), and trade and sample pouch labels and carton labeling for areas of 
vulnerability that may lead to medication errors. 

2 REGULATORY HISTORY 

Teva submitted NDA 201110 on April 30, 2010.  The application received a Complete Response 
on February 28, 2011.  Teva notified the Agency that they transferred ownership of NDA 
201110 to Ferring on August 6, 2015.  Ferring submitted NDA 201110 on February 25, 2016.  
However, the application received a Complete Response on November 23, 2016.  Thus, Ferring 
resubmitted NDA 201110 on October 29, 2019. 

3 MATERIALS REVIEWED 

Table 1. Materials Considered for this Label and Labeling Review 
Material Reviewed Appendix Section 

(for Methods and Results) 
Product Information/Prescribing Information A 
Previous DMEPA Reviews B 
ISMP Newsletters* C – N/A 
FDA Adverse Event Reporting System (FAERS)* D – N/A 
Other E – N/A 
Labels and Labeling F 
N/A=not applicable for this review 
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine post market safety surveillance 

4 FINDINGS AND RECOMMENDATIONS 

Tables 2 and 3 below include the identified medication error issues with the submitted PI, PPI, 
IFU, trade and sample pouch labels and carton labeling, our rationale for concern, and the 
proposed recommendation to minimize the risk for medication error.  
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Table 2. Identified Issues and Recommendations for Division of Bone, Reproductive and Urologic 
Products (DBRUP) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 
General Issues 
1. Section 5.4 (Use of Other This important warning is not present in 

Vaginal Products) of the Section 2 (Dosage and Administration) 
Prescribing Information of the PI and is incomplete in the Patient 

(b) (4)

(b) (4)(PI) states “MILPROSA Information labeling and Section 17 
(Patient Counseling Information) of the 

with other vaginal PI. The labeling can be optimized to 
products (such as reduce the risk of use with other vaginal 
antifungal products, products, which may alter the 

vaginal lubricants,
 progesterone release and absorption 

from the vaginal ring. diaphragms) 
 has not 

(b) (4)

(b) (4)been studied may 
alter the progesterone 
release and absorption 
from [see
 
Drug Interactions (7)

(b) (4)

]. 


We recommend adding 
the following warning to 
Section 2 (Dosage and 
Administration), Section 
17.3 (Patient Counseling 
Information/Coadministr 
ation of Other Vaginal 
Products) of the PI and 
to the Patient 
Information labeling: 
MILPROSA (b) (4)

with other vaginal 
products (such as 
antifungal products, 
vaginal lubricants, 

” 

(b) (4) diaphragms) 
has not 

(b) (4)

(b) (4)been studied may 
However, this alter the progesterone 
warning/precaution may release and absorption 
be overlooked in Section from (b) (4)

5.4. [see Drug Interactions 
(7)]. (b) (4)

2. We note the following 
phrase is vague in Section 
2 and in the Patient 

(b) (4)

(b) (4)

(b) (4) weekly,replace (b) 
(4)

Information: “ (b) (4)

 for up to 10 
weeks .”  
The statement does not 
specify when to remove 
and reinsert the ring and 
does not specify how long 
the ring needs to be 
retained vaginally. 

We are concerned the lack of specificity 
could lead to the ring being retained for 
a different period of time than desired 
(not 7 days) because: 

a.	 “weekly” is vague (could be 
misinterpreted as: within the 
next week) 

b.	 “replace ” implies a new ring, (b
) 

(4but does not specifically say 
“new ring” (could be 
misinterpreted as: take out 
current ring and re-insert current 
ring) 

c.	 does not say how long to retain 
ring (could be misinterpreted as: 
insert that day, remove that day, 
and wait a week to insert again) 

We recommend revising 
this statement from: 
“

(b) (4)

(b) (4)

(b) (4)

weekly,replace (b) 
(4)

 for up to 10 
weeks ” 

to read: 

“The vaginal ring is to 
remain in place 
continuously for 7 days, 
after which it is removed 
and a new ring is 
inserted.  Continue this 
process for up to 10 
weeks total duration.” 
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(b) 
(4)

Table 2. Identified Issues and Recommendations for Division of Bone, Reproductive and Urologic 
Products (DBRUP) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 
Prescribing Information – Section 1 Indications and Usage 
1. 

g 
Section 2 (Dosage and 
Administration) states 
“Efficacy in women 35 
years of age and older has 
not been clearly 
established.” However, 
this limitation of use is 
not described in Section 1 
(Indications and Usage) of 
the PI. 

The labeling can be optimized to reduce 
the risk of use in women 35 years of age 
and older. 

We defer to the Review 
Team to determine 
whether this limitation 
of use should be moved 
to Section 1 (Indications 
and Usage) of the PI. 

Prescribing Information– Section 16 How Supplied/Storage and Handling 
1. Section 16 does not list 

the strength of Milprosa. 
Per 21 CFR 201.57(c)(17), Section 16 
must contain the strength or potency of 
the dosage form in metric system. 

We recommend adding 
the strength “11 
mg/day” to Section 16. 

For example, may reflect 
the language used in 
Section 3: “ releases an 
average of 11 mg/day of 
progesterone over a 7
day period of use.” 

Instructions for Use (IFU) 
1. The IFU do not contain 

information about when 
to replace the vaginal 
ring. 

The IFU is missing a description on when 
it is necessary to remove and replace the 
vaginal ring. 

We recommend adding 
this information to the 
IFU.  For example: 
“replace in 7 days” and 
“If the vaginal ring is 
expelled, it should be 
rinsed with cool to 
lukewarm (not hot) 
water and reinserted as 
soon as possible, except 
if fecally-contaminated. 
If fecally-contaminated, 
the vaginal ring should 
be replaced.” 
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Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to 
be conveyed to Applicant) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 
Container (pouch) Labels and Carton Labeling (for both TRADE AND SAMPLE) 
1. The strength statement 

(11 mg/day) can be 
improved. 

The presentation of the strength may 
not make it clear exactly how much 
progesterone is expected to be 
released per day. 

Revise strength presentation 
from “11 mg/day” to read: 

“releases 11 mg per day” 

Consider relocating the 
revised strength statement 
to appear directly below the 
established name. 

2. Pouch labels and carton 
labeling do not contain a 
placeholder for the lot 
number and expiration 
date. 

The lot number and expiration date 
are required per 21 CFR 201.10(i)(1) 
and 21 CFR 211.137, respectively. 

Ensure that the lot number 
and expiration date are 
present on the pouch labels 
and carton labeling in 
accordance with 21 CFR 
201.10(i)(1) and 21 CFR 
211.137. 

3. The format for expiration 
date is not defined on 
the pouch labels and 
carton labeling. 

We are unable to assess the 
expiration date format from a 
medication safety perspective (e.g., 
risk for degraded drug medication 
errors). 

Identify the expiration date 
format you intend to use. 
FDA recommends that the 
human-readable expiration 
date on the drug package 
label include a year, month, 
and non-zero day.  FDA 
recommends that the 
expiration date appear in 
YYYY-MM-DD format if only 
numerical characters are 
used or in YYYY-MMM-DD if 
alphabetical characters are 
used to represent the 
month.  If there are space 
limitations on the drug 
package, the human-
readable text may include 
only a year and month, to be 
expressed as: YYYY-MM if 
only numerical characters 
are used or YYYY-MMM if 
alphabetical characters are 
used to represent the 
month.  FDA recommends 
that a hyphen or a space be 
used to separate the 
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(b) (4)

(b) (4) (b) (4)

(b) (4)

Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to 
be conveyed to Applicant) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 
portions of the expiration 
date. 

4. The strength of 11 mg 
lacks a space between 
the number and unit of 
measure (i.e. 11mg) on 
the pouch labels and 
carton labeling. 

Lack of space between numerical 
dose and unit of measure may 
contribute to errors. 

To improve readability, 
place adequate space 
between the numerical dose 
and unit of measure (i.e. 11 
mg instead of 11mg) on the 
pouch labels and carton 
labeling. 

5. The “ ” 
statement can be 
improved on the pouch 
labels and carton 
labeling. 

To ensure consistency with Physician 
Labeling Rule (PLR) formatted 
Prescribing Information labeling. 

We recommend you revise 
the usual dose statement: 

“ : Insert 1 
vaginally and replace every 7 
days.  See complete 
Prescribing Information” 

to read: 

“Recommended Dosage: 
Insert 1  vaginally and 
replace every 7 days.  See 
Prescribing Information.” 

6. The statement “Replace 
every 7 days” lacks 
prominence on the 
pouch labels and carton 
labeling. 

We are concerned the statement 
“replace every 7 days” lacks 
prominence and may therefore be 
missed by the patient. Additionally, 
the patient may forget what day 
Milprosa was inserted. 

Consider increasing the 
prominence of the 
instruction to “replace in 7 
days” on the pouch labels 
and the carton labeling (e.g. 
bold font, larger font, add 
space between that and 
other information, etc.). 

Also, consider implementing 
strategies to help patients 
remember when Milprosa 
was inserted and when it 
should be removed and 
replaced (e.g., including a 
space on the pouch label 
and carton labeling for the 
patient to write the date 
inserted, including reminder 
stickers).  Or, address this 
concern by other means. 
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Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to 
be conveyed to Applicant) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 
Container (Pouch) Label 
1. Images of the back of 

the pouch labels (trade 
and sample) were not 
submitted. 

We are unable to assess whether 
information is provided on the back of 
the pouch. 

Please clarify if there is 
information printed on the 
pouch backing and submit 
images of the pouch backing 
label for our evaluation. 

Carton Labeling 
1. As currently presented, 

there is no product 
identifier on the trade 
box carton labeling. 

In September 2018, FDA released 
draft guidance on product identifiers 
required under the Drug Supply Chain 
Security Act.1 The Act requires 
manufacturers and repackagers, 
respectively, to affix or imprint a 
product identifier to each package 
and homogenous case of a product 
intended to be introduced in a 
transaction in(to) commerce 
beginning November 27, 2017, and 
November 27, 2018, 
respectively.  We recommend that 
you review the draft guidance to 
determine if the product identifier 
requirements apply to your product’s 
labeling.   

1The draft guidance is available 
from: https://www.fda.gov/ucm/gro 
ups/fdagov-public/@fdagov-drugs
gen/documents/document/ucm6210 
44.pdf 

We recommend that you 
review the draft guidance to 
determine if the product 
identifier requirements 
apply to your product’s 
labeling. 

The DSCSA guidance on 
product identifiers 
recommends that the 
human-readable portion be 
located near the 2D matrix 
barcode and recommends 
the following format: 

NDC: [insert product’s NDC] 
SERIAL: [insert product’s 
serial number] 
LOT: [insert product’s lot 
number] 
EXP: [insert product’s 
expiration date] 

2. The Prescribing 
Information labeling 
instructs not to use other 
vaginal products with 
Milprosa. However, this 
warning is not conveyed 
on the carton labeling. 

We are concerned that users may 
mistakenly use other vaginal 
products concurrently with Milprosa, 
which may alter the release and 
absorption of progesterone from the 
Milprosa vaginal ring.  

Consider adding a warning 
to the carton labeling to 
advise patients against use 
of other vaginal products 
with Milprosa. 

3. It is unclear whether 
pouches are intended for 
individual dispensing. 

The carton labeling contains 
important safety information that 
may not be available to users if 
pouches are dispensed individually. 

Clarify whether pouches are 
intended for individual 
dispensing or whether they 
should be dispensed in the 
sealed carton. If the later, 
consider revising the carton 
labeling to state “Dispense 

7 

Reference ID: 4569889Reference ID: 4601440 



 

 
 

 
  

 

 
 

  

Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to 
be conveyed to Applicant) 

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION 
in this sealed carton” on the 
principal display panel, or 
address this concern by 
other means. 

4. The net quantity 
statement lacks 
prominence. 

May contribute to wrong quantity 
dispensing errors. 

Consider improving the 
readability of the net 
quantity statement. 

5 CONCLUSION 

Our evaluation of the proposed Milprosa PI, PPI, IFU, and trade and sample pouch labels and 
carton labeling identified areas of vulnerability that may lead to medication errors.  Above, we 
have provided recommendations in Table 2 for the Division and Table 3 for the Applicant. We 
ask that the Division convey Table 3 in its entirety to Ferring Pharmaceuticals Inc. so that 
recommendations are implemented prior to approval of this NDA. 
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6 APPENDICES:  METHODS & RESULTS FOR EACH MATERIAL REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
Table 4 presents relevant product information for Milprosa that Ferring Pharmaceuticals Inc. 
submitted on October 29, 2019. 

Table 4. Relevant Product Information for Milprosa 
Initial Approval Date N/A 
Active Ingredient progesterone 
Indication support embryo implantation and early pregnancy (up to 10 

weeks post-embryo transfer) by supplementation of corpus 
luteal function as part of an Assisted Reproductive Technology 
(ART) treatment program for infertile women 

Route of Administration vaginal 
Dosage Form ring 
Strength 11 mg per day 
Dose and Frequency one vaginal ring inserted vaginally starting the day after oocyte 

retrieval and replaced weekly, continuing for up to 10 weeks 
total duration 

How Supplied carton containing 2 pouches: each pouch contains one vaginal 
ring 

Storage Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 
15°C to 30°C (59°F to 86°F) [See USP Controlled Room 
Temperature]. 

Container Closure non-child resistant sealed foil pouch 
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APPENDIX B. PREVIOUS DMEPA REVIEWS 
On December 11, 2019, we searched for previous DMEPA reviews relevant to this current 
review using the terms, “Milprosa”, “NDA 201110”, and “progesterone vaginal”. Our search 
identified two previous reviewsa,b, and we considered our previous recommendations to see if 
they are applicable for this current review. 

Table 5. Summary of Previous DMEPA Reviews for Milprosa 
OSE RCM # Review Date Summary of Recommendations 
2010-2145 February 10, 2011 We reviewed the proposed Prescribing Information (PI), 

pouch label, and carton labeling.  We provided 
recommendations to the Division and to the sponsor. 
The revisions are addressed in OSE RCM # 2016-587 

2016-587 August 15, 2016 We reviewed the proposed pouch label, carton labeling, 
and Prescribing Information (PI).  We provided 
recommendations to the sponsor to revise the pouch 
label and carton labeling.  We recommended to re-locate 
the strength to the next line and increase spacing 
between the letters of the established name and dosage 
form to improve readability. 

a Toombs, L. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2011 FEB 10. RCM No.: 2010-2145. 
b Baugh, D. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2016 AUG 15. RCM No.: 2016-587. 
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APPENDIX F. LABELS AND LABELING 
F.1 List of Labels and Labeling Reviewed 
Using the principles of human factors and Failure Mode and Effects Analysis,c along with 
postmarket medication error data, we reviewed the following Milprosa labels and labeling 
submitted by Ferring Pharmaceuticals Inc. received on October 29, 2019. 

 Pouch label 
o Trade and Sample
 

 Carton labeling 

o Trade and Sample
 

 Instructions for Use (image not shown)
 
 Prescribing Information (image not shown) 

 Patient Information (image not shown)
 

4 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page

c Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 

11
 

Reference ID: 4569889Reference ID: 4601440 



--------------------------------------------------------------------------------------------

--------------------------------------------------------------------------------------------

------------------------------------------------------------

Signature Page 1 of 1 

This is a representation of an electronic record that was signed 
electronically. Following this are manifestations of any and all 
electronic signatures for this electronic record. 

/s/ 

JUSTINE H KALONIA 
03/04/2020 08:14:22 AM 

BRIANA B RIDER 
03/04/2020 08:38:17 AM 

Reference ID: 4569889Reference ID: 4601440 



       
  

   
   

 

  
 

   
    

       
   

       

     

   

   
    

 

 
       

   

 

   

 

   

 

 

M E M O R A N D U M	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE
 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH
 

DATE:	 6/24/2015 

TO:	 Division of Bone, Reproductive and Urologic Products 
Office of Drug Evaluation III 

FROM:	 Division of New Drug Bioequivalence Evaluation (DNDBE) 
Office of Study Integrity and Surveillance (OSIS) 

SUBJECT:	 Recommendation to accept data without an on-site inspection 

RE:	 NDA 201110 

The Division of New Drug Bioequivalence Evaluation (DNDBE) within the Office of Study 
Integrity and Surveillance (OSIS) recommends accepting data without an on-site inspection. The 
rationale for this decision is noted below. 

Rationale 
OSIS recently inspected the site listed below.  The inspectional outcome from the inspection was 
classified as No Action Indicated (NAI). 

Inspection Site 

Facility Type Facility Name Facility Address 

Analytical 

(b) (4)
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Memo to the file 

Date: 2-14-2011 

NDA #: 201-110 

Date of submission: 4-30-10 

Sponsor: Teva Women’s Health, Inc. 

Drug Product: (b) (4)  (Progesterone) Vaginal Ring 11 mg/day  

Indication: To support embryo implantation and early pregnancy by supplementation 

Subject:  Labeling Review 

Reviewer: Krishan L. Raheja, D.V.M., Ph.D. 

Through P/T Expert Reviewer: Alex Jordan, Ph.D. 

Regulatory action: The labeling is in accordance with PLR and presented in SLR format 
and is acceptable to P/T. 
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Department of Health and Human Services
 
Food and Drug Administration 


Center for Drug Evaluation and Research
 
Office of Surveillance and Epidemiology
 

REVIEW DEFERRAL MEMO 

Date: 	 February 24, 2011 

To:	 Scott Monroe, MD, Director 
Division of Reproductive and Urologic Products 

Through:	 LaShawn Griffiths, RN, MSHS-PH, BSN  
Acting Team Leader, Patient Labeling Reviewer 
Division of Risk Management 

Melissa Hulett, MSBA, BSN, RN 
Acting Team Leader, Patient Labeling Reviewer 
Division of Risk Management 

From: 	 Twanda Scales, MSN, RN 
Patient Labeling Reviewer 
Division of Risk Management 

Subject: DRISK Review Deferred: Patient Package Information (PPI) 

Drug Name(s): (b) (4) (progesterone) 

Application Type/Number: NDA 201110 

Submission Number: 01 

Applicant/Sponsor: Teva 

OSE RCM #: 2010-1109 

This memorandum documents the deferral of our review of  
(progesterone). On May 7, 2010, the Division of Reproductive and Urologic 

(b) (4)

Products requested that OSE review the Patient Package Insert (PPI). 
Due to outstanding Chemistry deficiencies, the Division of DRUP plans to issue a 
Complete Response (CR) letter.  Therefore, DRISK defers comment on the 
sponsor’s Patient Labeling at this time. A final review will be performed after the 
sponsor submits complete response to the Complete Response letter.  Please 
send us a new consult request at such time. 
Please notify us if you have any questions. 

Reference ID: 2909696 1
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Department of Health and Human Services 

Public Health Service 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Office of Surveillance and Epidemiology 

Date: 	 February 10, 2011 

Scott Monroe, MD, Director To: Division of Reproductive and Urologic Drug Products 

Through: Irene Z. Chan, PharmD, BCPS, Acting Team Leader 
Carol Holquist, RPh, Director 
Division of Medication Error Prevention and Analysis 
(DMEPA) 

From: L. Sheneé Toombs, Pharm.D., Safety Evaluator 
Division of Medication Error Prevention and Analysis 

Subject: Label and Labeling Review 

Drug Name: Milprosa (Progesterone) Vaginal 
11 mg/day 

Application Type/Number: NDA 201110 

Applicant: Teva 

OSE RCM #: 2010-2145 

(b) (4)
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1 INTRODUCTION 
This review evaluates the proposed labels and labeling for Milprosa from a medication error perspective.  

2 METHODS AND MATERIALS  
The Division of Medication Error Prevention and Analysis uses Failure Mode and Effects Analysis 
(FMEA)1, principals of human factors, and lessons learned from postmarketing experience in our 
evaluation of labels and labeling of drug products.  This review evaluates the labels and labeling 
submitted on April 30, 2010 and December 17, 2010 (see Appendices A through B) and the insert 
labeling submitted December 17, 2010 (no image). 

3 RECOMMENDATIONS 
Our evaluation of the labels and labeling identified deficiencies with the insert labeling, outlined in 
Section 3.1 Comments to the Division, and the pouch labels and carton labeling outlined in Section 3.2 
Comments to the Applicant. 

Please copy the Division of Medication Error Prevention and Analysis on any communication to the 
Applicant with regard to this review. If you have questions or need clarifications, please contact OSE 
Project Manager, Maria Wasilik, at 301-796-0567. 

3.1 COMMENTS TO THE DIVISION 

A. HIGHLIGHTS OF PRESCRIBING INFORMATION- Dosage Forms and Strengths 

The Dosage Forms and Strength statement does not clearly convey the content of each vaginal 
(b) (4)

(b) (4)
ring. Consider revising the statement to read, “Vaginal 11 mg per day 
progesterone over a 7 day ”. Dosage Forms and Strengths 

(b) 
(4)

B. FULL PRESCRIBING INFORMATION- Dosage and Administration 

Consider modifying the statement,  to read, “
 continuously for 7 days. replace 

for up to 10 weeks .” For consistency, update the Dosage and 
Administration section of the Highlights of Prescribing Information to reflect this modification. 

(b) (4) (b) (4)

(b) (4) (b) 
(4)

(b) (4) (b) (4)

C. FULL PRESCRIBING INFORMATION- Dosage Forms and Strengths 

See comment A above.  Consider revising the statement to read, “…
 an average of 11 mg per day of progesterone).  In addition, move the statement, “  a 

cross-sectional diameter of mm and an outer diameter of 55 mm” to the Description section. 

D. FULL PRESCRIBING INFORMATION-

The following may not be evidence based: “ 
”; therefore, we recommend deleting this statement. 

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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E. FULL PRESCRIBING INFORMATION- How Supplied/Storage and Handling 

The packing configuration containing one vaginal pack 
configuration. 

(b) (4)

(b) (4)

F.	 FULL PRESCRIBING INFORMATION- Patient Counseling Information 

Consider adding an additional section, such as “Replacement of Ring,” informing patients to 
replace the vaginal ring every 7 days. 

G.	 FDA-APPROVED PATIENT LABELING- (Section 17.4) 

1. Under the heading 
(b) (4)

How should I use Milprosa?, 
(b) (4)

modify the statement to read, “…(b) (4)  placed in 
your vagina 7 days ” to ensure clear patient 
interpretation. 

2. Under the heading (b) (4)

3.2 COMMENTS TO THE APPLICANT 

A. General Comments  
1.	 We note the proprietary name is presented in all-upper case letters. Words set in upper 

and lower case form recognizable shapes, making them easier to read than the 
rectangular shape that is formed by words set in all-upper case.  Therefore, we request 
you revise the proprietary name to appear in title case (i.e. Milprosa).  

2.	 Modify the strength presentation to read, “delivers 11 mg per day”. 

3. We note the use of a  above the length of the proprietary name.  (b) (4) (b) (4)

3. Modify the statement, “Each ” located on the back 
panel to read, “Each grams of progesterone as active 
ingredient and light mineral oil as excipient  11 mg per day of 
progesterone, over a 7 day period of use.” In addition, to prevent the presentation 
of duplicate information, delete the statements, 

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

4.	 Decrease the prominence of the company logo (i.e. ) located at the bottom of the 
principal display panel. 

5.	 Modify the dosage statement to read, “
 
” 


Reference ID: 2904057 

Reference ID: 4601440 

B. Carton Labeling -Trade 
1. 	 Increase the prominence of the proprietary name, established name (i.e. including 

dosage form) and strength presentation displayed on the principal display panel. Ensure 
that the established name is at least ½ the size of the proprietary name and the 
established name shall have a prominence commensurate with the prominence with 
which such proprietary name appears, taking into account all pertinent factors, 
including typography, layout, contrast, and other printing features per 21 CFR 
201.10(g)(2). 

2. Increase the prominence of the statement, “For Vaginal Use Only” 

(b) (4)

(b) (4)
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6. Add the statement, “Replace (b) (4)  every 7 days” to the principal display panel. 

C. Carton Labeling -Sample 
1.	 This packaging configuration is labeled as a physician sample, therefore it should not 

be associated with an NDC number.  Delete the NDC number located on the principal 
display panel and side panels.

 2. This packaging configuration is labeled as a physician sample to be dispensed from a 
physician’s office. Delete the statement, “ (b) (4)

3. 	See Comments B1-B6 above. 

D. Pouch Label (Front) -Trade 
1. 

(b) (4)

(b) (4)

Revise the statements under Contents to read, “Each 

(b) (4)

contains  grams of       
progesterone as active ingredient and light mineral oil as excipient  

(b) (4) (b) 
(4)

 11 mg per day of progesterone,  over a 7 day period of use.” 

2. 	 See Comment B.4. above 

E. Pouch Label (Front)-Sample 
See Comment B.4., C.1., and D.1. above 

8 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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M E M O R A N D U M	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

CLINICAL INSPECTION SUMMARY 

DATE:  January 13, 2011 

TO:   Celia Peacock, Regulatory Project Manager 
 Christos Mastroyannis, M.D., Medical Officer 

Division of Reproductive and Urologic Products 

FROM: Roy Blay, Ph.D. 
Good Clinical Practice Branch II 
Division of Scientific Investigations 

THROUGH: Tejashri Purohit-Sheth, M.D. 
   Branch Chief 

Good Clinical Practice Branch II 
Division of Scientific Investigations  

SUBJECT: Evaluation of Clinical Inspections. 

NDA:  201110 

APPLICANT: Teva Women’s Health, Inc. 

DRUG: (b) (4)

NME: No 

THERAPEUTIC 
CLASSIFICATION: Standard Review 

INDICATION:   To support embryo implantation and early pregnancy (up to 10  
weeks post-embryo transfer) by supplementation 

CONSULTATION  
REQUEST DATE: June 12, 2010 

DIVISION ACTION 
GOAL DATE:   February 28, 2011 

PDUFA DATE: February 28, 2011 
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Page 2- NDA 201110, (b) (4) , Inspection Summary 

I. BACKGROUND: 


10 weeks post-embryo transfer). (b) (4)

(b) (4)
The applicant submitted this application for the supplementary use of a progesterone-
containing vaginal  to support embryo implantation and early pregnancy (up to 

® or DR-2011 is a progesterone-containing vaginal 
ring designed to continuously release progesterone in amounts sufficient to support luteal 
function and sustain pregnancy. One pivotal study, Protocol DR-PGN-302, was submitted in 
support of the indication. 

The conduct of Protocol DR-PGN-302 entitled “A Phase 3, Single-Blind, Randomized Study 
to Compare DR-2011 to a Progesterone Vaginal Gel for Luteal Phase Supplementation for In 
Vitro Fertilization” was inspected. The study was designed as a single-blind, randomized 
study that compared DR-2011 to Crinone® vaginal gel for luteal phase support in women 
undergoing in vitro fertilization (IVF).   

The co-primary objectives of this study were the clinical pregnancy rate (i.e., visualization of 
a gestational sac with fetal heart motion present on ultrasound) at eight weeks of pregnancy 
(six weeks after egg retrieval) and 12 weeks of pregnancy (ten weeks after egg retrieval) 
using DR-2011 or Crinone® to provide progesterone supplementation. 

Three domestic clinical investigator sites were selected for inspection. These sites were 
selected for inspection because they had the largest numbers of subjects and their pregnancy 
rates appeared higher than the national average. 

II. RESULTS (by Site): 

Name of CI,  Location Protocol #/ 
# of Subjects/ 

Inspection Dates Final Classification 

Site #7 
Dr. Russell Foulk 
645 Sierra Rose Dr., Suite 205 
Reno, NV 89511 

DR-PGN-302/ 
109/ 

22 Oct - 1 Nov 2010 VAI 

Site #19 
Dr. Vicki Schnell,  
Center for Reproductive Medicine 
1015 Medical Center Blvd, Suite 2100 
Webster, TX 77958 

DR-PGN-302/ 
175/ 

1-16 Sep 2010 NAI 

Site #21 
Dr. Nicholas Shamma,  
IVF Michigan 
3950 South Rochester Rd., Suite 2300 
Rochester Hills, MI 48307 

DR-PGN-302/ 
82/ 

28 Sep - 14 Oct  2010 VAI 

Key to Classifications 
NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   
Pending = Preliminary classification based on information in 483 or preliminary communication with the field; 

EIR has not been received from the field and complete review of EIR is pending. 
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1. Site #7 

 Dr. Russell Foulk 


645 Sierra Rose Dr., Suite 205 

Reno, NV 89511 


a. 	 What was inspected: At this site, 109 subjects were screened and entered the study, 
with 45 completing the study. The records of 65 subjects were audited. The records 
audited included, but were not necessarily limited to, source documents and case 
report forms, efficacy and safety endpoints, IRB correspondence, adverse event 
reporting, laboratory certifications, and concomitant medications. 

b.	 General observations/commentary: A Form FDA 483 was issued at the conclusion 
of the inspection. Observations included the omission of some dates and signatures 
from various data logs and revisions to records without accompanying signatures and 
dates. In the Progesterone Dispensing Log, four subjects’ records were missing the 
initials of the individual dispensing the drug and for two of these subjects, the “Date 
Dispensed” was also missing for one visit each.  The Concomitant Medications 
Running Logs were missing signatures and dates for 10 subjects.  The Ovarian 
Suppression Log and Ovarian Stimulation Log were missing signatures and dates for 
two subjects each.  Visit Logs were not signed on every page for various visits for 
three subjects. 

c.	 Assessment of data integrity: The omission of signatures and dates as noted above 
does not appear to have affected data reliability as the majority of signatures were to 
indicate the identity of the individual dispensing drug or recording concomitant 
medication usage.  Other dates and signatures were missing on an intermittent basis. 
There appears to be no indication that data reliability was adversely affected by the 
omission of the signatures and dates. The study appears to have been conducted 
adequately, and the data appear acceptable in support of the respective indication. 

2. Site #19 

Dr. Vicki Schnell,  

Center for Reproductive Medicine 

1015 Medical Center Blvd, Suite 2100 

Webster, TX 77958 


a.	 What was inspected: At this site, 175 subjects were enrolled in the study.  The 
records of 34 subjects were reviewed which included, but were not limited to, a 
comparison of source documents with case report forms, informed consent forms, 
inclusion/exclusion criteria, IRB and monitor correspondence, laboratory data, drug 
accountability records, and adverse event reporting 

b. General observations/commentary: In general, the study appeared to be conducted 
adequately. A Form FDA 483 was not issued at the conclusion of the inspection.  
Review of the records noted above revealed no significant discrepancies or regulatory 
violations. 
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c.	 Assessment of data integrity: Data appear acceptable in support of the respective 
application. 

3. Site #21 
Dr. Nicholas Shamma,  

 IVF Michigan 
3950 South Rochester Rd. Suite 2300 
Rochester Hills, MI 48307 

a.	 What was inspected: At this site, 127 subjects were screened and 82 were enrolled in 
the study. The records of 32 of the 82 enrolled subjects and the records of eight of 
the subjects who were screen failures were audited.  The audit covered, but was not 
limited to, study records, source documents, consent forms, medical records, 
monitoring reports, correspondence files, adverse event reports, protocol deviation 
reports, and IRB communications. 

Toxic Shock Syndrome (TSS) as a result of using the investigational product. 
(b) (6)Observations included three subjects (#s ) who used the 

investigational product DR-2011 but were not consented at their next visit following 
the availability of the revised consent form.  All three subjects did sign the revised 
consent form approximately four to seven weeks after it was available. One subject 

) received concomitant medications that were not reported (ampicillin and 
prenatal vitamins).  Also, there was inadequate documentation to reconcile the 
amount of the comparator article (Crinone®) received with the amount dispensed and 
returned; i.e., according to the drug logs, three more kits were dispensed or returned 
than actually received. This appears to be an error in documentation. This is unlikely 
to impact data reliability as subjects appear to have been dispensed randomized 
investigational drug products appropriately. 

c.	 Assessment of data integrity: Subjects did sign the revised informed consent form; 
however, not all subjects signed the revised consent form at the soonest available 
date. The apparent dispensation and or return of three kits of the comparator drug in 
excess of that actually received appears to be a matter of drug reconciliation rather 
than subjects not receiving the test article per protocol requirements.  As such, the 
deficiencies noted above are unlikely to affect data integrity in a substantive manner.  
The study appears to have been conducted adequately, and the data appear acceptable 
in support of the respective indication. 

b. General observations/commentary: A Form FDA 483 was issued at the conclusion 
of the inspection. Observations noted that nine subjects (#s 

) did not promptly sign the most recent version of the consent 
form.  The revision to the consent form was of significance in that it noted the risk of 

(b) (6)

(# (b) (6)
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III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 

The clinical investigator sites of Drs.  Foulk, Schnell, and Shamma were inspected in 
support of this NDA. Although regulatory violations were noted at the sites of Drs. 
Foulk and Shamma, the findings overall are unlikely to impact data integrity.  The study 
appears to have been conducted adequately, and the data generated by these clinical sites 
appear acceptable in support of the respective indication. 

{See appended electronic signature page} 

Roy Blay, Ph.D. 
Good Clinical Practice Branch II 
Division of Scientific Investigations 

CONCURRENCE: 

{See appended electronic signature page} 

Tejashri Purohit-Sheth, M.D. 
Branch Chief 
Good Clinical Practice Branch II 
Division of Scientific Investigations 
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	We note that, consistent with CMC recommendations, the dosage form has been revised from 
	“ 
	” to “vaginal system” throughout the container labels and carton labeling. 
	However, the Applicant proposes the following to help mitigate confusion for lay users: 
	Figure
	We share the Applicant’s concern that lay users may not understand the term “vaginal system” in the context of the patient instructions. Other marketed products using the term “system” include “acne system” and “transdermal system”, the latter of which may only be recognizable to lay users as “patches”, not “system”.  Lay users may generally recognize “acne systems” (which typically contain separate components like face wash, toner, moisturizer, etc.) and therefore may associate the term “system” with havin
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	We considered the labeling of the only currently marketed “vaginal system”, Annovera (NDA 
	209627) and note that the Annovera instructions for use refer to the vaginal system by the 
	Figure

	proprietary name. Thus, this may be one approach to consider to help mitigate the potential risk of lay users confusing the term “vaginal system” in the Milprosa patient instructions. 

	3 CONCLUSION 
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	The revised container labels and carton labeling for Milprosa are acceptable from a medication error perspective.  However, we provide one recommendation in Section 4 below for the Applicant’s consideration. 
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	consider whether replacing vaginal system with the proprietary name, 
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	Milprosa, within the lay instructions for use (e.g., After washing your hands, remove Milprosa from its pouch) and recommended dosage may help mitigate the potential risk for confusion or errors. 
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	The Applicant submitted revised container (pouch) labels and carton labeling received on March 17, 2020 for Milprosa (progesterone) vaginal ring.  The Division of Urology, Obstetrics, and Gynecology (DUOG) requested that we review the revised pouch labels and carton labeling for Milprosa (progesterone) vaginal ring (Appendix A) to determine if they are acceptable from a medication error perspective.  The revisions are in response to recommendations that we made during a previous label and labeling review.
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	2 CONCLUSION 
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	NDA # 
	NDA # 
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	Applicant 
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	Drug 
	Drug 
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	NME (Yes/No) 
	NME (Yes/No) 
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	Review Priority 
	Review Priority 
	Standard 

	Proposed Indication(s) 
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	Support embryo implantation and early pregnancy (up to 10 weeks post-embryo transfer) by supplementation of corpus luteal function as part of an Assisted Reproductive Technology (ART) treatment program for infertile women 
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	I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	I. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	Clinical data from Study 000293 were submitted to the Agency in support of this New Drug Application (NDA) for MILPROSA (progesterone) for the proposed indication. Three clinical investigators (CIs): Drs. Park (Site USA09), Schnell (Site USA10) and Slater (Site USA12) were selected for clinical inspections. 
	The inspections verified the sponsor Ferring Pharmaceutical Inc. submitted clinical data with source records at the CI sites. Based on the results of these CI inspections, Study 000293 appears to have been conducted adequately, and the data generated by these sites and submitted by the sponsor appear acceptable in support of the respective indication. 

	II. BACKGROUND 
	II. BACKGROUND 
	Ferring Pharmaceutical Inc. submitted NDA 201110 to support the use of MILPROSA (progesterone) to support embryo implantation and early pregnancy (up to 10 weeks post-embryo transfer) by supplementation of corpus luteal function as part of an Assisted Reproductive Technology (ART) treatment program for infertile women. To support the application, the sponsor submitted clinical data from Study 000293, titled “A Prospective, Multi-Center, Non-Comparative 
	Page 2 Clinical Inspection Summary 
	NDA 201110, MILPROSA. 
	Trial of the Clinical Safety of the Progesterone Vaginal Ring in Women Undergoing Assisted .Reproductive Technology (ART) Procedures”.. 
	MILPROSA is a flexible, non-degradable progesterone vaginal ring (PVR) that releases an average .of 11 mg progesterone per day consistently over 7 days. MILPROSA was studied for its safety and .efficacy in the support of embryo transplantation and early pregnancy.. 
	The primary objective of the study was to estimate the cumulative rate of any spontaneous abortion, including spontaneous clinically recognized pregnancy loss and blighted ovum during the trial (up to week 12 following oocyte retrieval) in subjects treated with PVR following fresh embryo transfer. 
	This study was an open-label, single-arm, safety trial of PVR for luteal phase support in women undergoing in vitro fertilization (IVF) with fresh oocytes. Eligible subjects underwent ovarian downregulation/suppression followed by ovarian stimulation. Subsequent stimulatory dosing was determined by individual subject response. Ovulation was induced with human chorionic gonadotropin (hCG) with oocyte retrieval occurring 35-37 hours later. On the day after oocyte retrieval, the PVR was inserted followed by e
	The primary efficacy endpoint was the cumulative rate of any spontaneous abortion occurring on or before 12 weeks following oocyte retrieval in all subjects treated with PVR and undergoing fresh embryo transfer. Spontaneous abortion is defined as two positive hCG tests occurring at least two days apart on or after 2 weeks post-oocyte retrieval, but followed by observation of any empty intrauterine gestational sac (blighted ovum), intrauterine gestation without a fetal heartbeat, or absence of viable fetuses
	Study 000293 screened a total of 352 subjects and randomized 274 subjects in 14 study centers in .the US. The first subject’s first visit was on 07/26/2018 and the last subject’s last visit was on .07/29/2019.. 
	Three CIs: Dr. John Park (Site USA09), Dr. Vicki Schnell (Site USA10) and Dr. Cristin Slater (Site USA12) were requested for clinical inspection in support of the application. Drs. Park and Slater were selected because of their relatively high subject enrollments and lack of previous inspection. Dr. Schnell was selected because the site enrolled the largest number of subjects and had the second highest spontaneous abortion rate. 
	III. RESULTS 
	1. Dr. John Park, Site USA09 
	1. Dr. John Park, Site USA09 
	2601 Lake Drive, Suite 301 
	Raleigh, NC 27607 
	Page 3 Clinical Inspection Summary 
	NDA 201110, MILPROSA. 
	This CI was inspected on January 15-21, 2020 as a data audit for Study 000293. This was the initial inspection for Dr. Park. The study site screened a total of 26 subjects and enrolled 22 subjects. Nineteen (19) subjects completed the study and 3 subjects had abortions (2 subjects had biochemical abortions and 1 subject had spontaneous abortion). Of the 19 completed subjects, 14 were pregnant at their final study visit and 5 subjects did not conceive. The first subject was enrolled on 08/14/2018 and the las
	Source records reviewed during the inspection included the study protocol, informed consent forms (ICFs), documentation of eligibility criteria, medical records, adverse events (AEs) and serious adverse events (SAEs), the investigational product (IP) accountability records, visit data, laboratory results, electronic case report forms (eCRF), and related regulatory documents [e.g., institutional review board (IRB) approvals and communications, staff training, financial disclosures and delegation of authority
	The inspection found adequate source documentation for all study subjects, with no significant deficiencies reported. The submitted data were verifiable with source records at the study site. The primary efficacy data source was verified. There was no evidence of underreporting of AEs or SAEs. Two misfiled items were identified during the inspection that the source vitals worksheet labeled for  at visit 5; while the information sheet labeled . 
	Subject #for Subject #
	 was filed in the binder for Subject # was filed in the binder for Subject # 

	In general, this clinical site appeared to be in compliance with Good Clinical Practices (GCP). Data submitted by this clinical site appear acceptable in support of this specific indication. At the end of the inspection, no Form 483 (Inspectional Observations) was issued. 

	2. Dr. Vicki Schnell, Site USA10 
	2. Dr. Vicki Schnell, Site USA10 
	1015 Medical Center Blvd., Suite 2100 
	Webster, TX 77598 
	This CI was inspected on January 21-24, 2020 as a data audit for Study 000293. Dr. Schnell was inspected previously in 2006 and 2010; both inspections were NAI. For the current inspected study, the study site screened a total of 40 subjects and enrolled 31 subjects with all of the 31 subjects completed the study. The first subject was enrolled on 07/26/2018. Fifteen (15; 50%) of the 31 enrolled subjects’ records for protocol-required procedures were reviewed. 
	Source records reviewed during the inspection included the study protocol and amendments, ICFs, documentation of eligibility criteria, AEs and SAEs reporting, lab results, the IP accountability records, visit data, laboratory results, eCRF, monitoring log, and related regulatory documents (e.g., IRB approvals and communications, staff training, financial disclosures and delegation of authority). 
	The inspection found adequate source documentation for all inspected study subjects, with no significant deficiencies reported. The submitted data were verifiable with source records at the study site. The primary efficacy data source was verified. There was no evidence of underreporting of AEs or SAE. 
	Page 4 Clinical Inspection Summary 
	NDA 201110, MILPROSA. 
	The inspection identified two protocol deviations which have already been reported  in the  had a Menopur dose decrease of 225 IU from 450 IU that  received one dose of prohibited medication (aspirin) for non-cardiac chest pain. There were also a couple of subjects with out of window visits. These protocol deviations were discussed with the CI at the end of the inspection. 
	study report: 1) Subject #
	exceeded the 150 IU as recommended per protocol on Visit 2; and 2) Subject #

	This clinical site appeared to be in compliance with GCP except the protocol deviations noted above. Data submitted by this clinical site appear acceptable in support of this specific indication. At the end of the inspection, no Form 483 was issued. 

	3. Dr. Cristin Slater, Site USA12 
	3. Dr. Cristin Slater, Site USA12 
	1000 E Park Blvd., Suite 110 
	Boise, ID 83712 
	This CI was inspected on February 3-6, 2020 as a data audit for Study 000293. This was the initial inspection for Dr. Slater. The study site screened a total of 28 subjects and all 28 subjects were enrolled. Nineteen (19) subjects completed the study. The first subject was enrolled on 08/09/2018 and the last subject’s last visit was on 06/11/2019. All of the 19 subjects’ records were reviewed. 
	Source records reviewed during the inspection included the study protocol and amendments, ICFs, documentation of eligibility criteria, AE reporting, the IP accountability records, visit data, laboratory results, efficacy endpoint data, eCRF, and related regulatory documents (e.g., IRB approvals and communications, staff training, financial disclosures and delegation of authority). 
	The inspection found adequate source documentation for all study subjects, with no significant deficiencies reported. The submitted data were verifiable with source records at the study site. The primary efficacy data source was verified. There was no evidence of underreporting of AEs. 
	There were a couple of minor issues identified during inspection.  Subject # ’s Visit 6 information ’s eligibility check list was not dated. The CI was working on making changes to prevent issues in the future. 
	Figure
	was not signed by the person who recorded the information; and a comment on Subject # 

	In general, this clinical site appeared to be in compliance with GCP. Data submitted by this clinical site appear acceptable in support of the specific indication. At the end of the inspection, no Form 483 was issued. 
	{See appended electronic signature page}. 
	Ling Yang, M.D., Ph.D.. Good Clinical Practice Assessment Branch. 
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	CONCURRENCE: 
	CONCURRENCE: 

	TR
	{See appended electronic signature page} 

	TR
	Min Lu, M.D., M.P.H. Team Leader Good Clinical Practice Assessment Branch Division of Clinical Compliance Evaluation Office of Scientific Investigations 

	CONCURRENCE: 
	CONCURRENCE: 
	{See appended electronic signature page} 

	TR
	Kassa Ayalew, M.D., M.P.H Branch Chief Good Clinical Practice Assessment Branch Division of Clinical Compliance Evaluation Office of Scientific Investigations 


	CC: Central Doc. Rm.\NDA 201110 DBRUP\Division Director\Hylton Joffe DBRUP\CDTL\Shelley Slaughter DBRUP\Reviewer\Regina Zopf DBRUP\Project Manager\Nikia Morris OSI\DCCE\Division Director\Ni Khin OSI\DCCE\GCPAB\Branch Chief\Kassa Ayalew OSI\DCCE\GCPAB\Team Leader\Min Lu OSI\DCCE\GCPAB\Reviewers\Ling Yang\Roy Blay OSI\DCCE\Program Analysts\Yolanda Patague 
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	LABEL AND LABELING REVIEW 
	Division of Medication Error Prevention and Analysis (DMEPA). Office of Medication Error Prevention and Risk Management (OMEPRM). Office of Surveillance and Epidemiology (OSE). Center for Drug Evaluation and Research (CDER). 
	*** This document contains proprietary information that cannot be released to the public*** 
	Date of This Review: 
	Date of This Review: 
	Date of This Review: 
	March 3, 2020 

	Requesting Office or Division: 
	Requesting Office or Division: 
	Division of Bone, Reproductive and Urologic Products 

	TR
	(DBRUP) 

	Application Type and Number: 
	Application Type and Number: 
	NDA 201110 

	Product Name and Strength: 
	Product Name and Strength: 
	Milprosa (progesterone) vaginal ring, 11 mg/day 

	Product Type: 
	Product Type: 
	Combination Product (Drug-Device) 

	Rx or OTC: 
	Rx or OTC: 
	Prescription (Rx) 

	Applicant/Sponsor Name: 
	Applicant/Sponsor Name: 
	Ferring Pharmaceuticals Inc. 

	FDA Received Date: 
	FDA Received Date: 
	10/29/2019 

	OSE RCM #: 
	OSE RCM #: 
	2019-2295 

	DMEPA Safety Evaluator: 
	DMEPA Safety Evaluator: 
	Justine Kalonia, PharmD 

	DMEPA Team Leader: 
	DMEPA Team Leader: 
	Briana Rider, PharmD, CPPS 


	1 REASON FOR REVIEW 
	1 REASON FOR REVIEW 
	As part of the approval process for Milprosa (progesterone) vaginal ring, the Division of Bone, Reproductive and Urologic Products (DBRUP) requested that we review the proposed Milprosa Prescribing Information (PI), Patient Package Insert (PPI), Instructions for Use (IFU), and trade and sample pouch labels and carton labeling for areas of vulnerability that may lead to medication errors. 

	2 REGULATORY HISTORY 
	2 REGULATORY HISTORY 
	Teva submitted NDA 201110 on April 30, 2010.  The application received a Complete Response on February 28, 2011.  Teva notified the Agency that they transferred ownership of NDA 201110 to Ferring on August 6, 2015.  Ferring submitted NDA 201110 on February 25, 2016.  However, the application received a Complete Response on November 23, 2016.  Thus, Ferring resubmitted NDA 201110 on October 29, 2019. 
	3 MATERIALS REVIEWED 
	Table 1. Materials Considered for this Label and Labeling Review 
	Table 1. Materials Considered for this Label and Labeling Review 
	Table 1. Materials Considered for this Label and Labeling Review 

	Material Reviewed 
	Material Reviewed 
	Appendix Section (for Methods and Results) 

	Product Information/Prescribing Information 
	Product Information/Prescribing Information 
	A 

	Previous DMEPA Reviews 
	Previous DMEPA Reviews 
	B 

	ISMP Newsletters* 
	ISMP Newsletters* 
	C – N/A 

	FDA Adverse Event Reporting System (FAERS)* 
	FDA Adverse Event Reporting System (FAERS)* 
	D – N/A 

	Other 
	Other 
	E – N/A 

	Labels and Labeling 
	Labels and Labeling 
	F 


	N/A=not applicable for this review 
	*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
	medication errors through our routine post market safety surveillance 



	4 FINDINGS AND RECOMMENDATIONS 
	4 FINDINGS AND RECOMMENDATIONS 
	Tables 2 and 3 below include the identified medication error issues with the submitted PI, PPI, IFU, trade and sample pouch labels and carton labeling, our rationale for concern, and the proposed recommendation to minimize the risk for medication error.  
	Table 2. Identified Issues and Recommendations for Division of Bone, Reproductive and Urologic Products (DBRUP) 
	IDENTIFIED ISSUE 
	IDENTIFIED ISSUE 
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 

	RECOMMENDATION General Issues 
	Figure
	Figure
	Figure
	1. Section 5.4 (Use of Other This important warning is not present in Vaginal Products) of the 
	Section 2 (Dosage and Administration) Prescribing Information 
	of the PI and is incomplete in the Patient (PI) states “MILPROSA 
	Figure

	Information labeling and Section 17 (Patient Counseling Information) of the 
	with other vaginal 
	PI. The labeling can be optimized to products (such as 
	reduce the risk of use with other vaginal antifungal products, 
	products, which may alter the .vaginal lubricants,. 
	progesterone release and absorption from the vaginal ring. 
	diaphragms)  has not 
	diaphragms)  has not 

	been studied may 
	alter the progesterone 
	release and absorption 
	from 
	[see. Drug Interactions (7)]. .
	Figure

	We recommend adding the following warning to Section 2 (Dosage and Administration), Section 
	17.3 (Patient Counseling Information/Coadministr ation of Other Vaginal Products) of the PI and to the Patient Information labeling: 
	MILPROSA 
	with other vaginal products (such as antifungal products, vaginal lubricants, 
	” 
	been studied may However, this 
	diaphragms) has not 

	alter the progesterone warning/precaution may 
	release and absorption be overlooked in Section from 
	Figure
	5.4. 
	[see Drug Interactions 
	(7)]. 
	2. We note the following phrase is vague in Section 2 and in the Patient 
	weekly,replace Information: “ 

	 for up to 10 
	weeks .”  
	The statement does not 
	specify when to remove 
	and reinsert the ring and 
	does not specify how long 
	the ring needs to be 
	retained vaginally. 
	We are concerned the lack of specificity could lead to the ring being retained for a different period of time than desired (not 7 days) because: 
	a.. 
	a.. 
	a.. 
	“weekly” is vague (could be misinterpreted as: within the next week) 

	b.. “replace but does not specifically say “new ring” (could be misinterpreted as: take out current ring and re-insert current ring) 
	b.. “replace but does not specifically say “new ring” (could be misinterpreted as: take out current ring and re-insert current ring) 
	” implies a new ring, 


	c.. 
	c.. 
	does not say how long to retain ring (could be misinterpreted as: insert that day, remove that day, and wait a week to insert again) 


	We recommend revising this statement from: 
	“weekly,replace 
	“weekly,replace 

	 for up to 10 weeks ” to read: 
	“The vaginal ring is to remain in place continuously for 7 days, after which it is removed and a new ring is inserted.  Continue this process for up to 10 weeks total duration.” 
	Table 2. Identified Issues and Recommendations for Division of Bone, Reproductive and Urologic Products (DBRUP) 
	Table 2. Identified Issues and Recommendations for Division of Bone, Reproductive and Urologic Products (DBRUP) 
	Table 2. Identified Issues and Recommendations for Division of Bone, Reproductive and Urologic Products (DBRUP) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	Prescribing Information – Section 1 Indications and Usage 
	Prescribing Information – Section 1 Indications and Usage 

	1. 
	1. 
	g Section 2 (Dosage and Administration) states “Efficacy in women 35 years of age and older has not been clearly established.” However, this limitation of use is not described in Section 1 (Indications and Usage) of the PI. 
	The labeling can be optimized to reduce the risk of use in women 35 years of age and older. 
	We defer to the Review Team to determine whether this limitation of use should be moved to Section 1 (Indications and Usage) of the PI. 

	Prescribing Information– Section 16 How Supplied/Storage and Handling 
	Prescribing Information– Section 16 How Supplied/Storage and Handling 

	1. 
	1. 
	Section 16 does not list the strength of Milprosa. 
	Per 21 CFR 201.57(c)(17), Section 16 must contain the strength or potency of the dosage form in metric system. 
	We recommend adding the strength “11 mg/day” to Section 16. For example, may reflect the language used in Section 3: “ releases an average of 11 mg/day of progesterone over a 7day period of use.” 

	Instructions for Use (IFU) 
	Instructions for Use (IFU) 

	1. 
	1. 
	The IFU do not contain information about when to replace the vaginal ring. 
	The IFU is missing a description on when it is necessary to remove and replace the vaginal ring. 
	We recommend adding this information to the IFU.  For example: “replace in 7 days” and “If the vaginal ring is expelled, it should be rinsed with cool to lukewarm (not hot) water and reinserted as soon as possible, except if fecally-contaminated. If fecally-contaminated, the vaginal ring should be replaced.” 


	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	Container (pouch) Labels and Carton Labeling (for both TRADE AND SAMPLE) 
	Container (pouch) Labels and Carton Labeling (for both TRADE AND SAMPLE) 

	1. 
	1. 
	The strength statement (11 mg/day) can be improved. 
	The presentation of the strength may not make it clear exactly how much progesterone is expected to be released per day. 
	Revise strength presentation from “11 mg/day” to read: “releases 11 mg per day” Consider relocating the revised strength statement to appear directly below the established name. 

	2. 
	2. 
	Pouch labels and carton labeling do not contain a placeholder for the lot number and expiration date. 
	The lot number and expiration date are required per 21 CFR 201.10(i)(1) and 21 CFR 211.137, respectively. 
	Ensure that the lot number and expiration date are present on the pouch labels and carton labeling in accordance with 21 CFR 201.10(i)(1) and 21 CFR 211.137. 

	3. 
	3. 
	The format for expiration date is not defined on the pouch labels and carton labeling. 
	We are unable to assess the expiration date format from a medication safety perspective (e.g., risk for degraded drug medication errors). 
	Identify the expiration date format you intend to use. FDA recommends that the human-readable expiration date on the drug package label include a year, month, and non-zero day.  FDA recommends that the expiration date appear in YYYY-MM-DD format if only numerical characters are used or in YYYY-MMM-DD if alphabetical characters are used to represent the month.  If there are space limitations on the drug package, the human-readable text may include only a year and month, to be expressed as: YYYY-MM if only nu


	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	TR
	portions of the expiration date. 

	4. 
	4. 
	The strength of 11 mg lacks a space between the number and unit of measure (i.e. 11mg) on the pouch labels and carton labeling. 
	Lack of space between numerical dose and unit of measure may contribute to errors. 
	To improve readability, place adequate space between the numerical dose and unit of measure (i.e. 11 mg instead of 11mg) on the pouch labels and carton labeling. 

	5. 
	5. 
	The “ ” statement can be improved on the pouch labels and carton labeling. 
	To ensure consistency with Physician Labeling Rule (PLR) formatted Prescribing Information labeling. 
	We recommend you revise the usual dose statement: “ : Insert 1 vaginally and replace every 7 days.  See complete Prescribing Information” to read: “Recommended Dosage: Insert 1  vaginally and replace every 7 days.  See Prescribing Information.” 

	6. 
	6. 
	The statement “Replace every 7 days” lacks prominence on the pouch labels and carton labeling. 
	We are concerned the statement “replace every 7 days” lacks prominence and may therefore be missed by the patient. Additionally, the patient may forget what day Milprosa was inserted. 
	Consider increasing the prominence of the instruction to “replace in 7 days” on the pouch labels and the carton labeling (e.g. bold font, larger font, add space between that and other information, etc.). Also, consider implementing strategies to help patients remember when Milprosa was inserted and when it should be removed and replaced (e.g., including a space on the pouch label and carton labeling for the patient to write the date inserted, including reminder stickers).  Or, address this concern by other 


	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	Container (Pouch) Label 
	Container (Pouch) Label 

	1. 
	1. 
	Images of the back of the pouch labels (trade and sample) were not submitted. 
	We are unable to assess whether information is provided on the back of the pouch. 
	Please clarify if there is information printed on the pouch backing and submit images of the pouch backing label for our evaluation. 

	Carton Labeling 
	Carton Labeling 

	1. 
	1. 
	As currently presented, there is no product identifier on the trade box carton labeling. 
	In September 2018, FDA released draft guidance on product identifiers required under the Drug Supply Chain Security Act.1 The Act requires manufacturers and repackagers, respectively, to affix or imprint a product identifier to each package and homogenous case of a product intended to be introduced in a transaction in(to) commerce beginning November 27, 2017, and November 27, 2018, respectively.  We recommend that you review the draft guidance to determine if the product identifier requirements apply to you
	We recommend that you review the draft guidance to determine if the product identifier requirements apply to your product’s labeling. The DSCSA guidance on product identifiers recommends that the human-readable portion be located near the 2D matrix barcode and recommends the following format: NDC: [insert product’s NDC] SERIAL: [insert product’s serial number] LOT: [insert product’s lot number] EXP: [insert product’s expiration date] 

	2. 
	2. 
	The Prescribing Information labeling instructs not to use other vaginal products with Milprosa. However, this warning is not conveyed on the carton labeling. 
	We are concerned that users may mistakenly use other vaginal products concurrently with Milprosa, which may alter the release and absorption of progesterone from the Milprosa vaginal ring.  
	Consider adding a warning to the carton labeling to advise patients against use of other vaginal products with Milprosa. 

	3. 
	3. 
	It is unclear whether pouches are intended for individual dispensing. 
	The carton labeling contains important safety information that may not be available to users if pouches are dispensed individually. 
	Clarify whether pouches are intended for individual dispensing or whether they should be dispensed in the sealed carton. If the later, consider revising the carton labeling to state “Dispense 


	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 
	Table 3. Identified Issues and Recommendations for Ferring Pharmaceuticals Inc. (entire table to be conveyed to Applicant) 

	TR
	IDENTIFIED ISSUE 
	RATIONALE FOR CONCERN 
	RECOMMENDATION 

	TR
	in this sealed carton” on the principal display panel, or address this concern by other means. 

	4. 
	4. 
	The net quantity statement lacks prominence. 
	May contribute to wrong quantity dispensing errors. 
	Consider improving the readability of the net quantity statement. 




	5 CONCLUSION 
	5 CONCLUSION 
	Our evaluation of the proposed Milprosa PI, PPI, IFU, and trade and sample pouch labels and carton labeling identified areas of vulnerability that may lead to medication errors.  Above, we have provided recommendations in Table 2 for the Division and Table 3 for the Applicant. We ask that the Division convey Table 3 in its entirety to Ferring Pharmaceuticals Inc. so that recommendations are implemented prior to approval of this NDA. 

	6 APPENDICES: METHODS & RESULTS FOR EACH MATERIAL REVIEWED 
	6 APPENDICES: METHODS & RESULTS FOR EACH MATERIAL REVIEWED 
	APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 
	 presents relevant product information for Milprosa that Ferring Pharmaceuticals Inc. submitted on October 29, 2019. 
	Table 4

	Table 4. Relevant Product Information for Milprosa 
	Table 4. Relevant Product Information for Milprosa 
	Table 4. Relevant Product Information for Milprosa 

	Initial Approval Date 
	Initial Approval Date 
	N/A 

	Active Ingredient 
	Active Ingredient 
	progesterone 

	Indication 
	Indication 
	support embryo implantation and early pregnancy (up to 10 weeks post-embryo transfer) by supplementation of corpus luteal function as part of an Assisted Reproductive Technology (ART) treatment program for infertile women 

	Route of Administration 
	Route of Administration 
	vaginal 

	Dosage Form 
	Dosage Form 
	ring 

	Strength 
	Strength 
	11 mg per day 

	Dose and Frequency 
	Dose and Frequency 
	one vaginal ring inserted vaginally starting the day after oocyte retrieval and replaced weekly, continuing for up to 10 weeks total duration 

	How Supplied 
	How Supplied 
	carton containing 2 pouches: each pouch contains one vaginal ring 

	Storage 
	Storage 
	Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [See USP Controlled Room Temperature]. 

	Container Closure 
	Container Closure 
	non-child resistant sealed foil pouch 


	APPENDIX B. PREVIOUS DMEPA REVIEWS 
	On December 11, 2019, we searched for previous DMEPA reviews relevant to this current review using the terms, “Milprosa”, “NDA 201110”, and “progesterone vaginal”. Our search identified two previous reviews, and we considered our previous recommendations to see if they are applicable for this current review. 
	a,b

	Table 5. Summary of Previous DMEPA Reviews for Milprosa 
	Table 5. Summary of Previous DMEPA Reviews for Milprosa 
	Table 5. Summary of Previous DMEPA Reviews for Milprosa 

	OSE RCM # 
	OSE RCM # 
	Review Date 
	Summary of Recommendations 

	2010-2145 
	2010-2145 
	February 10, 2011 
	We reviewed the proposed Prescribing Information (PI), pouch label, and carton labeling.  We provided recommendations to the Division and to the sponsor. The revisions are addressed in OSE RCM # 2016-587 

	2016-587 
	2016-587 
	August 15, 2016 
	We reviewed the proposed pouch label, carton labeling, and Prescribing Information (PI).  We provided recommendations to the sponsor to revise the pouch label and carton labeling.  We recommended to re-locate the strength to the next line and increase spacing between the letters of the established name and dosage form to improve readability. 


	 Toombs, L. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2011 FEB 10. RCM No.: 2010-2145. 
	a

	 Baugh, D. Label and Labeling Review for Milprosa (NDA 201110). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2016 AUG 15. RCM No.: 2016-587. 
	b

	APPENDIX F. LABELS AND LABELING 
	F.1 List of Labels and Labeling Reviewed 
	F.1 List of Labels and Labeling Reviewed 
	Using the principles of human factors and Failure Mode and Effects Analysis, along with postmarket medication error data, we reviewed the following Milprosa labels and labeling submitted by Ferring Pharmaceuticals Inc. received on October 29, 2019. 
	c

	 Pouch label 
	o Trade and Sample.  Carton labeling .
	o Trade and Sample.  Carton labeling .
	o Trade and Sample.  Carton labeling .

	o Trade and Sample.  Instructions for Use (image not shown).  Prescribing Information (image not shown) . Patient Information (image not shown). 
	o Trade and Sample.  Instructions for Use (image not shown).  Prescribing Information (image not shown) . Patient Information (image not shown). 


	Figure
	 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
	c
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	M E M O R A N D U M. DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	M E M O R A N D U M. DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEALTH SERVICE. FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH. 
	DATE:. 6/24/2015 
	TO:. Division of Bone, Reproductive and Urologic Products Office of Drug Evaluation III 
	FROM:. Division of New Drug Bioequivalence Evaluation (DNDBE) Office of Study Integrity and Surveillance (OSIS) 
	SUBJECT:. Recommendation to accept data without an on-site inspection 
	RE:. NDA 201110 
	The Division of New Drug Bioequivalence Evaluation (DNDBE) within the Office of Study Integrity and Surveillance (OSIS) recommends accepting data without an on-site inspection. The rationale for this decision is noted below. 
	Rationale 
	Rationale 
	OSIS recently inspected the site listed below.  The inspectional outcome from the inspection was classified as No Action Indicated (NAI). 
	Inspection Site 
	Facility Type Facility Name Facility Address Analytical 
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	Memo to the file Date: 2-14-2011 NDA #: 201-110 Date of submission: 4-30-10 Sponsor: Teva Women’s Health, Inc. Drug Product:
	 (Progesterone) Vaginal Ring 11 mg/day  Indication: To support embryo implantation and early pregnancy by supplementation Subject: Labeling Review Reviewer: Krishan L. Raheja, D.V.M., Ph.D. Through P/T Expert Reviewer: Alex Jordan, Ph.D. 
	Figure

	Regulatory action: The labeling is in accordance with PLR and presented in SLR format and is acceptable to P/T. 
	Reference ID: 2909283 
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	Date: .February 24, 2011 
	To:. Scott Monroe, MD, Director Division of Reproductive and Urologic Products 
	To:. Scott Monroe, MD, Director Division of Reproductive and Urologic Products 
	Through:. LaShawn Griffiths, RN, MSHS-PH, BSN  Acting Team Leader, Patient Labeling Reviewer 
	Division of Risk Management 
	Division of Risk Management 
	Melissa Hulett, MSBA, BSN, RN Acting Team Leader, Patient Labeling Reviewer 

	Division of Risk Management 
	Division of Risk Management 
	From: .Twanda Scales, MSN, RN Patient Labeling Reviewer 
	Division of Risk Management Subject: DRISK Review Deferred: Patient Package Information (PPI) Drug Name(s):
	 (progesterone) Application Type/Number: NDA 201110 Submission Number: 01 Applicant/Sponsor: Teva OSE RCM #: 2010-1109 
	Figure

	This memorandum documents the deferral of our review of  (progesterone). On May 7, 2010, the Division of Reproductive and Urologic Products requested that OSE review the Patient Package Insert (PPI). 
	Figure

	Due to outstanding Chemistry deficiencies, the Division of DRUP plans to issue a Complete Response (CR) letter.  Therefore, DRISK defers comment on the sponsor’s Patient Labeling at this time. A final review will be performed after the sponsor submits complete response to the Complete Response letter.  Please send us a new consult request at such time. 
	Please notify us if you have any questions. 
	Reference ID: 2909696 
	1. 
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	Figure
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	1 
	1 
	INTRODUCTION 

	This review evaluates the proposed labels and labeling for Milprosa from a medication error perspective.  
	This review evaluates the proposed labels and labeling for Milprosa from a medication error perspective.  
	2 
	2 
	METHODS AND MATERIALS  


	The Division of Medication Error Prevention and Analysis uses Failure Mode and Effects Analysis (FMEA), principals of human factors, and lessons learned from postmarketing experience in our evaluation of labels and labeling of drug products.  This review evaluates the labels and labeling submitted on April 30, 2010 and December 17, 2010 (see Appendices A through B) and the insert labeling submitted December 17, 2010 (no image). 
	The Division of Medication Error Prevention and Analysis uses Failure Mode and Effects Analysis (FMEA), principals of human factors, and lessons learned from postmarketing experience in our evaluation of labels and labeling of drug products.  This review evaluates the labels and labeling submitted on April 30, 2010 and December 17, 2010 (see Appendices A through B) and the insert labeling submitted December 17, 2010 (no image). 
	1

	3 RECOMMENDATIONS 
	3 RECOMMENDATIONS 
	Our evaluation of the labels and labeling identified deficiencies with the insert labeling, outlined in Section 3.1 Comments to the Division, and the pouch labels and carton labeling outlined in Section 3.2 Comments to the Applicant. 
	Please copy the Division of Medication Error Prevention and Analysis on any communication to the Applicant with regard to this review. If you have questions or need clarifications, please contact OSE Project Manager, Maria Wasilik, at 301-796-0567. 
	3.1 COMMENTS TO THE DIVISION 
	3.1 COMMENTS TO THE DIVISION 
	A. HIGHLIGHTS OF PRESCRIBING INFORMATION-Dosage Forms and Strengths 
	The Dosage Forms and Strength statement does not clearly convey the content of each vaginal ring. Consider revising the statement to read, “Vaginal 
	Figure
	Figure

	11 mg per day progesterone over a 7 day 
	”. Dosage Forms and Strengths 
	Figure
	B. FULL PRESCRIBING INFORMATION- Dosage and Administration 
	Consider modifying the statement,  to read, “ continuously for 7 days. replace for up to 10 weeks .” For consistency, update the Dosage and Administration section of the Highlights of Prescribing Information to reflect this modification. 
	C. FULL PRESCRIBING INFORMATION-Dosage Forms and Strengths 
	See comment A above.  Consider revising the statement to read, “… an average of 11 mg per day of progesterone).  In addition, move the statement, “ a cross-sectional diameter of mm and an outer diameter of 55 mm” to the Description section. D. FULL PRESCRIBING INFORMATION-The following may not be evidence based: “ ”; therefore, we recommend deleting this statement. 
	 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
	1

	Reference ID: 2904057 

	E. FULL PRESCRIBING INFORMATION- How Supplied/Storage and Handling The packing configuration containing one vaginal pack 
	E. FULL PRESCRIBING INFORMATION- How Supplied/Storage and Handling The packing configuration containing one vaginal pack 
	configuration. 

	F.. FULL PRESCRIBING INFORMATION- Patient Counseling Information 
	F.. FULL PRESCRIBING INFORMATION- Patient Counseling Information 
	Consider adding an additional section, such as “Replacement of Ring,” informing patients to replace the vaginal ring every 7 days. 
	G.. FDA-APPROVED PATIENT LABELING- (Section 17.4) 
	1. Under the heading How should I use Milprosa?, modify the statement to read, “… placed in your vagina 
	Figure
	Figure
	Figure

	7 days 
	7 days 
	” to ensure clear patient interpretation. 
	2. Under the heading 


	3.2 COMMENTS TO THE APPLICANT 
	3.2 COMMENTS TO THE APPLICANT 
	A. General Comments  
	1.. 
	1.. 
	1.. 
	We note the proprietary name is presented in all-upper case letters. Words set in upper and lower case form recognizable shapes, making them easier to read than the rectangular shape that is formed by words set in all-upper case.  Therefore, we request you revise the proprietary name to appear in title case (i.e. Milprosa).  

	2.. 
	2.. 
	Modify the strength presentation to read, “delivers 11 mg per day”. 


	3. We note the use of a  above the length of the proprietary name.  
	3. Modify the statement, “Each ” located on the back panel to read, “Each grams of progesterone as active ingredient and light mineral oil as excipient  11 mg per day of progesterone, over a 7 day period of use.” In addition, to prevent the presentation of duplicate information, delete the statements, 
	4.. 
	4.. 
	4.. 
	Decrease the prominence of the company logo (i.e. 

	) located at the bottom of the principal display panel. 
	5.. 
	5.. 
	Modify the dosage statement to read, “. ” .
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	B. Carton Labeling -Trade 
	B. Carton Labeling -Trade 
	1. .
	1. .
	1. .
	Increase the prominence of the proprietary name, established name (i.e. including dosage form) and strength presentation displayed on the principal display panel. Ensure that the established name is at least ½ the size of the proprietary name and the established name shall have a prominence commensurate with the prominence with which such proprietary name appears, taking into account all pertinent factors, including typography, layout, contrast, and other printing features per 21 CFR 201.10(g)(2). 

	2. 
	2. 
	Increase the prominence of the statement, “For Vaginal Use Only” 


	Figure
	Figure
	6. Add the statement, “Replace 
	 every 7 days” to the principal display panel. 
	Figure


	C. Carton Labeling -Sample 
	C. Carton Labeling -Sample 
	1.. This packaging configuration is labeled as a physician sample, therefore it should not be associated with an NDC number.  Delete the NDC number located on the principal display panel and side panels.
	 2. This packaging configuration is labeled as a physician sample to be dispensed from a physician’s office. Delete the statement, “ 
	3. .See Comments B1-B6 above. 

	D. Pouch Label (Front) -Trade 
	D. Pouch Label (Front) -Trade 
	1. Revise the statements under Contents to read, “Each 
	1. Revise the statements under Contents to read, “Each 
	1. Revise the statements under Contents to read, “Each 
	Figure
	Figure

	contains 

	 grams of       

	progesterone as active ingredient and light mineral oil as excipient   11 mg per day of progesterone,
	Figure
	Figure

	 over a 7 day period of use.” 
	2. .See Comment B.4. above 

	E. Pouch Label (Front)-Sample 
	E. Pouch Label (Front)-Sample 
	See Comment B.4., C.1., and D.1. above 
	Figure
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	CLINICAL INSPECTION SUMMARY 
	CLINICAL INSPECTION SUMMARY 
	CLINICAL INSPECTION SUMMARY 

	DATE:
	DATE:
	  January 13, 2011 

	TO: 
	TO: 
	  Celia Peacock, Regulatory Project Manager  Christos Mastroyannis, M.D., Medical Officer Division of Reproductive and Urologic Products 

	FROM: 
	FROM: 
	Roy Blay, Ph.D. Good Clinical Practice Branch II Division of Scientific Investigations 

	THROUGH: 
	THROUGH: 
	Tejashri Purohit-Sheth, M.D.    Branch Chief Good Clinical Practice Branch II Division of Scientific Investigations  

	SUBJECT: 
	SUBJECT: 
	Evaluation of Clinical Inspections. 

	NDA:
	NDA:
	 201110 

	APPLICANT: 
	APPLICANT: 
	Teva Women’s Health, Inc. 

	DRUG: 
	DRUG: 
	TD
	Figure


	NME: 
	NME: 
	No 

	THERAPEUTIC 
	THERAPEUTIC 


	CLASSIFICATION: Standard Review INDICATION:   To support embryo implantation and early pregnancy (up to 10  weeks post-embryo transfer) by supplementation 
	CONSULTATION  REQUEST DATE: June 12, 2010 DIVISION ACTION 
	GOAL DATE:   February 28, 2011 PDUFA DATE: February 28, 2011 
	Reference ID: 2891700 
	Page 2- NDA 201110, 
	, Inspection Summary 
	Figure

	I. BACKGROUND: .
	I. BACKGROUND: .
	10 weeks post-embryo transfer). 
	The applicant submitted this application for the supplementary use of a progesterone-containing vaginal  to support embryo implantation and early pregnancy (up to 
	or DR-2011 is a progesterone-containing vaginal ring designed to continuously release progesterone in amounts sufficient to support luteal function and sustain pregnancy. One pivotal study, Protocol DR-PGN-302, was submitted in support of the indication. 
	® 

	The conduct of Protocol DR-PGN-302 entitled “A Phase 3, Single-Blind, Randomized Study to Compare DR-2011 to a Progesterone Vaginal Gel for Luteal Phase Supplementation for In Vitro Fertilization” was inspected. The study was designed as a single-blind, randomized study that compared DR-2011 to Crinone vaginal gel for luteal phase support in women undergoing in vitro fertilization (IVF).   
	®

	The co-primary objectives of this study were the clinical pregnancy rate (i.e., visualization of a gestational sac with fetal heart motion present on ultrasound) at eight weeks of pregnancy (six weeks after egg retrieval) and 12 weeks of pregnancy (ten weeks after egg retrieval) using DR-2011 or Crinoneto provide progesterone supplementation. 
	® 

	Three domestic clinical investigator sites were selected for inspection. These sites were selected for inspection because they had the largest numbers of subjects and their pregnancy rates appeared higher than the national average. 
	II. RESULTS (by Site): 
	Name of CI, Location 
	Name of CI, Location 
	Name of CI, Location 
	Protocol #/ # of Subjects/ 
	Inspection Dates 
	Final Classification 

	Site #7 Dr. Russell Foulk 645 Sierra Rose Dr., Suite 205 Reno, NV 89511 
	Site #7 Dr. Russell Foulk 645 Sierra Rose Dr., Suite 205 Reno, NV 89511 
	DR-PGN-302/ 109/ 
	22 Oct - 1 Nov 2010 
	VAI 

	Site #19 Dr. Vicki Schnell,  Center for Reproductive Medicine 1015 Medical Center Blvd, Suite 2100 Webster, TX 77958 
	Site #19 Dr. Vicki Schnell,  Center for Reproductive Medicine 1015 Medical Center Blvd, Suite 2100 Webster, TX 77958 
	DR-PGN-302/ 175/ 
	1-16 Sep 2010 
	NAI 

	Site #21 Dr. Nicholas Shamma,  IVF Michigan 3950 South Rochester Rd., Suite 2300 Rochester Hills, MI 48307 
	Site #21 Dr. Nicholas Shamma,  IVF Michigan 3950 South Rochester Rd., Suite 2300 Rochester Hills, MI 48307 
	DR-PGN-302/ 82/ 
	28 Sep - 14 Oct  2010 
	VAI 


	Key to Classifications 
	Key to Classifications 

	NAI = No deviation from regulations. 
	VAI = Deviation(s) from regulations.  
	OAI = Significant deviations from regulations.  Data unreliable.   
	Pending = Preliminary classification based on information in 483 or preliminary communication with the field; 
	EIR has not been received from the field and complete review of EIR is pending. 
	Reference ID: 2891700 
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	1. Site #7 . Dr. Russell Foulk .645 Sierra Rose Dr., Suite 205 .Reno, NV 89511 .
	a. .
	a. .
	a. .
	What was inspected: At this site, 109 subjects were screened and entered the study, with 45 completing the study. The records of 65 subjects were audited. The records audited included, but were not necessarily limited to, source documents and case report forms, efficacy and safety endpoints, IRB correspondence, adverse event reporting, laboratory certifications, and concomitant medications. 

	b.. 
	b.. 
	General observations/commentary: A Form FDA 483 was issued at the conclusion of the inspection. Observations included the omission of some dates and signatures from various data logs and revisions to records without accompanying signatures and dates. In the Progesterone Dispensing Log, four subjects’ records were missing the initials of the individual dispensing the drug and for two of these subjects, the “Date Dispensed” was also missing for one visit each.  The Concomitant Medications Running Logs were mi

	c.. 
	c.. 
	Assessment of data integrity: The omission of signatures and dates as noted above does not appear to have affected data reliability as the majority of signatures were to indicate the identity of the individual dispensing drug or recording concomitant medication usage.  Other dates and signatures were missing on an intermittent basis. There appears to be no indication that data reliability was adversely affected by the omission of the signatures and dates. The study appears to have been conducted adequately,


	2. Site #19 .Dr. Vicki Schnell,  .Center for Reproductive Medicine .1015 Medical Center Blvd, Suite 2100 .Webster, TX 77958 .
	a.. 
	a.. 
	a.. 
	What was inspected: At this site, 175 subjects were enrolled in the study. The records of 34 subjects were reviewed which included, but were not limited to, a comparison of source documents with case report forms, informed consent forms, inclusion/exclusion criteria, IRB and monitor correspondence, laboratory data, drug accountability records, and adverse event reporting 

	b.
	b.
	 General observations/commentary: In general, the study appeared to be conducted adequately. A Form FDA 483 was not issued at the conclusion of the inspection.  Review of the records noted above revealed no significant discrepancies or regulatory violations. 
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	c.. Assessment of data integrity: Data appear acceptable in support of the respective application. 
	3. Site #21 Dr. Nicholas Shamma,   IVF Michigan 3950 South Rochester Rd. Suite 2300 Rochester Hills, MI 48307 
	a.. What was inspected: At this site, 127 subjects were screened and 82 were enrolled in the study. The records of 32 of the 82 enrolled subjects and the records of eight of the subjects who were screen failures were audited.  The audit covered, but was not limited to, study records, source documents, consent forms, medical records, monitoring reports, correspondence files, adverse event reports, protocol deviation reports, and IRB communications. 
	Toxic Shock Syndrome (TSS) as a result of using the investigational product. Observations included three subjects (#s 
	Figure

	) who used the 
	investigational product DR-2011 but were not consented at their next visit following 
	the availability of the revised consent form.  All three subjects did sign the revised 
	consent form approximately four to seven weeks after it was available. One subject 
	) received concomitant medications that were not reported (ampicillin and 
	prenatal vitamins).  Also, there was inadequate documentation to reconcile the 
	amount of the comparator article (Crinone) received with the amount dispensed and 
	®

	returned; i.e., according to the drug logs, three more kits were dispensed or returned 
	than actually received. This appears to be an error in documentation. This is unlikely 
	to impact data reliability as subjects appear to have been dispensed randomized 
	investigational drug products appropriately. 
	c.. Assessment of data integrity: Subjects did sign the revised informed consent form; however, not all subjects signed the revised consent form at the soonest available date. The apparent dispensation and or return of three kits of the comparator drug in excess of that actually received appears to be a matter of drug reconciliation rather than subjects not receiving the test article per protocol requirements.  As such, the deficiencies noted above are unlikely to affect data integrity in a substantive mann
	b. General observations/commentary: A Form FDA 483 was issued at the conclusion of the inspection. Observations noted that nine subjects (#s ) did not promptly sign the most recent version of the consent form.  The revision to the consent form was of significance in that it noted the risk of 
	(# 
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	III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
	The clinical investigator sites of Drs.  Foulk, Schnell, and Shamma were inspected in support of this NDA. Although regulatory violations were noted at the sites of Drs. Foulk and Shamma, the findings overall are unlikely to impact data integrity.  The study appears to have been conducted adequately, and the data generated by these clinical sites appear acceptable in support of the respective indication. 
	{See appended electronic signature page} 
	Roy Blay, Ph.D. Good Clinical Practice Branch II Division of Scientific Investigations 
	CONCURRENCE: 
	{See appended electronic signature page} 
	Tejashri Purohit-Sheth, M.D. Branch Chief Good Clinical Practice Branch II Division of Scientific Investigations 
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